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ABSTRACT

Introduction: In Chinese patients with NSCLC, prevalence
of EGFR-mutated (EGFRm) disease is high. In the global
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phase 3 ADAURA study (NCT02511106), adjuvant osi-
mertinib was found to have a statistically significant and
clinically meaningful improvement in disease-free survival
(DFS) versus placebo in resected stage IB to IIIA EGFRm
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NSCLC. We present efficacy and safety data from a subgroup
analysis of 159 Chinese patients enrolled in the People’s
Republic of China from ADAURA.

Methods: In ADAURA, patients with completely resected
stage IB to IIIA EGFRm (exon 19 deletion/exon 21 L858R)
NSCLC were randomized 1:1 to receive osimertinib (80 mg
once daily) or placebo for 3 years or until disease recurrence/
discontinuation. Adjuvant chemotherapy was permitted
before randomization, per physician/patient choice. Pri-
mary end point was investigator-assessed DFS in stage II
to II1A disease; secondary end points included DFS in stage
IB to IIIA (overall population), overall survival, health-
related quality of life (HRQoL), and safety.

Results: Of 682 patients enrolled globally, 159 patients in
the People’s Republic of China were included in this sub-
group analysis (osimertinib n = 77; placebo n = 82).
Baseline characteristics were balanced across the treatment
arms. At data cutoff, stage II to IIIA DFS hazard ratio (HR)
was 0.23 (95% confidence interval [CI]: 0.13-0.42; maturity
59%); stage IB to IIIA DFS HR was 0.29 (95% CI: 0.17-0.48;
maturity 42%). At 13% maturity (21 deaths), HR for overall
survival in the stage IB to IIIA population was 0.51 (95% CI:
0.21-1.20). HRQoL was maintained from baseline, and
safety was consistent with the global population.

Conclusions: In this population of Chinese patients from
ADAURA, adjuvant osimertinib was found to have a clini-
cally meaningful improvement in DFS versus placebo, with
maintained HRQoL and a safety profile consistent with the
global study population.

© 2024 Published by Elsevier Inc. on behalf of the Inter-
national Association for the Study of Lung Cancer. This is an
open access article under the CC BY-NC-ND license (http://
creativecommons.org/licenses/by-nc-nd/4.0/).
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Introduction

Approximately 34% of patients with NSCLC in the
People’s Republic of China present with resectable dis-
ease at diagnosis." Surgery followed by adjuvant chemo-
therapy is the primary treatment option for patients with
resectable stage II to III NSCLC and select patients with
resectable stage IB disease, subject to postoperative
evaluation of the benefits and risks.” ® Despite surgery
with curative intent, recurrence rates remain high and
only a 5% overall survival (OS) benefit with adjuvant
chemotherapy has been reported globally.”

EGFR mutations are common oncogenic drivers in
NSCLC.*? In Chinese patients with NSCLC, the prevalence
of EGFR-mutated (EGFRm) disease is high (38%-58%),
compared with other parts of the world, such as Europe
(14%) and the United States of America (24%).'%*
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Osimertinib is a third-generation, irreversible, oral
EGFR tyrosine kinase inhibitor (TKI) that potently and
selectively inhibits both EGFR TKI sensitizing and EGFR
T790M resistance mutations, with efficacy in patients
with EGFRm NSCLC including central nervous system
(CNS) metastases.'” "’

In the 2020 primary analysis of the global phase 3
ADAURA study, adjuvant osimertinib was found to have
a statistically significant and clinically meaningful
improvement in disease-free survival (DFS) versus pla-
cebo in patients with completely resected stage IB to IIIA
EGFRm NSCLC (hazard ratio [HR] = 0.20, 99.12% con-
fidence interval [CI]: 0.14-0.30; p < 0.001)."° On the
basis of these results from ADAURA,'? osimertinib was
the first targeted agent to be approved and recom-
mended for use as an adjuvant treatment in patients
with resected EGFRm (exon 19 deletion [Ex19del] or
exon 21 L858R [L858R] mutation) NSCLC.>**"%* After 2
years of additional follow-up in the global ADAURA
study, a sustained DFS benefit was observed with adju-
vant osimertinib (HR = 0.27, 95% CI: 0.21-0.34 in pa-
tients with stage IB-IIIA disease), along with an
improvement in CNS DFS versus placebo (CNS DFS HR
0.36, 95% CI: 0.23-0.57),*' in line with the primary
analysis."” A DFS benefit favoring osimertinib treatment
was observed consistently across all predefined global
subgroups, with and without adjuvant chemotherapy,”’
as in the primary analysis."” This DFS benefit trans-
lated to a significant OS benefit for adjuvant osimertinib
versus placebo (0S HR 0.49, 95% CI: 0.34-0.70,
p < 0.001) in patients with stage IB to IIIA disease.”*

Here, we report an exploratory subgroup analysis of
159 Chinese patients enrolled at 30 study centers across
the People’s Republic of China from ADAURA.

Materials and Methods

Patients

Full details of the ADAURA study methodology have
been published previously.'”*° In brief, eligible patients
were aged 18 years or above with completely resected
stage IB to IIIA NSCLC (American Joint Committee on
Cancer cancer staging manual seventh edition; tumor size
for stage IB was not limited to <4 cm), with centrally
confirmed EGFR mutation (Ex19del or L858R) and a
WHO performance status of 0 to 1. Adjuvant chemo-
therapy was permitted before randomization, per patient
and physician choice. Preoperative, postoperative, or
planned radiation therapy was not permitted.

Study Design and Treatment

ADAURA (NCTO02511106) is an ongoing phase 3,
double-blind, placebo-controlled, randomized, global
study conducted in 26 different countries across Europe,
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the Asia-Pacific, North America, and South America. Pa-
tients were stratified according to disease stage (IB, II, or
IIIA), EGFR mutation status (Ex19del or L858R), and
race (Asian or non-Asian) and randomly assigned in a
1:1 ratio to receive osimertinib 80 mg orally once daily
or placebo for 3 years (until treatment completion), or
until disease recurrence or fulfillment of a discontinua-
tion criterion. After disease recurrence, patients could be
made aware of the treatment allocation at the request of
the investigator so that the next step of their treatment
could be chosen; this could include open-label osi-
mertinib if patients were eligible according to the local
product label and protocol requirements.

The ADAURA study was conducted in accordance
with the provisions of the Declaration of Helsinki, Good
Clinical Practice guidelines (as defined by the Interna-
tional Conference for Harmonisation), applicable regu-
latory requirements, and the policy of the trial sponsor
(AstraZeneca) on bioethics and human biological sam-
ples. All the patients provided written informed consent
before participation.

End Points and Assessments

The primary end point was investigator-assessed DFS
in patients with stage II to IIIA disease. Secondary end
points included DFS in the overall population (stage IB-
IIIA disease), OS, health-related quality of life (HRQoL),
and safety.

DFS was defined as the time from randomization to
disease recurrence or death from any cause in the
absence of recurrence. Baseline assessments were per-
formed within 28 days before administration of osi-
mertinib or placebo, with follow-up assessments at
weeks 12 and 24, then every 24 weeks until 5 years (and
annually thereafter). After disease recurrence, follow-up
assessments for survival took place every 24 weeks until
5 years (and annually thereafter). Subsequent anticancer
treatments and radiotherapy received by the patients
were recorded.

HRQoL was assessed using the short form-36 health
survey (SF-36) version 2 (third edition), which includes
eight health domains summarized into two summary
scores: the physical component summary (PCS) and
mental component summary (MCS).*® SF-36 data were
collected at randomization, weeks 12 and 24, and then
every 24 weeks until disease recurrence, treatment
completion at 3 years, or treatment discontinuation.
Time to deterioration (TTD) of PCS and MCS was
assessed in patients with stage II to IIIA disease and was
defined as the time from randomization to the first
clinically important worsening confirmed at the subse-
quent assessment, or death (by any cause) in the
absence of a clinically important worsening. Clinically
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important worsening was assigned using values for
minimal clinically important differences defined in the
third edition of the SF-36 scoring manual: PCS +3.8
points and MCS +4.6 points.

Safety was assessed at randomization, weeks 2, 4,
and 12, and then every 12 weeks until treatment
completion or study discontinuation. Adverse events
(AEs) were graded using the Common Terminology
Criteria for Adverse Events (version 4.03) and included
AEs with onset date on or after the date of first dose up
to and including 28 days after discontinuation of study
treatment and before starting subsequent cancer
therapy.

Statistical Methods

The ADAURA China population included all Chinese
patients who were randomized in China (across 30 study
centers). The full analysis set comprised all randomized
patients. The sample size of the China population was
calculated to reveal consistency with the results of the
global population (to provide at least approximately
75% probability of a 50% retention of global effect size,
in terms of the primary end point). Briefly, DFS was
analyzed using a log-rank test stratified by stage (11, [1I1A
or IB, II, IIIA) and mutation type (Ex19del, L858R) in
both the stage II to IIIA and overall populations. The
Kaplan-Meier method was used to summarize the DFS
and OS by treatment group. Subgroup analyses in the
China population were conducted by comparing DFS
between treatments in the following planned subgroups:
stage (IB, 1], 111A), EGFR mutation type (Ex19del, L858R),
adjuvant chemotherapy use (yes, no), sex (male, female),
age at screening (<65 y, >65 y), and smoking history
(ves, no). For each subgroup level, HRs and 95% ClIs
were calculated using a Cox proportional hazards model
including a term for treatment, the subgroup covariate of
interest, and the treatment-by-subgroup interaction
term. Nevertheless, subgroup categories with less than
20 events were excluded from the analysis to allow for a
meaningful analysis. The final OS analysis of the global
population was planned to be conducted when approx-
imately 94 deaths have been reported in patients with
stage Il to IIIA disease (approximately 20% maturity).
0S for the China population was analyzed using similar
methods to DFS, provided there were more than 20
deaths to allow for a meaningful analysis. All statistical
analyses of the China population were exploratory.

DFS and OS were analyzed using a log-rank test
stratified according to disease stage and mutation type,
but not race. The Kaplan-Meier method was used to
estimate the median DFS and OS by treatment group.
The TTD of PCS and MCS evaluated by the SF-36 was
analyzed as for DFS. In the placebo group, earlier
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Patients screened Part 1
N =397

Y

Patients screened Part 2

N =190
N Excluded due to not fulfilling
- eligibility criteria n = 31
Y
Randomized
N =159
Osimertinib n = 77 | Placebo n = 82

!

)

Osimertinib treatment ongoing at time of data cutoff n = 0
Completed treatment n = 60

Discontinued treatment n = 17

« Disease recurrence n =9
« Adverse eventn =4

« Patient decision n =3

* Othern=1

Placebo treatment ongoing at time of data cutoff n = 0
Completed treatment n = 38

Discontinued treatment n = 44

» Disease recurrence n = 38

» Adverse eventn =1

« Patient decision n =3

« Severe non-compliance to protocol n = 1
» Othern =1

Figure 1. Patient disposition for the overall China population (stage IB-1llA disease). Part 1 of screening comprised central
EGFR mutation testing of tumor tissue for Ex19del or L858R mutations; part 2 of screening comprised confirmation of other

eligibility criteria. Ex19del, exon 19 deletion.

discontinuation in completing SF-36 forms was
observed owing to earlier disease recurrence. SF-36
data were therefore interpreted descriptively until
week 156. The data cutoff (DCO) for DFS and SF-36
analyses was the same as the updated DFS analysis
in the global population: April 11, 2022. The DCO for
0S and subsequent treatment analyses for the China
population was as for the global OS analysis: January
27, 2023.

Results

Patients and Treatment

Of 682 patients enrolled globally, 159 Chinese pa-
tients in the People’s Republic of China were randomized
between August 2016 and February 2019 to osimertinib
(n = 77) or placebo (n = 82). The full analysis set of this
subgroup analysis comprised 159 patients, all of whom
had received at least one dose of the study drug. At DCO
for the final DFS analysis, the median duration of total
treatment exposure was 35.8 months (range: 0-37 mo)
in the osimertinib group and 31.8 months (range: 0-37
mo) in the placebo group. A total of 64 patients (83%) in
the osimertinib group and 42 patients (51%) in the
placebo group reached exposure of 30 months or more.
At DCO, all patients had completed the planned treat-
ment duration or prematurely discontinued treatment. A
total of 60 patients (78%) in the osimertinib group and
38 patients (46%) in the placebo group (62% total) had

completed the maximum 3 years of the study treatment
(Fig. 1).

Baseline demographics were generally well balanced
between the two treatment groups (Table 1 and
Supplementary Table 1). Compared with placebo, a
higher proportion of patients in the osimertinib group
were aged 65 years or above (30% versus 23%), had
WHO performance status of 1 (44% versus 38%), had
stage IB disease (45% versus 40%), and had and
Ex19del mutation (47% versus 38%).

Overall, adjuvant platinum-based chemotherapy was
received by a slightly smaller proportion of patients in
the osimertinib group (61%) compared with the placebo
group (71%; Table 1 and Supplementary Table 2). Of
these, adjuvant platinum-based chemotherapy was
received by 10 (29%) and 14 (42%) of patients with
stage IB disease, 14 (88%) and 20 (87%) of patients
with stage Il disease, and 23 (88%) and 24 (92%) of
patients with stage IIIA disease in the osimertinib and
placebo groups, respectively.

Efficacy

For patients with stage II to IIIA disease from the
China population (n = 91), disease recurrence or death
occurred in 17 (40%) and 37 (76%) patients in the
osimertinib and placebo groups, respectively (59%
maturity for osimertinib and placebo combined). Median
follow-up for DFS was 44.7 months and 18.3 months in
the osimertinib and placebo groups, respectively. No DFS
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Table 1. Baseline Patient Demographics and Disease

Characteristics in the Overall China Population (Stage
IB-IlIA Disease)

Osimertinib Placebo

Characteristics (n=77) (n = 82)
Sex, n (%)

Female 46 (60) 49 (60)

Male 31 (40) 33 (40)
Age, y

Median (range) 61 (32-78) 60 (31-76)

<65y, n (%) 54 (70) 63 (77)

>65y, n (%) 23 (30) 19 (23)
Smoking history, n (%)

Never 55 (71) 62 (76)

Current 1(1) 0

Former 21 (27) 20 (24)
WHO performance status, n (%)

0 43 (56) 51 (62)

1 34 (44) 31 (38)
AJCC stage, n (%)°

1B 35 (45) 33 (40)

] 16 (21) 23 (28)

1A 26 (34) 26 (32)
Histologic type, n (%)

Adenocarcinoma 75 (97) 82 (100)

Malignant 46 (60) 56 (68)

Acinar adenocarcinoma 28 (36) 19 (23)

Papillary, malignant 1(1) 6 (7)

Bronchioloalveolar 0 1(1)

Carcinoma, adenosquamous, 1(1) 0

malignant

Other 1(1) 0
Lung cancer resection, n (%)

Lobectomy 77 (100) 76 (93)

Bilobectomy 0 1(1)

Pneumonectomy 0 5 (6)
Regional lymph nodes, n (%)

NO 36 (47) 37 (45)

N1 16 (21) 23 (28)

N2 25 (32) 22 (27)
EGFR mutation type at

randomization,” n (%)

Ex19del 36 (47) 31 (38)

L858R 41 (53) 51 (62)

T790M 1(1) 1(1)

S768I 0 1(1)
Adjuvant chemotherapy, n (%)

Yes 48 (62) 58 (71)

No 29 (38) 24 (29)

Note: Percentages may not add up to 100% owing to rounding. Data cutoff was
January 17, 2020.

9Staging was determined according to the seventh edition of the cancer

staging manual of the AJCC.

PEGFR mutational status at randomization was centrally tested. Patients

may have had more than one EGFR mutation.

AJCC, American Joint Committee on Cancer; Ex19del, exon 19 deletion.

events occurred in the first 12 months in the osimertinib
group, whereas the DFS rate was 60% (95% CI: 45-73)
in the placebo group. The DFS rates at 24, 36, and 48
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months were 90% (95% CI: 76-96), 81% (95% CI: 65-
90), and 62% (95% CI: 45-75), respectively, in the osi-
mertinib group. The corresponding DFS rates in the
placebo group were 38% (95% CI: 24-51), 27% (95%
Cl: 15-40), and 27% (95% CI: 15-40), respectively
(Supplementary Table 3). The estimated HR for DFS was
0.23 (95% CI: 0.13-0.42) corresponding to a 77%
reduction in the risk of disease recurrence or death for
patients receiving osimertinib versus placebo (Fig. 24).
Median DFS was not reached (95% CI: 44.3-not calcu-
lable [NC]) in the osimertinib group and was 18.9
months (95% CI: 10.8-24.5) in the placebo group.

In the overall China population (stage IB-11IA disease;
n = 159), disease recurrence or death occurred in 22
(29%) and 44 (54%) patients in the osimertinib and
placebo groups, respectively (42% maturity for osi-
mertinib and placebo combined). Median follow-up for
DFS was 47.5 months and 31.7 months in the osimerti-
nib and placebo groups, respectively. No DFS events
occurred in the first 12 months in the osimertinib group,
whereas the DFS rate was 71% (95% CI: 60-80) in the
placebo group. The DFS rates at 24, 36, and 48 months
were 92% (95% CI: 83-96), 86% (95% CI: 76-92), and
71% (95% CI: 58-80), respectively, in the osimertinib
group. The corresponding DFS rates in the placebo group
were 58% (95% CI: 46-67), 50% (95% CI: 38-60), and
48% (95% CI: 37-59), respectively, in the placebo group
(Supplementary Table 3). The estimated HR for DFS was
0.29 (95% CI: 0.17-0.48), which corresponds to a 71%
reduction in the risk of disease recurrence or death in
the osimertinib versus placebo group (Fig. 2B). The
median DFS was not reached in the osimertinib group
(95% CI: NC-NC) and was 33.3 months (95% CI: 21.9-
NC) in the placebo group.

A DFS benefit with osimertinib versus placebo was
observed in all prespecified subgroups with sufficient
events (>20 DFS events) for meaningful analysis (stage
II, stage IIIA, Ex19del and L858R mutations, male and
female sex, age [<65 y], smoking history [no], and
adjuvant chemotherapy use) with estimated HRs at or
below 0.46 for these subgroups (Fig. 3).

At the DCO for OS (January 27, 2023), the number of
deaths in the stage II-IIIA China population was five in
the osimertinib group and 12 in the placebo group (19%
maturity). The number of deaths in the overall China
population was seven in the osimertinib group and 14
in the placebo group (13% maturity). The median
duration of follow-up for OS in all patients in the overall
China population (stage IB-IIIA) was 63 months in the
osimertinib group and 62 months in the placebo group.
The 60-month OS rate was 93% (95% CI: 85-97) in the
osimertinib group and 82% (95% CI: 72-89) in the
placebo group. The overall HR for OS was 0.51
(95% CI: 0.21-1.20). The Kaplan-Meier curves are found
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Figure 2. Kaplan-Meier plot of DFS according to investigator assessment in (A) the China population of patients with stage Il

to lllA disease and (B) the overall China population (stage IB-I

IlA disease). DFS events are type of disease recorded as local/

regional or distant or death. DFS events that do not occur within two scheduled visits (plus visit window) of the last assessable

time point (or randomization) are censored and therefore ex
disease-free survival; HR, hazard ratio; NC, not calculable; N

in Figure 4. Median OS was not reached in either
treatment group.

Subsequent Treatments

At the January 27, 2023, DCO, among the randomized
patients, 15 patients (19%) in the osimertinib group and
38 patients (46%) in the placebo group had received a
subsequent anticancer treatment. The recurrence status
of patients who received subsequent anticancer

cluded in the number of events. Cl, confidence interval; DFS,
R, not reached.

treatment after the final DFS analysis was not collected
per the protocol. The most frequently received type of
subsequent treatment was EGFR TKIs (Supplementary
Table 4).

Health-Related Quality of Life

In the overall China population, from baseline to
week 156, compliance rates with the SF-36 survey were
high, ranging from 80% to 100% in the osimertinib
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Hazard ratio for disease

Subgroup No. of patients recurrence or death (95% CI)
Overall 159 000

Stratified log-rank test . 0.29 (0.17-0.48)

Unadjusted Cox proportional-hazards model i I—i—I—i—! 0.37 (0.22-0.61)
Sex o

Male 64 H— 0.35 (0.14-0.79)
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Adjuvant chemotherapy® I8
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Figure 3. Subgroup analysis of DFS according to investigator assessment in the overall China population (stage IB-llIA dis-
ease). The subgroup analysis was performed using a Cox proportional hazards model including treatment, subgroup, and a
treatment-by-subgroup interaction term. Subgroup categories with less than 20 events were excluded from the analysis; this
included the following subgroups: 2age (>65 y); Psmoking history (yes); “stage (IB); and 9adjuvant chemotherapy (no). A
hazard ratio less than 1 implies a lower risk of disease recurrence or death with osimertinib versus placebo. Cl, confidence

interval; Ex19del, exon 19 deletion.

group and 74% to 100% in the placebo group. SF-36 PCS
and MCS scores were maintained from baseline to week
156 (Fig. 5A and B). Small improvements in PCS from
baseline were observed in both treatment groups, and at
week 156, most SF-36 health domains contributing to
the PCS had improvements from baseline in both treat-
ment groups. In the MCS, small improvements from

baseline were also found for both treatment groups,
except for the osimertinib group at week 156, where a
small decrease from baseline was observed.

In the primary China population (patients with stage
II-11TIA disease) TTD analyses, for the PCS, 83% of the
patients in the osimertinib group did not experience a
clinically meaningful deterioration or death at DCO

" HWW
S 93%
g 0.8 1 Median OS, months (95% Cl) |

|

2 Osimertinib NR (NC-NC) }
® (g Placebo NR (NC, NC) |
g HR (95% Cl)  0.51 (0.21-1.20) !
] I
e |
O 04 |
>
= |
P |
£ 1
8 027 e :
o — Osimertinib |
o Placebo 1

0.0 . . . . . . : . . : . . .

0 6 12 18 24 30

36 42 48 54 60 66 72 78

Time from randomization (months)

Number of patients at risk:
Osimertinib 77 77 77 77 76 75
Placebo 82 81 81 80 77 74

74 74 70 67 52 26 2 0
73 70 67 64 51 20 2 0

Figure 4. Kaplan-Meier plot of OS in the overall China population (stage IB-llIA disease). Data for patients not known to have
died at the time of the analysis were censored at the last recorded date on which the patient was known to be alive. Median
duration of follow-up for OS in patients whose data were censored was 63 months in both the osimertinib group and the
placebo group. Cl, confidence interval; HR, hazard ratio; NC, not calculable; NR, not reached; OS, overall survival.



8 Wang et al JTO Clinical and Research Reports Vol. 5 No. 2
PCS
154
(V]
£
@ 104
1]
el
O
© 0
T T T I
S
~ 54
o
L2
§ ~109 —e— Osimertinib
= Placebo
_15 4
12 24 48 72 96 120 144 156
Time (weeks)
n
Osimertinib 72 71 72 69 62 62 51 47
A Placebo 71 69 57 50 45 40 36 28
Mcs
15
(]
£
E 10
©
e}
(=
° "/‘\’_/o_.\
g —
G
~ -5
o
2
§ ~107 —e— Osimertinib
= Placebo
—15
12 24 48 72 96 120 144 156
Time (weeks)
n
Osimertinib 72 71 72 69 62 62 51 47
Placebo 71 69 57 50 45 40 36 28

Figure 5. Change in SF-36 (A) PCS and (B) MCS scores from baseline to week 156 in the overall China population (stage IB-1lIA
disease). Error bars represent SDs. MCS, mental component summary; PCS, physical component summary; SF-36, short form-

36 health survey.

compared with 71% in the placebo group. Improvement
of TTD of PCS was observed in the osimertinib group
versus placebo (HR = 0.37, 95% CI: 0.15-0.91;
Supplementary Table 5). It should be noted that the
number of PCS deterioration or death events observed
by DCO was small (n = 21; osimertinib n = 7; placebo
n =14) and the median TTD of PCS was not reached in
either treatment group. For the MCS, 71% of patients in
the osimertinib group and 67% in the placebo group
did not experience a clinically meaningful deterioration
or death by DCO. There was a trend of improvement in
TTD of MCS in the osimertinib group versus placebo
(HR = 0.62, 95% CI: 0.29-1.31). Again, the number of
MCS deterioration or death events was small (n = 28;

osimertinib n = 12; placebo n = 16). Median TTD of
MCS was not reached in the osimertinib treatment
group and was 33 months (95% CI: 22.1-NC) in the
placebo group.

Safety

AEs were reported in 77 (100%) and 81 patients
(99%) in the osimertinib and placebo groups, respec-
tively. The most common AEs reported with osimertinib
treatment were diarrhea (49%), upper respiratory tract
infection (39%), and mouth ulceration (34%; Table 2).
No individual grade 3 or higher AEs were reported in
more than two patients, except for diarrhea (n = 3; 4%)
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Table 2. Safety Summary in the Overall China Population (Stage IB-IlIA Disease)

Osimertinib Placebo
AE Category, n (%) (n=77) (n = 82)
Any AE 77 (100) 81 (99)
Causally related to treatment® 74 (96) 66 (80)
Most common AEs (all causality)”
Diarrhea 38 (49) 19 (23)
Upper respiratory tract infection 30 (39) 21 (26)
Mouth ulceration 26 (34) 709
Cough 23 (30) 20 (24)
Pruritus 19 (25) 10 (12)
Paronychia 15 (19) 0
Neutrophil count decreased 17 (22) 3 (4)
Nasopharyngitis 15 (19) 12 (15)
Weight decreased 16 (21) 6 (7)
White blood cell count decreased 15 (19) 1(1)
Dry skin 13 (17) 3 (4)
Influenza 12 (16) 4 (5)
AST increased 9 (12) 18 (22)
Toothache 6 (8) 12 (15)
ALT increased 4 (5) 20 (24)
AE grade >3
Any 21 (27) 17 (21)
Causally related to treatment® 6 (8) 1(1)
Most common grade >3 AEs (all causality)®
Diarrhea 3 (4) 0
Hypertension 2 (3) 1(1)
Hyperuricemia 2 (3) 1(1)
Gastroenteritis 2 (3) 0
Viral upper respiratory tract infection 2 (3) 0
Stomatitis 2 (3) 0
Pneumonia 1(1) 34)
AE with an outcome of death
Any 0 0
Causally related to treatment” 0 0
SAE
Any 18 (23) 14 (17)
Causally related to treatment” 3 (4) 1(1)
Most common SAEs®
Hyperuricemia 2 (3) 1(1)
Pneumonia 1(1) 3 (4)
AE leading to discontinuation of treatment
Any 4 (5) 0
Causally related to treatment” 3 (4) 0
Any AE leading to dose reduction 6 (8) 0
Any AE leading to dose interruption 16 (21) 6 (7)

Note: Patients with multiple events in the same category are counted only once in that category. Patients with events in more than one category are counted

once in each of those categories.

9As assessed by the investigator.

bReported in 15% or more of patients in either treatment group.
“Reported in two patients or more in either treatment group.

AE, adverse events; ALT, alanine aminotransferase; AST, aspartate aminotransferase; SAE, serious adverse event.

in the osimertinib group and pneumonia (n = 3; 4%) in
the placebo group. AEs that were considered by the
investigator to be causally related to osimertinib or
placebo are presented in Supplementary Table 6. Serious
AEs were reported in 18 patients (23%) in the osi-
mertinib group and 14 patients (17%) in the placebo
group; no AEs with an outcome of death were reported

in either group. The incidence of AEs of special interest
was low in both treatment groups. AEs of cardiac effects
(grouped term) occurred in three (4%) and two patients
(2%) in the osimertinib and placebo groups, respec-
tively. Interstitial lung disease (grouped term) occurred
in one patient (1%) in the osimertinib group and no
patient in the placebo group (Supplementary Table 7).
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Electrocardiogram QT prolongation was reported in six
patients (8%) in the osimertinib group and four patients
(5%) in the placebo group.

Dose interruptions, dose reductions, and study dis-
continuations due to AEs occurred in 21%, 8%, and 5%
of patients in the osimertinib group, respectively,
compared with 7%, 0%, and 0% in the placebo group
(Table 2).

Discussion

In this exploratory analysis of Chinese patients from
ADAURA, where all patients had the opportunity to
receive 3 years of study treatment, adjuvant osimertinib
was found to have a clinically meaningful improvement
in DFS versus placebo, with maintained HRQoL and a
safety profile consistent with the global study popula-
tion. In the ADAURA China population, a 77% reduction
in the risk of disease recurrence or death was found with
osimertinib versus placebo in the primary population of
patients with stage II to IIIA disease. Similarly, a 71%
reduction in the risk of disease recurrence or death with
osimertinib versus placebo was observed in the overall
China population of patients with stage IB to IIIA disease.
In the overall China population (stage IB-IIIA), there
were seven deaths in the osimertinib group and 14
deaths in the placebo group (overall maturity 13%), with
a HR for OS of 0.51 (95% CI: 0.21-1.20), similar to the
global study population.”* Nevertheless, data should be
interpreted with caution due to the small number of
deaths observed in the China population. Subsequent
anticancer treatments were received by 19% of patients
in the osimertinib group and 46% in the placebo group,
with EGFR TKIs being the most frequently received type
of subsequent treatment. No clinically meaningful dif-
ferences in HRQoL between osimertinib and placebo
were observed, and most patients with stage II to IIIA
disease in both groups did not experience any clinically
meaningful deterioration by week 156. No new safety
signals were observed despite the prolonged treatment
period, and the known benefit-risk profile of osimertinib
remains the same.

The patient demographics and disease characteristics
were representative of the intended population of Chi-
nese patients with stage IB to IIIA EGFRm NSCLC who
had undergone complete tumor resection. Compared
with the global population,'” a higher percentage of
patients in the China population were aged below 65
years, had stage IB disease, and had L858R mutation.
The higher proportion of younger patients (aged <65 y)
in the ADAURA China population (74%), compared with
the global population (56%), was consistent with the
higher proportion of patients with stage IB disease in the
China population (43%) compared with the global

JTO Clinical and Research Reports Vol. 5 No. 2

population (32%), as younger patients are more likely to
have stage I disease at diagnosis.”® The prevalence of
L858R mutation was slightly higher in the ADAURA
China population (58%) versus the global population
(45%)."?

In the ADAURA global population, 60% of patients
received postoperative adjuvant chemotherapy.'”?!
Consistent with this, 67% of patients in the ADAURA
China population received adjuvant chemotherapy,
which was in line with Chinese treatment guidelines for
NSCLC.>® Nevertheless, the uptake rate of adjuvant
chemotherapy was higher in the China placebo group
(71%), compared with the osimertinib group (62%) and
global population placebo group (60%).'” This differ-
ence may be explained by the smaller number of patients
in this China subgroup analysis, compared with the
global population. Nevertheless, the differences in pa-
tient characteristics between the China population and
global population were not considered to affect the
overall efficacy and safety conclusions for this analysis.

Median duration of treatment exposure was slightly
longer in the ADAURA China placebo group (osimertinib,
35.8 mo; placebo, 31.8 mo) versus the global population
(osimertinib, 35.8 mo; placebo, 25.1 mo), and discon-
tinuations due to AEs were slightly lower in the China
population (osimertinib, 5%; placebo, 0%) compared
with the global population (osimertinib, 13%; placebo
3%).”" Despite this variability, in both the primary
population of patients with stage II to IIIA disease and
overall population of patients with stage IB to IIIA dis-
ease, the DFS results in the China population were
consistent with that of the global population.”’ The
Kaplan-Meier curves of the osimertinib and placebo
groups separated early, after the first assessment at 12
weeks, and remained separated for the duration of
follow-up until the DCO. In patients with stage II to IIIA
disease, reduction in risk of disease recurrence or death
was similar in the China population (HR = 0.23, 95% CI:
0.13-0.42) and the global population (HR = 0.23, 95%
CI: 0.18-0.30).”" Furthermore, in the overall population
of patients with stage IB to IIIA disease, reduction in risk
of disease recurrence or death was also similar in the
China population (HR = 0.29, 95% CI: 0.17-0.48) and
global population (HR = 0.27, 95% CI: 0.21-0.34).”"
Four-year DFS rates were also similar with osimertinib
in the China (71%) and global (73%) populations.’” An
improvement in DFS with osimertinib treatment was
found across all predefined subgroups with greater than
or equal to 20 DFS events in the China population;
however, these data should be interpreted with a level of
caution due to smaller patient numbers across all
subgroups.

A key consideration for long-term adjuvant treatment
following surgical resection is the effect on HRQoL.” In
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the ADAURA China population, HRQoL measured by SF-
36 was maintained during osimertinib treatment.

The safety profile of osimertinib in the ADAURA China
population was consistent with the global population, and
with the known safety profile for osimertinib.'”*' The
most common AEs reported with osimertinib treatment in
the China population were diarrhea (49%), upper respi-
ratory tract infection (39%), and mouth ulceration (34%).
The number of casually related grade 3 or higher AEs was
low (osimertinib, 8%; placebo, 1%).

In conclusion, the efficacy and safety results from
the ADAURA China population were consistent with
those for the global population.”’ Adjuvant osimerti-
nib was found to have a clinically meaningful
improvement in DFS versus placebo in Chinese pa-
tients with stage IB to IIIA EGFRm NSCLC. The DFS
benefit with osimertinib translated to an OS benefit,
though the small number of deaths warrants cautious
interpretation. HRQoL was maintained and a tolerable
safety profile was observed. These results therefore
support adjuvant osimertinib as a highly effective
treatment for Chinese patients with resected stage IB
to IIIA EGFRm NSCLC.
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