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INTRODUCTION

Non-small cell lung cancer (NSCLC) accounts for about
85% of all lung cancer histological subtypes, of which
lung adenocarcinoma (LUAD) and lung squamous cell

| Haohua Zhu | LeTang | Xingsheng Hu |

Abstract

Background: Real-world application of osimertinib with antiangiogenic agents in
non-small cell lung cancer (NSCLC) is common, but the efficacy data are rarely
reported.

Methods: To obtain an objective efficacy report of different real-world treatment
models of osimertinib and antiangiogenic agents.

Results: A total of 54 patients with NSCLC were enrolled into the study. Twelve
(22.2%) who received a combination of antiangiogenic agents, when there was a trend
of osimertinib resistance but did not reach imageology progressive disease (PD), were
assigned to Group A, with a median overall survival (OS) and progression-free sur-
vival (PFS) of 48.0 (95% CI, not reached) and 21.0 (95% CI: 16.7-25.3) months,
respectively. Thirty (55.6%) who received a combination of antiangiogenic agents
when there was imageology PD during treatment with osimertinib were assigned to
Group B, with a median OS and PFS of 31.8 (95% CI: 26.6-37.1) and 9.2 (95% CL
5.9-12.6) months, respectively. Twelve (22.2%) who received a combination of antian-
giogenic agents at the initial treatment with osimertinib were assigned to Group C,
with a median OS and PFS of 28.5 (95% CI: 15.2-41.8) and 15.3 (95% CI: 7.9-22.7)
months, respectively. Patients in Group A achieved a significant prolonged median
PES (p < 0.001) compared with Groups B and C. Absence of epidermal growth factor
receptor (EGFR) T790M mutations (p = 0.043; hazard ratio [HR] = 2.124, 95% CL
1.023-4.413) and no previous antiangiogenic agent application (p = 0.012;
HR = 0.362, 95% CI: 0.163-0.863) were the independent prognostic factors of OS.
Conclusion: The well-timed action to combine antiangiogenic agents was when there
was a trend of osimertinib resistance. The absence of EGFR T790M mutations and
previous use of antiangiogenic agents were poor prognostic factors.

KEYWORDS
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carcinoma are the most common subtypes." Epidermal
growth factor receptor (EGFR) belongs to the ERBB family
of cell-surface receptor tyrosine kinases, also called HER1
or ERBBI, located on the short arm of the seventh
human chromosome and contains 28 exons.” EGFR sensitive
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mutations, including three mutations in exon 18 (G719A,
G719C, G719S), 19 deletions in exon 19, S768I mutation in
exon 20, and two mutations in exon 21 (L858R, L861Q), are
found in about 10%-20% Caucasian LUAD patients™* and
about 50%-60% East Asia LUAD patients.””” Deletions in
exon 19 and the point mutation of L858R are the most prev-
alent EGFR kinase domain mutations and approximately up
to 90%, and are termed “classical” activating mutations,
which can cause continuous tyrosine kinase activation.®

Since the first-generation EGFR tyrosine kinase inhibitor
(TKI) gefitinib was approved for the treatment of NSCLC in
2003, therapies targeting EGFR signaling have experienced a
prosperous development, and have developed to third and
fourth generations,”'’ to date. Osimertinib is one of the
third-generation EGFR-TKIs that targets both EGEFR-
sensitive and resistant (EGFR T790M) mutations,'' showing
favorable efficacy over cytotoxic chemotherapy in NSCLC
with EGFR mutation,'* and also showing favorable efficacy
over the first-generation EGFR-TKIs."»'* However, drug
resistance ultimately occurs and osimertinib is no exception,
which poses a significant challenge due to the paucity of
available post-osimertinib treatment options to date.

To put off, or overcome, the resistance to treatment with
osimertinib, many osimertinib-based combination thera-
pies'> are being investigated in which treatment with osi-
mertinib with antiangiogenic agents is highly regarded.
Several angiogenic inhibitors have been approved to treat
cancer in China, and four different antiangiogenic agents
are often used in patients with NSCLC, including bevacizu-
mab, which inhibits vascular endothelial growth factor,'®
rh-endostatin which represses cell cycle control and antia-
poptosis genes in proliferating endothelial cells,'”” small
molecular TKIs of anlotinib and apatinib, which target vas-
cular endothelial growth factor receptor and other related
molecules'®'” which block tumor angiogenesis.

Some prospective studies have explored the efficacy of
osimertinib plus bevacizumab®>?' and suggested that this
regimen might not work synergistically. However, the real-
world applications of osimertinib and antiangiogenic agents
are much more diverse and complex than well designed
clinical trials, and we know little about this data. Therefore,
in our present retrospective study, we comprehensively
report on the patients with NSCLC treated with osimertinib
and antiangiogenic agents, and summarize the different
real-world treatment models, to obtain an objective efficacy
and safety report of different treatment models.

METHODS
Patient selection and data collection

We reviewed the real-world records of patients with NSCLC
treated with osimertinib plus antiangiogenic agents from
November 1, 2015, to September 30, 2021, in the database of
the National Cancer Center/National Clinical Research Cen-
ter for Cancer/Cancer Hospital, Chinese Academy of

Medical Sciences, Beijing, China. The treatment line of com-
bination therapy was not limited. The antiangiogenic agents
included bevacizumab, anlotinib, and apatinib, and rh-
endostain was excluded.

The inclusion criteria were as follows: (1) Pathological
or cytological diagnosis of NSCLC. (2) A confirmed staging
of IIT or IV. (3) Patients must be treated with osimertinib
with one of the antiangiogenic agents simultaneously until
disease progression or intolerable toxicities. (4) Patients
must have operable EGFR driver mutations before the initial
treatment with EGFR-TKIs. The need for informed patient
consent was waived because of the retrospective nature of
the study.

In this study, we retrospectively collected the clinical
characteristics of age, sex, smoking history, Eastern Cooper-
ative Oncology Group (ECOG) performance status (PS),
pathological type, detailed TNM classification, detailed met-
astatic information, prior treatment history (systematic anti-
cancer therapy, radiotherapy, lung cancer surgery), detailed
osimertinib based therapy, treatment lines, driver gene vari-
ations of EGFR, tumor response, safety, progression, and
death. Extrapulmonary metastatic organs were defined as
distant metastases except for lung and pleura. All data were
obtained by follow-up visits, telephone, and electronic medi-
cal records. This study was approved by the Ethics Commit-
tee of Cancer Hospital, Chinese Academy of Medical
Sciences.

Patient grouping and tumor response
evaluation

Group A was defined as patients who received a combina-
tion of antiangiogenic agents when there was a trend of
resistance during the treatment with osimertinib but did not
reach imageology progressive disease (PD). Group B was
defined as patients who received a combination of antian-
giogenic agents when there was imageology PD during the
treatment with osimertinib. Group C was defined as patients
who received a combination of antiangiogenic agents at the
initial treatment with osimertinib.

Progressive-free survival (PFS) was calculated as the time
from the initial osimertinib (Group A and Group B) or the
initial osimertinib with the antiangiogenic agent (Group C) to
imageology PD or death. Overall survival (OS) was calculated
as the time from treatment with the initial osimertinib
(Group A and Group B) or the initial osimertinib with the
antiangiogenic agent (Group C) to death from any cause.
Important to note was that we additionally set PFS2 for
Group B as an index to evaluate the progression-free survival
time from the start of treatment with osimertinib plus an
antiangiogenic agent to the imageology PD or death.

Tumor response was evaluated according to Response
Evaluation Criteria in Solid Tumors version 1.1. The objec-
tive response rate (ORR) was defined as the percentage of
patients having achieved complete response (CR) or partial
response (PR). The disease control rate (DCR) was defined
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as the percentage of patients having achieved CR, PR, or sta-
ble disease (SD).

Adverse events

Safety data was collected and assessed throughout the
records of the electronic medical system, follow-up visits,
and telephone. Adverse events (AEs) were graded according
to the U.S. National Cancer Institute’s Common Terminol-
ogy Criteria for Adverse Events (version 4.0).

Statistical analysis

The primary endpoint was OS, the secondary endpoints
included PFS, ORR, DCR, and safety data. Efficacy and
safety data were evaluated in all enrolled patients who
received at least one dose of osimertinib plus antiangiogenic
agents. Survival was calculated by Kaplan-Meier method,
Cox proportional hazard models were used to evaluate prog-
nostic factors for OS and PFS by univariate and multivariate
analysis. IBM SPSS software (22.0), RStudio (4.0), and
GraphPad Prism (8.0) were used for the statistical analysis.
Continuous data are expressed as median with an interquar-
tile range as appropriate. Categorical data are expressed in
numbers and percentages. The safety data were analyzed by
descriptive statistical analyses. A two-sided p-value of <0.05
was considered statistically significant.

RESULTS
Patients and treatment

Between November 1, 2015, and September 30, 2021, a total of
54 consecutively enrolled patients with locally advanced or
metastatic NSCLC received osimertinib with antiangiogenic
agent treatment (Figure 1), and the median follow-up time was
26.1 months (range, 2.1-61.1). Baseline demographic and clini-
cal characteristics are listed in Table 1. Of all the enrolled
patients, 12 (22.2%) were assigned to Group A, 30 (55.6%)
were assigned to Group B, and 12 (22.2%) were assigned to
Group C. With regard to the types of different antiangiogenic
agents, there were 23 (42.6%), 22 (40.7%), and nine (16.7%)
patients, respectively who were treated with bevacizumab, anlo-
tinib, and apatinib.

The median diagnosed age of these patients was 59 years
(range: 27-75). The pathological type of most patients was
LUAD (94.4%), the remaining three were the other not
specified type of NSCLC (5.6%). There were more female
patients (55.6%) than male patients (44.4%), and over half
of the patients (68.5%) denied smoking histories. The vast
majority of patients (90.8%) had an ECOG PS of 0-1 score,
and 5 (9.3%) were graded with two scores. All patients were
restaged before treatment with osimertinib, and 96.3% of
patients were staged as IVA (24.1%) or IVB (72.2%). At the

Patients treated with the third-generation EGFR-TKIs
(n=381)

Il

The third-generation EGFR-TKIs plus anti-angiogenesis agents
(n=74)

Remove patients with
incomplete clinical data

The third-generation EGFR-TKIs plus anti-angiogenesis agents
(n=67)

Remove patients treated with Remove patients treated with
Almonertinib or Furmonertinib ¢ recombinant human endostatin

Osimertinib plus anti-angiogenesis agents
(n=54)

FIGURE 1 Patient flow of the study. EGFR-TKISs, epidermal growth
factor receptor-tyrosine kinase inhibitors

initial diagnosis, apart from three (5.6%) patients with
unknown EGFR mutations, the remainder were recorded
with specific EGFR mutations, EGFR 19 exon deletions and
EGFR 21 exon L858R point mutations accounted for 38.9
and 53.7%, respectively. There was one patient (1.9%) with
EGFR 20 exon insert mutation. Before treatment with osi-
mertinib, 51.9% of patients had positive mutations of EGFR
T790M, and 31.5% were negative. Osimertinib application
in our cohort was relatively late, the median treatment line
was 3 (range, 1-7), and only three patients were treated with
osimertinib in the first-line (Table S1). Fifty patients
(92.6%) had previously received treatment with first- or sec-
ond-generation EGFR-TKIs, and 31 (57.4%) and 15 (27.8%)
patients had previously been treated with chemotherapy and
antiangiogenic agents, respectively.

Efficacy

In Group A (Table 2), a total of eight patients had evaluable
lesions during treatment with osimertinib alone, of which
four patients, respectively achieved PR and SD, and finally
achieved an ORR of 50.0%, and a DCR of 100% (Figure 2).
Nine patients had evaluable lesions during treatment with
osimertinib and antiangiogenic agents, of which nine
patients achieved SD, and finally achieved an ORR of 0%,
and a DCR of 100% (Figure 2). The median PES and median
OS of Group A were 21.0 (95% CI: 16.7-25.3) months and
48.0 (95% CI: not reach) months (Figure 3a, b).

In Group B (Table 2), there was a total of 19 patients,
respectively with evaluable lesions during treatment with
osimertinib monotherapy and osimertinib plus antiangio-
genic agents. Nine and eight patients, respectively achieved
PR and SD during osimertinib monotherapy, with an ORR
of 474% and a DCR of 89.5% (Figure 2). Three and
13 patients achieved PR and SD during combination treat-
ment with osimertinib and antiangiogenic agents, with an
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TABLE 1 Baseline patient characteristics TABLE 1 (Continued)

Characteristic Patients (n = 54) Characteristic Patients (n = 54)

Groups Previous chemotherapy treatment
Group A 12 (22.2) Yes 31 (57.4)

Group B 30 (55.6) No 23 (42.6)
Group C 12 (22.2) Previous antiangiogenic treatment

Median age, (year) 59 (range, 27-75) Yes 15 (27.8)

Pathological type No 39 (72.2)
Lung adenocarcinoma 51 (94.4) Previous lung cancer operation
NSCLC - not otherwise specified 3 (5.6) Yes 14 (25.9)

Sex No 40 (74.1)
Male 24 (44.4) Therapeutic regimens
Female 30 (55.6) Osimertinib plus anlotinib 22 (40.7)

Smoking history Osimertinib plus apatinib 9(16.7)
Yes 17 (31.5) Osimertinib plus bevacizumab 23 (42.6)
No 37 (68.5) Abbreviations: ECOG PS, Eastern Cooperative Oncology Group Performance Status;

ECOG PS EGFR-TKIs, epidermal growth factor receptor-tyrosine kinase inhibitors; NSCLC,

0 9 (16.7) non-small cell lung cancer.
1 40 (74.1)
2 5(9.3)

Stage ORR of 15.8% and a DCR of 84.2% (Figure 2). The median
111 2(3.7) PFS of Group B was 9.2 (95% CI: 5.9-12.6) months
IVA 13 (24.1) (Figure 3a), after progression, and patients continued treat-
IVB 39 (72.2) ment with osimertinib combined with antiangiogenic agents,

. with a median PFS 2 of 5.0 (95% CI: 4.5-5.5) months

Brain metastases K . A

Ves 24 (440 (Figure 3c¢). In addition, the me.dlan OS of Group B was 31.8
(95% CI: 26.6-37.1) months (Figure 3b).
No 30 (556) For Group C (Table 2), a total of five patients with

Hepatic metastases evaluable lesions, of which two and three patients
Yes 6 (11.1) achieved PR and SD, respectively and finally achieved an
No 48 (88.9) ORR of 40% and a DCR of 100% (Figure 2). The median

Bone metastases PFS and median OS of Group C were 15.3 (95% CI: 7.9-
Yes 24 (44.4) 22.7) months and 28.5 (95% CI: 15.2-41.8) months,
No 30 (55.6) respectively (Figure 3a, b).

EGER status Patients in Group A achieved a significant longer

median PFS (p < 0.001) and a trend of longer median OS
EGER 19del mutation 21 (389) (p = 0.09) than Groups B and C (Figure 3a, b).
EGFR L858R mutation 29 (53.7)
EGFR 20ins mutation 1(1.9)
Not accessible 3 (5.6) Subgroup analysis

EGFR T790M before osimertinib
Positive 28 (51.9) We next performed subgroup analysis for OS in all the
Negative 17 (315) enrolleid patients. In the full e.inalysm se.:t (FAS), there were
Not accessible 0 (167) 32 patient recorded deaths, with a medlar? OS of 31.8 (?5%

CI: 26.7-37.0) months (Supplementary Figure 1). Previous

Treatment line application of antiangiogenic agents was significantly corre-
Median number (range) 3(1-7) lated with inferior OS (p = 0.02; hazard ratio [HR] = 0.41,
<3 35 (64.8) 95% CI: 0.19-0.89), with a median OS of 20.0 (95% CI:
>3 19 (35.2) 11.9-28.1) months, while others achieved a median OS of

Previous first or second generation EGFR-TKIs 33.8 (95% CI: 29.3-38.3) months (Figure 3d). Patients with
Yes 50 (92.6) positive EGFR T790M mutations before osimertinib exhib-
No 4(7.3) ited a trend of longer median OS than others (37.5

) vs. 27.6 months), with a marginal difference (p = 0.08;
(Continues)

HR = 1.90, 95% CI: 0.93-3.90) (Figure 4).
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TABLE 2 The efficacy of different groups
PR (no. of patients with  SD (no. of patients with PD (no. of patients with
evaluable lesions) evaluable lesions), % evaluable lesions), %
Osimertinib Osimertinib Osimertinib
plus plus plus
antiangiogenic antiangiogenic antiangiogenic PFS (months, OS (months,
Groups Osimertinib agents Osimertinib agents Osimertinib agents 95% CI) (FAS) 95%CI) (FAS)
Group A (n = 12) 4(8), 50 0(9),0 4(8), 50 9 (9), 100 0(8),0 0(9),0 21.0 (16.7-25.3) 48.0 (NR)
Group B (n =30) 9(19),474 3(19),15.8 8(19),42.1 13(19),68.4 2(19),22.2 3(19),158 9.2 (5.9-12.6) 50" (4.5-5.5) 31.8 (26.6-37.1)
Group C (n =12) / 2 (5), 40 / 3(5), 60 / 0(5),0 15.3 (7.9-22.7) 28.5 (15.2-41.8)

Abbreviations: CI, confidence interval; FAS, full analysis set; NR, not reached; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PR, partial response; SD,

stable disease.
Note: *PFS2 of patients in Group B.
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FIGURE 2 Swimmer plots of the survival status of each patient with NSC
cancer

There were no statistically significant differences in other
variables, such as sex (female vs. male), age (<70 years
vs. 270 years), smoking history (Yes vs. No), ECOG PS (0-1
vs. 2), tumor stage (IVB vs. III or IVA), brain metastases (Yes
vs. No), liver metastases (Yes vs. No), bone metastases (Yes
vs. No), EGFR status (19del vs. L858R or 20 exon ins or not
accessible), previous first- or second-generation EGFR-TKIs
application (Yes vs. No), previous chemotherapy (Yes vs. no),
previous radiotherapy (Yes vs. No), and previous lung cancer
operations (Yes vs. No) (p > 0.05) (Figure 4). With regard to
the effect of different antiangiogenic agents (bevacizumab
vs. anlotinib or apatinib) on the median OS, there was
no significant statistical differences in FAS (Supplementary

LC from the initial treatment with osimertinib. NSCLC, non-small cell lung

Figure 2A). In Group A (Supplementary Figure 2B), patients
who received osimertinib with anlotinib or apatinib achieved a
trend of prolonged median OS compared with those who
received osimertinib with bevacizumab (48.0 vs. 26.1 months;
p = 0.02, HR = 0.13, 95% CI: 0.01-1.14), but this phenome-
non was not seen in Group B (Supplementary Figure 2C) and
Group C (Supplementary Figure 2D).

Multivariate Cox regression analysis results (Table S2)
showed that the absence of EGFR T790M mutations
(p = 0.043; HR = 2.124, 95% CI: 1.023-4.413) and no previ-
ous antiangiogenic agent application (p 0.012;
HR = 0.362, 95% CI: 0.163-0.863) were the independent
prognostic factors of OS.
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Safety

Treatment-related adverse events (TRAE) during osimerti-
nib mono or combination therapy are listed in Table S3.
The overall incidence of TRAE was 57.4% (n = 31), and the
most common TRAEs among patients included diarrhea
(20.4%), rash (16.7%), positive urinary protein (14.8%), and
oral mucositis (13.0%). Grade 3-4 TRAE patients were 7.4%
(n = 4), two patients had venous thrombosis (3.7%), one
patient had severely decreased appetite (1.9%), and another
patient had grade 3 thrombocytopenia.

DISCUSSION

This study provides an objective report on the efficacy and
safety results of osimertinib plus antiangiogenic agents in
patients with locally advanced or metastatic NSCLC, and the
three treatment models of Groups A, B, and C that defined

can also objectively reflect the real-world practice habit of
treatment with osimertinib in China. To the best of our
knowledge, this is the first study that includes all common
types of antiangiogenic agents on the basis of osimertinib,
and is also the first study to compare the survival benefits of
different treatment models; however, the ultimate goal is to
focus on and reflect the most real clinical application.

In our study, patients labeled as Group C who were directly
treated with osimertinib plus antiangiogenic agents achieved a
median PFS and median OS of 15.3 and 28.5 months, respec-
tively. A retrospective single-arm study®* reported the clinical
outcomes of osimertinib plus anlotinib in previously treated
EGFR T790M-positive NSCLC patients and the median PFS
and median OS were 15.5 and 23.8 months, respectively. The
two studies obtained a similar median PFS, but the median OS
was better in our study cohort. Different treatment therapies
after osimertinib might be one of the possible reasons for this.

Another phase II study explored the efficacy of patients
with advanced LUAD that progressed with prior EGFR-



WILEYL >

FENG ET AL.
Subgroup No. of patients (%) Hazard Ratio (95% Confidence Interval)
Baseline clinical characteristics
Sex 1.28 (0.62-2.63) ol
Female 30 (55.6)
Male 24 (44.4)
Age 1.77 (0.61-5.13) —
<70 48 (88.9)
>70 6(11.1)
Smoking history 0.90 (0.41-1.98) ol
Yes 17 (31.5)
No 37 (68.5)
ECOG PS 1.08 (0.32-3.66) [
0-1 49 (90.7)
2 5(9.3)
Tumor stage 0.83 (0.38-1.81) o=
VB 39 (72.2)
[l or IVA 15 (27.8)
Brain metastases 0.63 (0.31-1.29) [ )
Yes 27 (50.0)
No 27 (50.0)
Liver metastases 1.27 (0.49-3.31) L el
Yes 8(14.8)
No 46 (85.2)
Bone metastases 1.01 (0.50-2.06) o=
Yes 25 (46.3)
No 29 (53.7)
EGFR T790M status before Osimertinib 1.90 (0.93-3.90) L e
Positive 28 (51.9)
Negative or not accessible 26 (48.1)
Treatment line 1.50 (0.73-3.07) o= m—
<3 35 (64.8)
>3 19 (35.2)
Previous 1st or 2nd EGFR-TKIs application 1.15(0.27-4.87) Oy
Yes 50 (92.6)
No 4(7.4)
Previous chemotherapy application 1.08 (0.51-2.29) e
Yes 31 (57.4)
No 23 (42.6)
Previous radiotherapy application 0.80 (0.38-1.67) o=
Yes 18 (33.3)
No 36 (66.7)
Previous anti-angiogenesis agents application 0.41 (0.19-0.89) e
Yes 15 (27.8)
No 39 (72.2)
Previous lung cancer operation 1.67 (0.72-3.88) = —
Yes 14 (25.9)
No 40 (74.1)
Therapeutic regimens 0.74 (0.36-1.53) =
Osimertinib plus bevacizumab 23 (42.6)
Osimertinib plus anlotinib or apatinib 31(57.4)

~—rrTrT T T T T T T T ™
5 6 7 8 9 10 11 12 13
The estimates

FIGURE 4 A forest-graph of the association between different clinical characteristics and OS of all the enrolled patients in our cohort. OS, overall

survival; EGFR-TKIs, epidermal growth factor receptor-tyrosine kinase inhibitors

TKIs and acquired EGFR T790M mutation and were treated
with osimertinib plus bevacizumab or osimertinib alone,
and there was no significant difference in survival between
the two arms (p > 0.05), the median PFS and median OS
were 9.4 months and not reached, respectively in the combi-
nation arm,”’ which was shorter than our study and the
above-mentioned retrospective study. Different types of
antiangiogenic agents might be one of the important reasons
because patients in this phase IT study” were all treated with
bevacizumab. However, we explored the survival differences
between bevacizumab and small molecule antiangiogenic
agents (anlotinib and apatinib) in our study cohort, and
there was no significant difference in Group C.

Patients in Group A who received osimertinib combined
with antiangiogenic agents after a trend of osimertinib resis-
tance achieved a median PFS and median OS of 21.0 and
48.0 months, respectively. In addition, patients who received
osimertinib plus anlotinib or apatinib in Group A achieved
a trend of longer median OS than with osimertinib plus bev-
acizumab. In the AURA3 trial,'* patients with EGFR T790M
mutations in the second-line setting achieved a median PFS
of 10.1 months after treatment with osimertinib. In another
phase III trial of FLAURA,"* patients with EGFR mutations

treated with osimertinib in the first-line setting achieved a
median PFS of 18.9 months. In our cohort, all patients who
received osimertinib were all beyond first-line except one
person; however, the median PFS was not only longer than
the PFS of the AURA3 trial but also longer than the
FLAURA trial. Furthermore, through the comparative
results of PFS among Group A (21.0 months, 95% CI: 16.7-
25.3) and Group B (9.2 months, 95% CI: 5.9-12.6), it was
again confirmed that the combination of antiangiogenic
agents when an osimertinib resistance trend happened could
achieve a significant PFS benefit. However, the sample size
was small, and the multivariate Cox regression analysis
achieved a negative result for the OS benefits of Group A,
and these conclusions still need to be further verified by
larger samples.

Patients from Group B all progressed after treatment
with osimertinib, then combined with antiangiogenic agents,
the median PFS was 9.2 months, which was comparable
with the PFS results (10.1 months) of the AURA3 trial.!?
The ORR, DCR, and median PFS2 of combination therapy
were 15.8%, 84.2%, and 5.0 months (95% CI: 4.5-5.5),
respectively, which was also comparable with a retrospective
study,”® in which the efficacy of apatinib with osimertinib
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after the progression of osimertinib in EGFR positive LUAD
patients was explored, and the ORR, DCR, and median PFS
of combination therapy were 12.8%, 79.5%, and 4 months,
respectively.

As is known to all, antiangiogenic agents are usually an
excellent partner for other mechanisms of antitumor drugs,
such as cytotoxic agents, immune checkpoint inhibitors, and
first- or second-generation EGFR-TKIs.***” However, there is
relatively little data on osimertinib with antiangiogenic agents,
and no definite answer to the timing of antiangiogenic combi-
nation. In our study, we compared the survival differences of
three different models of antiangiogenic combination. The
results demonstrated that Group A was a better treatment
model than Groups B and C, showing a prolonged median
PES with a statistically significant difference (p < 0.001) and a
trend of longer median OS (p = 0.09). These results enlight-
ened us that when there are some signs of osimertinib resis-
tance, immediate combination with other mechanisms of
drugs, such as antiangiogenic agents, may be a good choice for
the disease control of patients with NSCLC, but this view needs
further verification.

Subgroup univariate analysis of our study showed that
previous use of antiangiogenic agents (20.0 vs. 33.8 months,
p = 0.02) was significantly associated with inferior median
OS, and the multivariate analysis further confirmed the sur-
vival affection of previous use of antiangiogenic agents
(HR = 0.362, 95% CI: 0.163-0.863; p = 0.012). It is easy to
understand that antiangiogenic therapy also faces the prob-
lem of drug resistance,”® and once drug resistance occurs,
will compromise its efficacy.

In addition, the multivariate analysis results showed that
EGFR T790M mutation status was another independent
prognostic factor of OS (HR = 2.124, 95% CI: 1.023-4.413;
p = 0.043), and although the univariate analysis did not
reach a statistical difference (HR = 1.90, 95% CI: 0.93-3.90),
patients with positive T790M had a better OS. The key point
is that most patients (92.6%) in our study cohort had previ-
ously received first- or second-generation EGFR-TKIs, and
for them, osimertinib worked by irreversibly binding to
EGFR proteins expressed by acquired EGFR T790M
mutation,”” and explained why patients with T790M muta-
tion achieved a trend of better OS.

The overall incidence of TRAEs in our study cohort was
57.4%, grade 3-4 TRAE was 7.4%, and both were lower than
other similar studies,”®* the possible reason for this was
that our study was retrospective, which would lead to the
underestimation of the incidence of adverse events.

Several limitations can be seen in our study. First, this
was a single-arm study, and owing to the fact this protocol
is rarely performed in a clinical setting, we had to enroll a
heterogeneous patient population using a variety of antian-
giogenic agents with osimertinib, and therefore confounding
factors cannot be completely avoided. Therefore, the overall
efficacy results of treatment with osimertinib and antiangio-
genic agents should be carefully decoded, and the positive
results need further identification by prospective case—
control studies. Second, based on the characteristic that this

was a real-world retrospective study, memory bias of toxic-
ities inevitably happened, but the focal point of our study
was to explore the feasibility and profits of different treat-
ment models of treatment with osimertinib and antiangio-
genic agents, instead of focusing on safety like phase I trials.
Third, the sample of our cohort was small, which might
have caused selection bias of enrolled patients and a varia-
tion in results, so we adopted the method of continuously
including patients in chronological order, and verified the
results with univariate and multivariate methods simulta-
neously to avoid these biases as much as possible. Of course,
these results need to be verified by further prospective
studies.

In conclusion, the combination of osimertinib and antian-
giogenic agents is a feasible treatment regimen for patients with
NSCLC and EGFR mutations under certain circumstances, and
a well-timed action is to combine antiangiogenic agents with
osimertinib in the early stage of resistance. In addition, the
absence of EGFR T790M mutations and previous use of anti-
angiogenic agents are poor prognostic factors for patients trea-
ted with osimertinib and antiangiogenic agents.
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