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Abstract

Background: In non-small cell lung cancer (NSCLC) patients harboring MET mutations, MET-tyrosine kinase inhibitors (TKIs) have
been proven to achieve a good response. However, the relative efficacy of different therapeutics in primary NSCLC patients with
MET amplification and the treatment options for patients harboring acquired MET amplification after the failure of epidermal growth
factor receptor (EGFR)-TKIs remain unclear. Methods: In total, 33 patients harboring primary MET amplification and 9 patients
harboring acquired MET alterations identified by next-generation sequencing were enrolled. A retrospective analysis was conducted
to compare the efficacy of different therapeutics. In addition, studies reporting various treatments for patients harboring MET alter-
ations were included in the meta-analysis. Results: In our cohort of patients harboring primary MET amplification, crizotinib dis-
played better efficacy than immunotherapy and chemotherapy, as demonstrated both in first-line (P=.0378) and second-line
treatment regimens (P=.0181). The disease control rates for crizotinib, immunotherapy, and chemotherapy were 81.8%, 72.7%,
and 63.6%, respectively. In particular; the median progression-free survival (PFS) time after immunotherapy in patients harboring
MET amplification and high programed death ligand | (PD-LI) expression (>50%) was only 77.5 days. The meta-analysis revealed
that the median PFS times after crizotinib and immunotherapy were 4.57 and 2.94 months, respectively. In patients harboring
acquired MET amplification, chemotherapy plus bevacizumab had superior efficacy (310.0 days vs 73.5 days, P=.0360) compared
with MET-TKIs + EGFR-TKIs. Conclusions: Immunotherapy showed a low response in patients harboring MET alterations, even
those with concurrent high PD-LI expression. MET-TKIs might be an optional treatment with worth-expecting efficacy.
However, chemotherapy plus bevacizumab could benefit the subpopulation of patients harboring acquired MET amplification
after the failure of EGFR-TKIs.
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Abbreviations

AJCC, American Joint Committee on Cancer; ALK, anaplastic lymphoma kinase; Cl, confidence interval; DCR, disease control
rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor;
EGFR-TKIs, EGFR tyrosine kinase inhibitors; ICls, immune checkpoint inhibitors; LUSC, lung squamous cell carcinoma;
NSCLC, non-small cell lung cancer; NGS, next-generation sequencing; ORR, objective response rate; OS, overall survival; PD,
progressive disease; PD-1, programed death |; PFS, progression-free survival; PR, partial response; RTK, receptor tyrosine
kinase; SD, stable disease; TIME, tumor immune microenvironment

Introduction

The management of advanced non-small cell lung cancer
(NSCLC) has developed rapidly and relies on the wide usage
of novel therapeutics, including targeted therapy, immunother-
apy, and so on. Patients harboring actionable genomic alter-
ations, such as epidermal growth factor receptor (EGFR),
anaplastic lymphoma kinase (ALK) and ROSI alterations can
benefit from the corresponding targeted therapy.'~ EGFR tyro-
sine kinase inhibitors (EGFR-TKIs) are currently the standard
first-line treatment for advanced NSCLC patients harboring
sensitive EGFR mutations and have improved outcomes when
used as an adjuvant treatment after complete resection, accord-
ing to the ADAURA study.* Currently, systemic administration
of monoclonal antibodies against programed death 1 (PD-1)
and its ligand PD-L1 has been established as new standard of
care for patients with advanced NSCLC.>® Compared with
the standard regimen of chemotherapy, treatment with
immune checkpoint inhibitors (IClIs) alone or in combination
with chemotherapy has brought significant survival benefits
for selected NSCLC patients.>® However, patients harboring
sensitive EGFR mutations or ALK rearrangement are believed
to have a poor response to immunotherapy. Therefore, action-
able genomic alterations are considered to play different roles
in the response of NSCLC to different therapeutics.

Alterations in the MET gene are identified as actionable
oncogenic alterations,” and MET gene amplification plays an
important role in the growth and survival of NSCLC® via
enhanced binding to receptor tyrosine kinases (RTKs), which
can then initiate a series of cellular signaling pathways associ-
ated with proliferation and metastasis.’ In addition to amplifica-
tion of the MET gene, mutations in MET, especially exon 14
skipping alterations, are other gain-of-function alterations in
MET. In NSCLC patients harboring MET mutations, the admin-
istration of MET-TKIs, such as crizotinib, has been proven in
previous studies to achieve a satisfactory response.'®!?
Immunotherapy is another treatment option for NSCLC patients
with MET alterations."*~'> However, the efficacy of different
therapeutics in NSCLC patients with MET amplification
remains to be further elucidated.

In this study, we included NSCLC patients with MET ampli-
fication to estimate the efficacy of various therapeutics in differ-
ent lines of treatment and further performed a meta-analysis of
current and previous studies to determine the therapeutic out-
comes based on a larger sample size. Acquired MET amplifica-
tion is an important mechanism of resistance to EGFR-TKI
treatment among NSCLC patients harboring concomitant

sensitive EGFR mutations.'® However, the therapeutic out-
comes after EGFR-TKI treatment failure remain unclear.
Therefore, we included another group of patients who received
first-line EGFR-TKI therapy and acquired resistance via MET
amplification to observe the efficacy of different therapeutics.

Methods

Study Patients

In this retrospective study, a total of 33 NSCLC patients (n=33)
harboring primary MET amplification, who admitted in our hos-
pital since January 2015, were included in this study. The inclu-
sion criteria were as follows: (a) Eastern Cooperative Oncology
Group (ECOG) performance status of 0 to 2; (b) stage IV
disease with pathological tissues available for next-generation
sequencing (NGS); (c) primary MET amplification; and (d) avail-
able follow-up information. The exclusion criteria were as
follows: (a) NGS findings—wild-type or MET mutation alone
or in combination with other actionable genomic alterations
(EGFR, ALK, ROS1, BRAF V600E, KRAS, etc); (b) ECOG per-
formance status > 2; (c) loss to follow-up or refusal to participate.

Another 9 NSCLC patients (n=9) in the Affiliated Hospital
of Qingdao University harboring acquired MET amplification
were included. The inclusion criteria were as follows: (a)
ECOG performance status 0 to 2; (b) stage IV disease with path-
ological tissues available for NGS; (c) primary sensitive EGFR
mutations (/9 DEL or 21 L858R) and failure of first-line
EGFR-TKI treatment; (c) acquired MET amplification; and
(d) available follow-up information. The exclusion criteria
were as follows: (a) treatment with other modalities except
EGFR-TKIs; (b) ECOG performance status > 2; and (c) loss
to follow-up or refusal to participate.

Basic clinical and demographic information, including age,
sex, diagnosis, treatment information, etc was collected from
all enrolled patients. All tumors were staged according to the
2019 American Joint Committee on Cancer (AJCC) TNM
staging system for lung cancer. Disease progression was diag-
nosed by 2 professional physicians experienced in clinical
medical oncology. The current study was performed according
to the instructions of STROBE Statement.'” All patients were
de-identified in this study. This study was approved by the
Ethics Committee of the Affiliated Hospital of Qingdao
University, and the investigations were carried out following
the guidelines established in the Declaration of Helsinki.
Written informed consent was obtained from all patients
included in the study, and all experiments were carried out in
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accordance with the National Health and Family Planning
Commission of the PRC’s guidelines.

Targeted Sequencing and Bioinformatic Analysis

In this study, alterations in MET and EGFR and other action-
able genomic alterations were confirmed by NGS. The NGS
details have been reported in our previous study.'® Here,
tissue samples from 42 NSCLC patients were analyzed by
NGS using 3 capture-based targeted sequencing panels. In
addition, data for 143 NSCLC patients (n= 143, 12 patients
harboring MET alterations) obtained from the cBioPortal for
Cancer Genomics'**° were included to perform survival anal-
ysis of patients stratified by immunotherapy. Data from
TIMER?"** and TISIDB*® were used to examine the abun-
dance of infiltrating immune cells in NSCLC patients. In addi-
tion, Kaplan-Meier Plotter’® was used to perform survival
analysis.

Meta-Analysis

We searched 4 databases independently—PubMed, ScienceDirect,
ClinicalTrials.gov and the Cochrane Library—for literature selec-
tion. All MeSH terms for the keywords (MET; NSCLC) were
used in the search. The following data were extracted: study ID,
a number of patients, MET alterations, treatment methods,
progression-free survival (PFS) and overall survival (OS). All stat-
istical analyses in the meta-analysis were performed using Stata
14.0 software (Stata Corp.). The results are expressed as incidence
rates and 95% confidence intervals (CIs). In this study, we used a
random-effects model to perform statistical analyses, and the
chi-squared test and /° statistic were used to assess inter-study het-
erogeneity. A P-value > .1 and an F'< 50% indicated that the het-
erogeneity was not statistically significant.*’

Statistical Analysis

All statistical analyses were performed using GraphPad Prism
8.0 software (GraphPad), and Student’s ¢ test was used to deter-
mine statistical significance. P values were determined by
2-tailed tests, and P < .05 was used to define statistical signifi-
cance. The log-rank test was used for survival analysis.

Results

the Prevalence of MET Alterations and Their Role in
the Immunotherapy Response of NSCLC Patients

Two studies of immunotherapy for NSCLC patients from the
cBioPortal were selected for the analysis, as shown in
Figure 1A. Alterations in common driver genes of NSCLC
were detected based on these 2 studies, and the findings sug-
gested that alterations in KRAS are the most common
genomic signature in NSCLC, with an incidence of 35%, fol-
lowed by alterations in EGFR (14%), PIK3CA (8%), ALK
(7%), MET (7%), ROS1 (6%), ERBB2 (4%), BRAF (4%,

NTRK1 (4%), RET (4%), and NRAS (2.2%). The PFS times
of patients harboring actionable genomic alterations described
above, were significantly shorter than those of the wild-type
(WT) groups (P=.0322), as shown in Figure 1B. In these
2 studies, 12 patients harbored MET alterations without any
other genomic alterations. Compared with the WT group,
MET was an independent risk factor for immunotherapy
failure in NSCLC (4.2 months vs 6.2 months, P=.0149), and
patients harboring MET alterations had shorter PFS times, as
shown in Figure 1C.

Efficacy of Various Therapeutics in NSCLC Patients
Harboring Primary MET Amplification

To further elucidate the response to different therapeutics
among NSCLC patients harboring primary MET amplifica-
tion, 33 NSCLC patients harboring primary MET amplifica-
tion were included in this study. The selected patients were
treated with immunotherapy, targeted therapy or chemother-
apy. The basic information and clinical features of these 33
patients are summarized in Table 1. Generally, the median
age of these patients was 64.0 years and ranged from 33.0 to
78.0 years, and most of the patients were diagnosed with
stage IV (97.0%) lung adenocarcinoma (LUAD, 63.6%). A
total of 87.9% of NSCLC patients in this study harbored
MET amplification, and others harbored concomitant alter-
ations of MET amplification and concomitant exon14 skipping
(12.1%). The median follow-up time was 1308 days, ranged
from 273 days to 2343 days.

Immunotherapy

For the 11 patients receiving immunotherapy, only 1 patient
was treated with single ICIs and 10 patients were treated with
ICIs (anti-PD-1 or anti-PD-L1 antibodies) in combination
chemotherapy. As shown in Figure 1D, the median PFS
time of patients who received immunotherapy was 75.0
days (95% CI: 34.0-96.0 days). Figure 1E shows the CT
scans of 2 typical patients who received immunotherapy;
the best response of patient 1 was partial response, but
patient 2 did not benefit from the treatment. As concluded
in Table 2, the objective response rate (ORR) for the best
therapeutic response was 9.1%, and the disease control rate
(DCR) was 72.7%.

Crizotinib

In this study, 11 stage IV NSCLC patients (n=11) included in
this study were treated with crizotinib. The median PFS time for
this group of patients was 120.0 days (95% CI: 62.0-148.0
days), as shown in Figure 2A. The CT scans shown in
Figure 2B demonstrate the treatment process, including the
best response (stable disease, SD), of a patient who received cri-
zotinib. The DCR and ORR of crizotinib treatment was 81.8%
and 0%, respectively, in this study according to Table 2.
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Figure 1. The prevalence of actionable genomic alterations among NSCLC patients and the relationship between MET alterations and
immunotherapy. (A) The prevalence of driver genes in cBioPortal; (B) alteration of driver genes is associated with a poor response to
immunotherapy; (C) MET alterations are associated with a poor response to immunotherapy; (D) the median PFS time of patients harboring
primary MET amplification who received immunotherapy; (E) representative cases of patients harboring primary MET amplification who received
immunotherapy. Abbreviations: NSCLC, non-small cell lung cancer; PFS, progression-free survival.
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Table 1. The Characteristics of Patients Harboring MET Amplification in our Center.

Total (n=33)

Immunotherapy (n=11)

Crizotinib (n=11) Chemotherapy (n=11)

Age

Medial age 64.0

Range 33.0-78.0
Sex, n (%)

Male 26 (78.8%)

Female 7 (21.2%)
ECOG performance status, n (%)

0-2 33 (100%)

>2 0 (0%)
Tumor histology, n (%)

LUAD 21 (63.6%)

LUSC 7 (21.2%)

Other 5 (15.2%)
Disease stage, n (%)

Stage 111 1 (3.0%)

Stage IV 32 (97.0%)
Treatment lines, n (%)

First line 18 (54.6%)

Second line 14 (42.4%)

Other 1 (3.0%)
MET alterations, n (%)

MET amplification 29 (87.9%)

MET amplification and exon14 skipping 4 (12.1%)
PD-L1 expression, n (%)

> 50% 7 (21.2%)

<50% 16 (48.5%)

Unknown 10 (30.3%)

553 62.9 67.4
55.0-75.0 33.0-78.0 56.0-78.0
8 (72.7%) 8 (72.7%) 10 (90.9%)
3 (27.3%) 3 (27.3%) 1(9.1%)
11 (100%) 11 (100%) 11 (100%)
0 (0%) 0 (0%) 0 (0%)
7 (63.6%) 8 (72.7%) 6 (54.5%)
3 (27.3%) 1 (9.1%) 3 (27.3%)
1(9.1%) 2 (18.2%) 2 (18.2%)
1 (9.1%) 0 (0%) 0 (0%)
10 (90.9%) 11 (100%) 11 (100%)
5 (45.4%) 5 (45.4%) 8 (72.7%)
5 (45.4%) 6 (54.5%) 3 (27.3%)
1 (9.1%) 0 (0%) 0 (0%)
9 (81.8%) 9 (81.8%) 11 (100%)
2 (18.2%) 2 (18.2%) 0 (0%)
5 (45.4%) 1(9.1%) 1(9.1%)
3 (27.3%) 4 (36.4%) 9 (91.8%)
3 (27.3%) 6 (54.5%) 1 (9.1%)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; LUAD, lung adenocarcinoma; LUSC, lung squamous cell carcinoma; PD-L1, programed

death-ligand 1.

Table 2. The Summary for the Efficacy and Endpoint of Evaluation
for Patients in our Center.

Immunotherapy  Crizotinib (n  Chemotherapy
(n=11) =11) (n=11)
Best overall
response, n
(%)
Complete 0 (0%) 0 (0%) 0 (0%)
response
Partial 1 (9.1%) 0 (0%) 0 (0%)
response
Stable disease 7 (63.6%) 9 (81.8%) 7 (63.6%)
Disease 3 (27.3%) 2 (18.2%) 4 (36.4%)
progression
Median PFS,  75.0 (34.0-96.0) 120.0 60.0 (18.0-72.0)
days (95% CI) (62.0-148.0)

Abbreviations: DCR, disease control rate; PFS, progression-free survival.

Chemotherapy

Another 11 stage IV NSCLC patients (n = 11) were treated with
a standard regimen of chemotherapy in this study. As shown in
Figure 2C, the median PFS time of chemotherapy was only 60.0
days (95% CI: 18.0-72.0 days). Figure 2D displays the CT
scans of the treatment process of 1 typical patient who had

progressive disease (PD) after chemotherapy. The DCR of che-
motherapy was 63.6% and the ORR was 0%.

The Comparison of the Different Groups of Patients

The comparison of the PFS times of the patients from the 3
groups shown in Figure 2E indicates that crizotinib treatment
seems to be a better choice for NSCLC patients with MET
amplification than chemotherapy or immunotherapy. In addi-
tion, ICIs did not exhibit the expected efficacy, and the prognos-
tic effect of the PD-L1 expression status for ICI treatment did
not demonstrate its important role (P=.7295) in NSCLC
patients with MET alterations, as shown in Figure 2F. For
those patients with concurrent high PD-L1 expression
(=50%), which accounted for 45.4% of the patients who
received immunotherapy in this study, the median PFS time
was only 77.5 days, similar to that of patients with concurrent
low expression of PD-L1 (50%, median PFS time: 85.0 days).

To further explore the efficacy of different therapeutics in
NSCLC patients with MET amplification in different lines of
treatment, we performed subgroup analysis based on the treat-
ment line. As shown in Figure 2G, crizotinib (first-line: n=>5;
second line: n=06) displayed the best efficacy, followed by
ICIs (first-line: n=35; second line: n=5) and chemotherapy
(first-line: n=38; second line: n=3), both in first-line (120.0
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Figure 2. Comparison of different therapeutics among NSCLC patients harboring primary MET amplification. (A) The median PFS time of
crizotinib in patients harboring primary MET amplification; (B) representative case for patients harboring primary MET amplification who
received crizotinib; (C) the median PFS time of chemotherapy among patients harboring primary MET amplification; (D) representative case of
patients harboring primary MET amplification who received chemotherapy; (E) the comparison of the PFS between patients treated with different
therapeutics; (F) the comparison of the response to immunotherapy based on the expression level of PD-L1; (G) the comparison of the efficacy of
different therapeutics in different treatment lines among patients harboring primary MET amplification. Abbreviations: NSCLC, non-small cell
lung cancer; PFS, progression-free survival; PD-L1, programed death ligand 1.
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days vs 85.0 days vs 60.0 days, P=.0378) and second-line
treatment regimens (120.0 days vs 106.0 days vs 40.0 days, P
=.0181).

Meta-Analysis of Studies on the Treatment of Patients
With Primary NSCLC Harboring MET Alterations

After literature selection, a total of 6 studies on the treatment of
patients with primary NSCLC harboring MET alterations were
included in the meta-analysis. The basic information of the
involved studies is summarized in Table 3. Ninety patients
who received crizotinib treatment (n=90) and 111 patients
who received ICI treatment (n=111) were included in the
meta-analysis. As the results of the meta-analysis show
(Figure 3A-B), the median PFS time of patients treated with cri-
zotinib (4.57 months, ranging from 3.0 months to 7.4 months)
was longer than that of patients treated with ICIs (2.94 months,
ranging from 1.9 months to 4.9 months). Assessment of inter-
study heterogeneity demonstrated no significant differences
between studies and indicated that the results of the meta-
analysis were robust.

Efficacy of various Therapeutics in NSCLC Patients
Harboring Acquired MET Amplification After
Resistance to First-Line EGFR-TKIs

As shown in Table 4, 9 stage IV LUAD patients (n =9) harbor-
ing sensitive EGFR mutations (7 patients harboring /9 DEL, 2
patients harboring 2/ L858R) were enrolled and treated with
standard first- to third-generation EGFR-TKIs (gefitinib, erloti-
nib or osimertinib). After treatment with EGFR-TKIs, all 9
LUAD patients developed resistance to EGFR-TKIs, and
NGS demonstrated that all of the patients harbored acquired
MET amplification after first-line treatment with EGFR-TKIs,
which constituted the mechanism of resistance. The median
PFS time in the second-line treatment group after the failure
of EGFR-TKIs was 90.0 days, as shown in Figure 4A. We
further explored the differences between the efficacy of differ-
ent therapeutics as second-line treatments in these patients. As
shown in Figure 4B-C, chemotherapy plus bevacizumab (n=3)

may have superior efficacy (310.0 days versus 73.5 days, P=
.0360) compared with MET-TKIs + EGFR-TKIs (n=6).

MET is Associated With the Immune Microenvironment
and Predicts Poor Prognosis in Patients With NSCLC

In this study, we found that NSCLC patients harboring MET
amplification did not benefit from the therapeutics and had
poor prognoses; therefore, we further explored the potential
mechanism related to MET-induced insensitivity to the treat-
ment. As shown in Figure SA, the protein expression of MET
was positively associated with that of a series of molecules
related to inhibition of the tumor immune microenvironment
(TIME), including CD274 (PD-L1, P<.0001), PDCDI
(PD-1, P=.0017), PDCDILG2 (PD-L2, P<.0001) and
TIGIT (P<.0001), which suppress the tumor immune response
via the PD1/PD-L1 pathway or suppress T-cell activation by
promoting the generation of mature immunoregulatory den-
dritic cells, and that of molecules related to poor prognosis or
even hyperprogressive disease with ICI treatment, including
MDM2 (P<.0001) and CCNDI1 (P<.0001). As shown in
Figure 5B, amplification of the MET gene was found to be asso-
ciated with a trend of low infiltration of the TIME, especially in
lung squamous cell carcinoma. Furthermore, the MET protein
serves as a biomarker for the poor prognosis of NSCLC
patients, as shown in Figure 5C. NSCLC patients with higher
MET protein expression had poor disease-free survival (P <
.0001) and OS (P<.0001).

Discussion

The standard treatment for NSCLC patients has recently been
considerably transformed with the development of targeted
therapy and immunotherapy. NSCLC patients harboring action-
able genomic alterations, such as sensitive EGFR mutations and
ALK rearrangement, benefit from standard treatment with the
corresponding TKIs.??” However, previous studies proved
that EGFR and ALK alterations are associated with a poor
response to ICI treatment.”® Therefore, patients harboring
actionable genomic alterations respond differently to therapeu-
tics. MET alteration is a relatively rare genomic alteration in

Table 3. The Summary for Studies on the Treatment of NSCLC Patients Harboring MET Alterations.

Study ID Patients number MET alterations Therapeutics PFS, months (95%CI) OS, months (95%CI)

Camidge, et al'” 38 Amplification Crizotinib 5.1 (1.9-7.0) 11.0 (7.1-15.9)

Wong, et al'! 19 Exon 14 skipping mutation Crizotinib 3.0 (NA) NA

Awad, et al'? 22 Amplification/Exon 14 skipping mutation ~ Crizotinib 7.4 (3.3-NR) NA

Current study 11 Amplification/Exon 14 skipping mutation ~ Crizotinib 3.6 (2.1-4.9) NA

Guisier, et al'? 30 Exon 14 skipping mutation ICIs 4.9 (2.0-11.4) 13.4 (9.4-NR)
Mazieres, et al'* 36 Amplification/Exon 14 skipping mutation ICIs 3.4 (1.7-6.2) NA

Sabari, et al'® 24 Exon 14 skipping mutation ICIs 1.9 (1.7-2.7) 18.2 (12.9-NR)

Wong, et al'! 10 Exon 14 skipping mutation ICIs 2.4 (NA) NA

Current study 11 Amplification/Exon 14 skipping mutation ICIs 2.5(1.1-3.2) NA

Abbreviations: PFS, progression-free survival; OS, overall survival; ICIs, immune checkpoint inhibitors; NA, not available; NR, not reached.
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A Progression free survival of crizotinib among patients harboring MET alterations
Study %
D ES (95% Cl) Weight
Camidge, et al :* 5.10 (-1.89, 12.09) 37.82
Wong, et al - : 3.00 (-4.67, 10.67) 31.45
Awad, et al : *- 7.40 (-3.54, 18.34) 15.46
Current study - E 3.60 (-7.41, 14.61) 15.27

Overall (I-squared = 0.0%, p = 0.925) <> 4.57 (0.26, 8.87) 100.00

NOTE: Weights are from random effects analysis

-18.3 [ 18.3
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Figure 3. Meta-analysis of studies on the treatment of non-small cell lung cancer (NSCLC) patients harboring primary MET alterations. (A)
Meta-analysis of patients who received crizotinib in the included studies; (B) meta-analysis for patients who received immunotherapy in the
included studies.
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NSCLC patients,>” and in this study, approximately only 7% of
patients harbored MET amplification and/or mutation. Although
multiple studies'®'> have explored the response of NSCLC
patients harboring MET alterations to different therapeutics,

the sample sizes were small, and no study has made a horizontal
comparison of different therapeutics in NSCLC patients harbor-
ing MET amplification. In this study, we enrolled a group of
patients who received 3 types of treatment—immunotherapy,

Table 4. Basic Information for Patients Harboring Acquired MET Amplification After the Failure of EGFR-TKIs Treatment in our Center.

Tumor EGFR Previous TKIs Treatment after TKIs
Patient ID Age  Sex histology mutation treatment resistance PFS, days (status)

1 62 Male LUAD 21 L858R Osimertinib Chemotherapy + Bevacizumab 121 (PD)

2 55  Male LUAD 19 Del Gefitinib Chemotherapy + Bevacizumab 310 (PD)

3 60  Male LUAD 19 Del Gefitinib Chemotherapy + Bevacizumab 161 (SD)

4 53  Male LUAD 21 L858R Osimertinib Crizotinib + Icotinib 16 (Deceased)
5 61 Male LUAD 19 Del Erlotinib Crizotinib 1 (Deceased)
6 49 Female LUAD 19 Del Gefitinib Crizotinib 87 (PD)

7 62 Female LUAD 19 Del Gefitinib Crizotinib + Gefitinib 60 (PD)

8 69 Female LUAD 19 Del Gefitinib INC280 + Osimertinib 127 (PD)

9 53 Male LUAD 19 Del Osimertinib INC280 + Gefitinib 90 (PD)

Abbreviations: EGFR, epidermal growth factor receptor; TKIs, tyrosine kinase inhibitors; PFS, progression-free survival; LUAD, lung adenocarcinoma; PD,

progressive disease.

Progression free survival of therapeutics among patients harboring

acquired MET amplification after the failure of EGFR-TKIs in our center

100

50

Progression free survival
Progression free survival

90.0 days

Progression free survival of patients harboring MET amplification

Patients

Progression free survival of therapeutics among patients harboring

acquired MET amplification after the failure of EGFR-TKIs in our center

P=0.0360
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Figure 4. Treatment of patients harboring acquired MET amplification after the failure of first-line treatment with EGFR-TKIs. (A) The median
PFS time after second-line treatment among patients harboring acquired MET amplification; (B) survival analysis of the PFS time between
patients treated with different therapeutics; (C) the comparison of the PFS time between patients treated with different therapeutics.
Abbreviations: PFS, progression-free survival; EGFR-TKI, epidermal growth factor receptor-tyrosine kinase inhibitor.
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crizotinib treatment, and chemotherapy—to explore the
response of NSCLC patients harboring primary MET amplifica-
tion to these therapeutics. The results suggested that crizotinib,
which is a MET-TKI, demonstrated better efficacy than the
other 2 types of therapeutics, regardless of the treatment line.
However, even crizotinib treatment maintained SD for only
4.57 months, according to the meta-analysis based on 90
patients who received this treatment in real-world studies. No
significant heterogeneity was detected in this meta-analysis,
suggesting no significant difference in the treatment response
between patients with different kinds of MET alterations.
According to this study, primary MET amplification seems to
be for a predictor of poor response to the therapeutics listed
above, and novel therapeutics need to be explored. Clinical
trials with patients harboring MET alterations might provide
these patients with more options.>* In the GEOMETRY trial,
capmatinib (INC280) achieved an inspiring 12.6-month dura-
tion of response (DOR) as first-line treatment and a
9.7-month DOR as second-line treatment. Other trials for tepo-
tinib (VISION trial) and savolitinib (NCT02897479) proved the
convincing efficacy of these TKIs. Despite the promising effi-
cacy of TKIs in clinical trials, real-world studies in patients har-
boring primary MET amplification are still needed.

For immunotherapy, MET amplification was a biomarker for
a poor response to ICI treatment in this study. The 2.94-month
DOR according to the meta-analysis based on 111 patients was
not as satisfactory as the efficacy of the treatment in the real-
world study. High expression of PD-L1 has been proven to
be associated with a good response to immunotherapy and a
good prognosis, as described in the KEYNOTE-189 trial.*!
However, NSCLC patients with MET amplification and concur-
rent high PD-L1 expression did not benefit from ICI treatment
in this study. To explore the potential mechanism related to
insensitivity to ICIs, we investigated the relationship between
MET expression and factors related to a poor response to ICI
treatment. The results suggested that MET expression is
related to increased expression of molecules that inhibit the
immune response in the TIME, such as TIGIT, which induces
and maintains immune tolerance, participates in modulating
the activation threshold of T-cells and limits the T-cell effector
response.>** As a result, the level of tumor tissue infiltration
was found to be relatively low in patients with MET amplifica-
tion. In addition, MDM?2 and CCNDI are believed to be associ-
ated with a poor response to ICI treatment, and MDM?2
amplification is especially likely to induce hyperprogressive
disease.>* In this study, MET was also found to be associated
with the expression of these 2 molecules. Further studies are
needed to determine the relationship of these molecules.

Acquired MET alterations are one of the mechanisms under-
lying resistance to EGFR-TKIs through the resulting high affin-
ity for RTKs and continuous activation of RTK signaling
pathways. For these patients, it is unclear what kind of treatment
would have the greatest benefit. According to previous studies,
treatment with MET-TKIs such as tepotinib or capmatinib
(INC280) plus gefitinib®>>*® achieved a good response in this
subpopulation, and the PFS time of patients treated with

tepotinib plus gefitinib was 4.9 months. In this study, we per-
formed a survival analysis of patients treated with 3 types of
therapeutics and suggested that chemotherapy plus bevacizu-
mab might be the best choice for this subpopulation of patients.
Specifically, the efficacy of chemotherapy plus bevacizumab
might be better than that of combination therapy with
MET-TKIs and EGFR-TKIs. However, the small sample size
in the 2 groups of patients limit the accuracy of the analysis
and larger scale trials are warranted to verify the results.

Admittedly, several limitations exist in this study. First,
given the low incidence of MET alterations, the sample size
of NSCLC patients harboring primary or acquired MET alter-
ations is small, and as a result, the calculation and justifica-
tion of the sample size selected for this study were not
performed. To expand the results in this study, we should
perform a meta-analysis based on a larger sample size. In
addition, the role of MET in the TIME lacks verification
via further experiments.

Conclusion

MET amplification is a biomarker for poor prognosis in
NSCLC and correlates with a low response to immunother-
apy. For patients harboring primary MET amplification, crizo-
tinib or other MET-TKISs is likely to be an optional treatment
with worth-expecting efficacy. Chemotherapy plus bevacizu-
mab may benefit patients harboring sensitive EGFR muta-
tions and acquired MET amplification after the failure of
EGFR-TKI treatment. These results warrant further large pro-
spective studies.

Acknowledgements

The authors thank for the kind support from Professor Junling Li,
Professor Puyuan Xing, and Dr Fei Teng from Cancer Hospital,
Chinese Academy of Medical Sciences.

Authors’ Contributions

Conception/design was planned by Helei Hou and Hong Li; provision
of study material or patients was handeled by Junyan Tao, Weihua
Yan, Jingjuan Zhu, Hai Zhou, and Helei Hou; collection and/or assem-
bly of data was carried out by Dantong Sun, Junyan Tao, Yingying
Sheng, and Chaofan Xue; data analysis and interpretation was done
by Dantong Sun, Helei Hou, and Hong Li; manuscript writing was
done by Dantong Sun and Helei Hou; final approval of manuscript
was done by all authors.

Consent for Publication
All authors approved publication of the article.

Availability of Data and Material

All data and material in this study are available.

Declaration of Conflicting Interests

The author(s) declared no potential conflicts of interest with respect to
the research, authorship, and/or publication of this article.



12

Technology in Cancer Research & Treatment

Funding

The author(s) received the following financial support for the research,
authorship, and/or publication of this article: Special Funding for Qilu
Sanitation and Health Leading Talents Cultivation Project (to Helei
Hou); Chinese Postdoctoral Science Foundation (2017M622143 to
Helei Hou); Qingdao Postdoctoral Application Research Funded
Project (2016052 to Helei Hou).

Ethical Approval
This study was approved by the ethical committee of the Affiliated
Hospital of Qingdao University (No. 16, Jiangsu Road, 266000,
QINGDAO, China) on March 26, 2021, and the approval number is
QYFY WZLL 27234.

Informed Consent

Written informed consent was obtained from all patients included in
the study.

ORCID iD

Helei Hou https:/orcid.org/0000-0001-8502-7461

References

1. Mok TS, Wu YL, Thongprasert S, et al. Gefitinib or carboplatin-
paclitaxel in pulmonary adenocarcinoma. N Engl J Med.
2009;361(10):947-957.

2. Solomon BJ, Mok T, Kim DW, et al. First-line crizotinib versus
chemotherapy in ALK-positive lung cancer. N Engl J Med.
2014;371(23):2167-2177.

3. Shaw AT, Ou SH, Bang YJ, et al. Crizotinib in ROS1-rearranged non
small-cell lung cancer. N Engl J Med. 2014;371(21):1963-1971.

4. Wu YL, Herbst RS, Mann H, Rukazenkov Y, Marotti M, Tsuboi
M. ADAURA: Phase III, double-blind, randomized study of
andomized versus placebo in EGFR mutation-positive early-stage
NSCLC after complete surgical resection. Clin Lung Cancer.
2018;19(4):e533-e536.

5. Langer CJ, Gadgeel SM, Borghaei H, et al. Carboplatin and peme-
trexed with or without pembrolizumab for advanced, non-squamous
non-small-cell lung cancer: A andomized, phase 2 cohort of the open-
label KEYNOTE-021 study. Lancet Oncol. 2016;17(11):1497-1508.

6. Reck M, Rodriguez-Abreu D, Robinson AG, et al. Pembrolizumab
versus chemotherapy for PD-L1-positive non-small-cell lung
cancer. N Engl J Med. 2016;375(19):1823-1833.

7. Tong JH, Yeung SF, Chan AW, et al. MET Amplification and
exon 14 splice site mutation define unique molecular subgroups
of non-small cell lung carcinoma with poor prognosis. Clin
Cancer Res. 2016;22(12):3048-3056.

8. Lutterbach B, Zeng Q, Davis LJ, et al. Lung cancer cell lines har-
boring MET gene amplification are dependent on met for growth
and survival. Cancer Res. 2007;67(5):2081-2088.

9. Birchmeier C, Birchmeier W, Gherardi E, Vande Woude GF. Met,
metastasis, motility and more. Nat Rev Mol Cell Biol.
2003;4(12):915-925.

10. Camidge DR, Otterson GA, Clark JW, et al. Crizotinib in patients with
MET-amplified NSCLC. J Thorac Oncol. 2021;16(6):1017-1029.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Wong SK, Alex D, Bosdet I, et al. MET Exon 14 skipping muta-
tion positive non-small cell lung cancer: Response to systemic
therapy. Lung Cancer. 2021;154:142-145.

Awad MM, Leonardi GC, Kravets S, et al. Impact of MET inhib-
itors on survival among patients with non-small cell lung cancer
harboring MET exon 14 mutations: A retrospective analysis.
Lung Cancer. 2019;33:96-102.

Guisier F, Dubos-Arvis C, Vidias F, et al. Efficacy and safety of
anti-PD-1 immunotherapy in patients with advanced NSCLC
with BRAF, HER2, or MET mutations or RET translocation:
GFPC 01-2018. J Thorac Oncol. 2020;15(4):628-636.

Mazieres J, Drilon A, Lusque A, et al. Immune checkpoint inhib-
itors for patients with advanced lung cancer and oncogenic driver
alterations: Results from the IMMUNOTARGET registry. 4Ann
Oncol. 2019;30(8):1321-1328.

Sabari JK, Leonardi GC, Shu CA, et al. PD-L1 expression, tumor muta-
tional burden, and response to immunotherapy in patients with
MET exon 14 altered lung cancers. Ann Oncol. 2018;29(10):2085-
2091.

Guo Y, Song J, Wang Y, et al. Concurrent genetic alterations and
other biomarkers predict treatment efficacy of EGFR-TKIs in
EGFR-mutant non-small cell lung cancer: A review. Front
Oncol. 2020;10:610923.

von Elm E, Altman DG, Egger M, et al. The strengthening the
reporting of observational studies in epidemiology (STROBE)
statement: Guidelines for reporting observational studies. Ann
Intern Med. 2007;147:573-577.

Sun D, Zhu Y, Zhao H, et al. Loss of ARIDIA expression pro-
motes lung adenocarcinoma metastasis and predicts a poor prog-
nosis. Cell Oncol (Dordr). 2021;44(5):1019-1034.

Gao J, Aksoy BA, Dogrusoz U, et al. Integrative analysis of
complex cancer genomics and clinical profiles using the
cBioPortal. Sci Signal. 2013;6(269):pl1.

Cerami E, Gao J, Dogrusoz U, et al. The cBio cancer genomics
portal: An open platform for exploring multidimensional cancer
genomics data. Cancer Discov. 2012;2(5):401-404.

Li T, Fan J, Wang B, et al. TIMER: A web server for comprehen-
sive analysis of tumor-infiltrating immune cells. Cancer Res.
2017;77(21):108-e110.

Li B, Severson E, Pignon J-C, et al. Comprehensive analyses of
tumor immunity: Implications for cancer immunotherapy.
Genome Biol. 2016;17(1):174.

Ru B, Wong CN, Tong Y, et al. TISIDB: An integrated repository
portal for tumor-immune system interactions. Bioinformatics.
2019;35(20):4200-4202.

Gyorfty B, Surowiak P, Budczies J, Lanczky A. Online survival
analysis software to assess the prognostic value of biomarkers
using transcriptomic data in non-small-cell lung cancer. PloS
One. 2013;8(12):¢82241.

Sun D, Hou H, Zhang C, Zhang X. The efficacy and safety of apa-
tinib for refractory malignancies: A review and meta-analysis.
Onco Targets Ther. 2018;11:6539-6554.

Hou H, Sun D, Zhang C, Liu D, Zhang X. ALK Rearrangements
as mechanisms of acquired resistance to andomized in EGFR
lung Thorac  Cancer.

mutant non-small  cell

2021;12(6):962-969.

cancer.


https://orcid.org/0000-0001-8502-7461
https://orcid.org/0000-0001-8502-7461

Sun et al

13

27.

28.

29.

30.

31.

32.

Sun D, Zhu Y, Zhu J, et al. Primary resistance to first-generation
EGFR-TKIs induced by MDM2 amplification in NSCLC. Mol
Med. 2020;26(1):66.

Sun D, Tian L, Zhu Y, et al. Subunits of ARID1 serve as novel
biomarkers for the sensitivity to immune checkpoint inhibitors
and prognosis of advanced non-small cell lung cancer. Mol
Med. 2020;26(1):78.

Hou H, Zhu H, Zhao H, et al. Comprehensive molecular characteri-
zation of young Chinese patients with lung adenocarcinoma identified
a distinctive genetic profile. Oncologist. 2018;23(9):1008-1015.
Tan AC, Loh TJ, Kwang XL, Tan GS, Lim KH, Tan DSW. Novel
therapies for metastatic non-small cell lung cancer with MET exon
14 alterations: A spotlight on capmatinib. Lung Cancer (Auckl).
2021;12:11-20.

Gandhi L, Rodriguez-Abreu D, Gadgeel S, et al. Pembrolizumab
plus chemotherapy in metastatic non-small-cell lung cancer. N
Engl J Med. 2018;378(22):2078-2092.

Freeman GJ, Long AJ, Iwai Y, et al. Engagement of the PD-1
immunoinhibitory receptor by a novel B7 family member leads

33.

34.

35.

36.

to negative regulation of lymphocyte activation. J Exp Med.
2000;192(7):1027-1034.

Burr ML, Sparbier CE, Chan YC, et al. CMTM6 Maintains the
expression of PD-L1 and regulates anti-tumour immunity.
Nature. 2017;549(7670):101-105.

Sun D, Liu D, Liu Q, Hou H. Nivolumab induced hyperprogres-
sive disease in advanced esophageal squamous cell carcinoma.
Cancer Biol Ther. 2020;21(12):1097-1104.

Wu YL, Cheng Y, Zhou J, et al. INSIGHT Investigators.
with EGFR-mutant
non-small-cell lung cancer with MET overexpression or MET

Tepotinib plus gefitinib in patients
amplification and acquired resistance to previous EGFR inhibitor
(INSIGHT study): An open-label, phase 1b/2, multicentre,
andomized trial. Lancet Respir Med. 2020;8(11):1132-1143.

Wu YL, Zhang L, Kim DW, et al. Phase Ib/II study of capmatinib
(INC280) plus gefitinib after failure of epidermal growth factor
receptor (EGFR) inhibitor therapy in patients with
EGFR-mutated, MET factor-dysregulated non-small-cell lung
cancer. J Clin Oncol. 2018;36(31):3101-3109.



	 Introduction
	 Methods
	 Study Patients
	 Targeted Sequencing and Bioinformatic Analysis
	 Meta-Analysis
	 Statistical Analysis

	 Results
	 the Prevalence of MET Alterations and Their Role in the Immunotherapy Response of NSCLC Patients
	 Efficacy of Various Therapeutics in NSCLC Patients Harboring Primary MET Amplification
	 Immunotherapy
	 Crizotinib
	 Chemotherapy
	 The Comparison of the Different Groups of Patients
	 Meta-Analysis of Studies on the Treatment of Patients With Primary NSCLC Harboring MET Alterations
	 Efficacy of various Therapeutics in NSCLC Patients Harboring Acquired MET Amplification After Resistance to First-Line EGFR-TKIs
	 MET is Associated With the Immune Microenvironment and Predicts Poor Prognosis in Patients With NSCLC

	 Discussion
	 Conclusion
	 Acknowledgements
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


