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An Exploratory Randomized Phase II Trial Comparing
CDDP Plus S-1 With Bevacizumab and CDDP Plus
Pemetrexed With Bevacizumab Against Patients With
Advanced Non-squamous Non-small Cell Lung Cancer
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Abstract. Background/Aim: It remains unclear which
chemotherapeutic regimens are better for the addition of
bevacizumab. We conducted an exploratory randomized phase
Il trial comparing first-line S-1 plus cisplatin with
bevacizumab and pemetrexed plus cisplatin with bevacizumab
in patients with advanced non-squamous non-small cell lung
cancer (NSCLC). Patients and Methods: Chemotherapy-naive
patients received S-1 (80 mg/mz) from day 1 to day 14 plus
cisplatin (80 mg/mz) on day 1 with bevacizumab (15 mg/kg)
on day 1, followed by maintenance with bevacizumab plus
S-1 (SCB) on day 1 every 3 weeks and pemetrexed (500
mg/mz) on day 1 plus cisplatin (75 mg/mz) on day 1 with
bevacizumab (15 mg/kg) on day 1 followed by maintenance
bevacizumab plus pemetrexed (PCB) on day 1 every 3 weeks.
The expression of thymidylate synthase (TS) was analyzed
using immunohistochemistry. Results: Forty-eight patients
were enrolled in this study, and eligible patients were
randomly assigned at 1:1 ratio to receive SCB (n=24) or PCB

(n=24). The median number of chemotherapy and
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maintenance therapy for SCB and PCB was 4 (range, 1-6
cycles) and 4 (range, 2-6 cycles), and 5 (range, 0-39 cycles)
and 5 (range, 0-28 cycles), respectively. The overall response
rate (ORR) for PCB and SCB were 54.2% and 83.3%,
respectively (p=0.06). The median progression-free survival
(PFS) and overall survival (OS) for PCB and SCB were 406
and 351 days, (p=0.96), and 678 and 1190 days, respectively
(p=0.23). The mild adverse events were observed in both
regimens. TS expression was more predictive of the
chemotherapeutic response in SCB compared to PCB, but not
for PFS. Conclusion: The combination regimen of SCB was
identified as having a similar activity and tolerability to that
of PCB in patients with advanced non-squamous NSCLC.

Non-small cell lung cancer (NSCLC) is the leading cause of
cancer-related deaths worldwide. If detected early, surgical
resection is recommended. However, systemic chemotherapy
is generally required for patients who are diagnosed with
advanced NSCLC. Molecular targeting therapy is a candidate
for patients with driver mutations, such as epidermal growth
factor receptor (EGFR), however, these treatments have yet
to replace the combination of platinum-based chemotherapy
for prolonged survival (1). The addition of bevacizumab in
the regimen of cytotoxic chemotherapy is known to improve
the overall response rate (ORR) and progression-free
survival (PFS) for patients with advanced non-squamous
NSCLC (2-4). The combination of several chemotherapeutic
regimens with bevacizumab provide a useful and effective
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treatment; however, it remains unclear which combinations
contribute best to survival.

Recently, we reported a phase II study to assess the
efficacy and safety of S-1 plus cisplatin with bevacizumab
followed by maintenance bevacizumab in patients with
advanced non-squamous NSCLC (5). This yielded an ORR
and a disease control rate (DCR) of 71% and 100%,
respectively, and median PFS and overall survival (OS) of
7.0 months and 20.0 months, respectively, with acceptable
toxicities (5). Urata et al., have also conducted a phase II
study of S-1 and carboplatin plus bevacizumab in patients
with non-squamous NSCLC and have achieved an ORR of
542% and median PFS of 6.8 months with tolerable
toxicities (6). Considering these results, we feel that
combination of S-1 and platinum plus bevacizumab is
effective and tolerable for chemo-naive patients with non-
squamous NSCLC. S-1 (Tahiho Pharmaceutical Co., Ltd,
Tokyo, Japan) is an oral anticancer agent designed to
enhance the antitumor effect and to suppress gastrointestinal
toxicities. Platinum-based combination chemotherapy,
including S-1 is recommended as a standard regimen for
patients with advanced NSCLC (7, 8), as the targeting
molecule of S-1, thymidylate synthase (TS), is known to be
important for the suppression of tumor progression (9).
Protein expression levels of TS can also predict the outcome
after administration of platinum-based chemotherapy,
including S-1 (10). However, TS activity is diminished by
pemetrexed, revealing the potential of TS activity as a
molecular target of pemetrexed (11). Clinically, the
combination of pemetrexed and cisplatin with bevacizumab
contributes to prolonged survival of patients with advanced
NSCLC and is a standard first-line chemotherapeutic
regimen (4). However, little is known on how S-1 and
pemetrexed compare with each other, regardless of targeting
the same molecule.

We conducted an exploratory randomized phase II study
to compare the efficacy of cisplatin plus S-1 with
bevacizumab (SCB) and cisplatin plus pemetrexed with
bevacizumab (PCB) in patients with advanced non-squamous
NSCLC. We also performed an exploratory investigation of
whether thymidylate synthase (TS), excision repair cross-
complementation group 1 (ERCC1), Ki-67, or vascular
endothelial growth receptor (VEGR) could predict the
efficacy and outcome of S-1 or pemetrexed-based regimens,
using tumor tissue from primary sites.

Patients and Methods

Patient eligibility. Eligible patients had: i) cytologically and/or
histologically proven unresectable stage IIIb, stage IV or recurrent
non-squamous NSCLC, ii) no previous chemotherapy or
radiotherapy, iii) an eastern clinical oncology group (ECOG)
performance status (PS) of 0-1, iv) an age range of 20-74 years old,
v) life expectancy of 12 weeks or more, vi) measurable lesions, as
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Table 1. Patient’s demographics.

Variables All CDDP/PEM/ CDDP/S-1/ p-Value
patients Bev Bev
n=48 n=24 n=24
Median age
years 65 66 64 -
(range) (48-74 years) (48-73 years) (49-74 years)
Gender
Male 33 14 19 0.11
Female 15 10 5
Smoking
Yes 31 11 20 0.42
No 17 13 14
ECOG PS
0 37 16 21 0.16
1 11 8 3
BSA
<15 17 9 8 >0.99
>1.5 31 15 16
EGFR mutation
Wild type 31 21 10
Mutant 6 2 4 0.17
Unknown 1 1 0
Histological type
Adenocarcinoma 47 23 24 >0.99
LCC 1 1 0
Clinical stage
11 3 1 2
v 42 21 21 >0.99
Recurrence
after operation 3 2 1
Cycle number of
induction CTx
Median 4 4 4 0.20
(range) (1-6 cycles)  (2-6 cycles) (1-6 cycles)
Cycle number
of maintenance
Median 3 5 5 0.79

(range) (0-39 cycles) (0-28 cycles) (0-39 cycles)

ECOG: Eastern cooperative oncology group; PS: performance status;
EGFR: epidermal growth factor receptor; BSA: body surface area; LCC:
large cell carcinoma; CDDP: cisplatin; PEM: pemetrexed; Bev:
bevacuzumab; CTx: chemotherapy.

defined by the Response Evaluation Criteria in Solid Tumors
(RECIST 1.1) (12), vii) and adequate hematological, hepatic, and
renal dysfunction (serum creatinine <1.5 mg dI-1 and creatinine
clearance =60 ml min-1). The exclusion criteria were: i) histological
evidence of predominantly squamous cell carcinoma, ii) a primary
tumor in close proximity to a major vessel or with cavitation, iii) a
histology of gross hemoptysis (=2.5 ml), iv) central nervous system
or brain metastasis, v) a history of a thrombotic or hemorrhagic
disorder, vi) medically uncontrolled hypertension, vii) clinically
significant cardiovascular disease, viii) full-dose anticoagulation, ix)
regular use of aspirin (=325 mg/day), x) pregnancy or lactation, and
xi) a major surgical procedure in the 28 days prior to treatment.
Patients with concomitant malignancy, active infectious diseases, or
other serious medical problems were also ineligible.
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Table II. Response rate according to each regimen.

Regimen Response
No. of patients CR PR SD PD
Cisplatin/Pemetrexed/Bevacizumab 24 0 13 11 0

Overall response rate 54.2% (95%Cl, 32.8-74 .4)

Disease control rate (%) (95%CI) 100%
Cisplatin/S-1/Bevacizumab 24 0 20 4 0
Overall response rate (%) (95%CI) 83.3% (95%CI, 62.6-95.3)

Disease control rate 100%

CR: Complete response; PR: partial response; SD: stable disease; PD: progressive disease, 95%CI: 95% confidence interval.

The study was carried out in accordance with the Declaration of
Helsinki and Japanese Good Clinical Practice guidelines. The
protocol was approved by the ethics committees of the participating
institutions, and all patients gave informed consent for study
participation.

Study design and treatment. This was a prospective, randomized two-
arm phase II study comparing i) first-line S-1 plus cisplatin with
bevacizumab, followed by maintenance bevacizumab plus S-1 (SCB)
and ii) pemetrexed plus cisplatin with bevacizumab, followed by
maintenance bevacizumab plus pemetrexed (PCB) at 4 institutions in
Japan. Eligible patients were randomly assigned in a ratio of 1:1 to
receive either SCB or PCB. For SCB, S-1 was administered twice
daily, following morning and evening meals. S-1 (80 mg/m?) was
administered for 14 consecutive days, followed by a 7-day rest period.
The dose of S-1 was selected as follows: i) 80 mg per day for a
patient with a body surface area (BSA) <1.25 m2, ii) 100 mg per day
for a BSA 1.25-1.5 m2, and iii) 120 mg per day for a BSA >1.5 m2.
Cisplatin (60 mg/m2) was administered on day 1 via continuous
intravenous infusion for 60 minutes with 2500-3000 mL fluid
hydration. For PCB, intravenous pemetrexed (500 mg/m2) was
administered on day 1 and cisplatin (75 mg/m2) was administered on
day 1 via continuous intravenous infusion for 60 minutes with 2500-
3,000 mL fluid hydration. Bevacizumab was administered
intravenously on day 1 for 90 minutes. In case where the first cycle
infusion of bevacizumab was well tolerated, the second cycle infusion
was delivered for 60 minutes, and all subsequent infusions were
delivered for 30 minutes each. The patients on the SCB regimen were
treated with S-1 at 80 mg/m? twice a day for 14 consecutive days
while cisplatin (60 mg/m?) and bevacizumab (15 mg/kg) were
administered intravenously on day 1, and every 3 weeks for 4-6
cycles. The patients in the PCB treatment received pemetrexed
(500 mg/m?2) and cisplatin (75 mg/m?2) plus bevacizumab (15 mg/kg)
on day 1, and every 3 weeks for 4-6 cycles. Following these cycles,
patients with a complete response (CR), partial response (PR), or
stable disease (SD) were treated with a maintenance therapy regimen
of bevacizumab (15 mg/kg) plus S-1 (80 mg/m?2) for the SCB group
and bevacizumab (15 mg/kg) plus pemetrexed (500 mg/m?2) for the
PCB group every 3 weeks, until disease progression or intolerable
toxicity was evident.

Treatment assessment. The primary endpoint of this study was the
assessment of PFS, and the secondary endpoints were the evaluation
of OS, ORR, and safety. Weekly evaluations included complete

blood cell counts, differential counts, routine chemistry
measurements, physical examination, and toxicity assessment. Acute
toxicities were graded according to the Common Terminology
Criteria for Adverse Events version 4.0 (13). Tumor responses were
evaluated according to the Response Evaluation Criteria in Solid
Tumors version 1.1 (12). Tumor status was evaluated every 2 cycles
by a follow-up computed tomography (CT) scan. Second-line
chemotherapy or other treatments following this study were not
prohibited by the protocol.

Immunohistochemistry. Immunohistochemical staining was
performed according to the procedure described in the previous
reports (14-16). The following antibodies were used: i) mouse
monoclonal antibody against ERCC1 (ABI2356; Abcam, Tokyo,
Japan; 1.200 dilution), ii) rabbit monoclonal antibody against TS
(D5B3, Cell Signaling Technology, Dancers, MA, USA; 1.200
dilution), iii) rabbit monoclonal antibody against VEGF (sc-7269,
Santa Cruz Biothechnology, Japan; 1.100 dilution), and iv) mouse
monoclonal antibody against Ki-67 (Dako, Glostrup, Denmark; 1:40
dilution). The expression of TS and VEGF were considered positive
if cytoplasm and/or membrane staining was present, whereas
ERCCI1 and Ki-67 were considered positive if nuclear staining was
evident. The percentage staining of TS, ERCCI1, and VEGF was
scored as follows: i) 1=0-10%, ii) 2=11-25%, iii) 3=26-50%, and
iv) 4=51-100%. For TS, positive expression was defined when
identified cancer cells obtained a staining score of 2, 3, and 4. For
ERCCI1 and VEGEF, high expression was defined when identified
cancer cells received a staining score of 3 or 4. For Ki-67, a high
density cellular area of the immunostained section was assessed.
Approximately 1000 nuclei were counted on each slide. The median
value of the Ki-67 labeling index was evaluated, and the tissues
with positive tumor cells greater than the median value were defined
as highly expressing ones. The sections were evaluated using a light
microscope (Olympus, CX41/31) in a blind fashion by at least two
of the authors.

Statistical analysis. Statistical significance was indicated by p<0.05.
Fisher’s exact tests were used to examine the association between
two categorical variables. The Kaplan—-Meier method was used to
estimate survival as a function of time, and survival differences
were analyzed by log-rank tests. The ORR was defined as the best
response recorded from the initiation of treatment until disease
progression or recurrence. Survival was recorded from the first day
of the protocol treatment to the date of death or last follow-up, and
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the survival curves were calculated according to the Kaplan—-Meier
method. Overall survival (OS) was determined as the time from the
first day of chemotherapy to death from any cause. Progression-free
survival (PFS) was defined as the time from the first day of
chemotherapy to the first sign of disease progression or death.
Based on previous evidence (2-8), we assumed that a PFS of 8.5
months would indicate a potentially useful study registration,
whereas a PFS of 5.0 months would constitute the lower limit of
interest, with 0=0.10 and $=0.20. The sample setting was
determined by selective design. The target sample size was 48
patients (24 for each treatment arm), taking into consideration
patients who would prove to be ineligible for the study. Statistical
analyses were performed using GraphPad Prism 4 (Graph Pad
Software, San Diego, CA, USA) and JMP 14.0 (SAS Institute Inc.,
Cary, NC, USA).

Results

Patients characteristics. From June 2012 to October 2017, a
total of 48 patients were enrolled in this study, and all patients
were allocated to one of the two arms. All patients were
treated with the corresponding doses and drugs according to
the study criteria. Patient demographics were well balanced
between the two arms (Table I). The median numbers of
cycles of induction chemotherapy for PCB and SCB were 4.0
and 4.0, respectively. The median follow-up period was 632
days in the PCB arm and 567 days in the SCB arm.

Treatment delivery. Approximately 79.2% patients completed
at least 4 cycles of PCB, compared to 91.6% of patients
treated with SCB. Also, 75.0% of PCB patients were shifted
to sequential maintenance therapy with pemetrexed and
bevacizumab, compared to 79.2% of patients that received
sequential maintenance therapy with S-1 and bevacizumab.
Dose reduction in the induction phase for PCB and SCB
occurred in 2 and O patients, respectively, and O patients and
2 patients were discontinued from the treatment, respectively.

Efficacy and survival analysis. The ORR and DCR are listed
in Table II. No patients exhibited CR and PD; however, PR
and SD from the PCB group were observed in 13 and 20
patients, respectively, and 11 and 4 patients from the SCB
group, respectively. ORR from PCB and SCB were 54.2%
and 83.3%, respectively (p=0.06) while DCR rates were
100% and 100%, respectively (p>0.99). The median PFS
for PCB and SCB administration was 406 and 351 days,
respectively (p=0.96) (Figure 1A), while OS was 678 and
1190 days, respectively (p=0.23) (Figure 1B). Of all patients,
34 experienced recurrence and 31 died following initial
chemotherapy. The median time to treatment failure (TTF)
for PCB and PCB were 258 and 207 days, respectively
(»=0.65) (Figure 1C).

Adverse events. All patients were evaluated for safety and
the main adverse events experienced are presented in Table
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Figure 1. Kaplan—Meier survival curves comparing SCB and PCB. No
statistically significant differences in PFS (A), OS (B) and TTF (C) were
observed between SCB and PCB.

III. Adverse events that were commonly observed in the PCB
and SCB arms, respectively, were as follows: 1) neutropenia
(all grades, 25.0% versus 45.8%; =grade 3, 12.5% versus
12.5%), ii) anemia (all grades, 28.5% versus 50.0%; =grade
3,0.0% versus 0.0%), iii) anorexia (all grades, 29.2% versus
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Table III. Adverse events by each regimen.

Toxicity Cisplatin / Pemetrexed/Bevacizumab Cisplatin/S-1/Bevacizumab
All grade Grade 3/4 (%) All grade Grade 3/4 (%)

Anemia 8 0 (0.0%) 12 0 (0.0%)
Leukopenia 7 0 (0.0%) 8 0 (0.0%)
Neutropenia 6 3 (12.5%) 11 3 (12.5%)
Thrombocytopenia 3 0 (0.0%) 6 0 (0.0%)
Nausea/Vomiting 6 0 (0.0%) 11 0 (0.0%)
Anorexia 7 1 (4.1%) 14 0 (0.0%)
Diarrhea 2 0 (0.0%) 4 0 (0.0%)
Infection 1 0 (0.0%) 1 1 (4.1%)
Constipation 9 0 (0.0%) 9 0 (0.0%)
Skin rash 1 1 (4.1%) 2 2 (8.3%)
AST/ALT 2 0 (0.0%) 4 0 (0.0%)
Fatigue 7 0 (0.0%) 6 0 (0.0%)
Fever 0 0 (0.0%) 0 0 (0.0%)
Neuropathy 6 0 (0.0%) 3 0 (0.0%)
Stomatitis 5 0 (0.0%) 9 0 (0.0%)
Hypertension 10 3 (12.5%) 2 1 (4.1%)
Paronychia 0 0 (0.0%) 4 0 (0.0%)
Dysgeusia 0 0 (0.0%) 7 0 (0.0%)
Pigmentation 0 0 (0.0%) 8 0 (0.0%)
Urinary protein 2 2 (8.3%) 3 1 (4.1%)

58.3%; =grade 3, 4.1% versus 0.0%), iv) constipation (all
grades, 37.5% versus 37.5%; zgrade 3,0.0% and 0.0%), and
v) hypertension (all grades, 41.6% versus 8.3%; =grade 3,
12.5% and 4.1%). All adverse effects were managed by
supportive care and dose modification. No pulmonary
toxicities, such as interstitial pneumonia or treatment-related
deaths were observed during this study.

Exploratory analysis according to biomarkers. Immunohisto-
chemical examination was performed using 36 primary
lesions of NSCLC. Representative images of TS, ERCCI,
Ki-67, and VEGF are shown in Figure 2. All values in
square brackets are presented for SCB, then PCB,
respectively. The rates of positive expression for TS and
high expression for ERCC1 and VEGF were 47.3% (9/19)
and 47.1% (8/17), 63.2% (12/19) and 58.8% (10/17), and
57.8% (11/19) and 47.1% (8/17), for SCB and PCB,
respectively. The median Ki-67 labeling index was 20%,
ranging from 2 to 65% in all patients, and the high
expression of Ki-67 labeling index was observed in 44.4%
[47.3% (9/19) and 41.2% (7/17)]. The survival analysis,
according to these biomarkers, is shown in Figure 3. The
expression level of TS was identified as a significant
prognostic marker for predicting the PFS and OS of SCB,
but not PCB. Figure 1 shows the Kaplan-Meier survival
curves according to the expression of TS. However, the
expression level of these biomarkers did not predict the
response following SCB and PCB (Figure 4).

Discussion

This prospective exploratory study compared SCB to PCB
in patients with non-squamous NSCLC. Here, we found that
the efficacy and tolerability of SCB is similar to those of
PCB. Interestingly, the ORR of SCB was higher compared
to that of PCB without statistical significance. As our
previous study achieved an ORR of 71% on SCB, the 83.3%
reported here was higher. Thus, the SCB in our present study
may be biased due to the small sample size. The PFS
primary endpoint was reasonable for the regimens of SCB
and PCB here, compared to that of previous studies (4, 7, 8).
Our present study suggests S-1 as an alternative to
pemetrexed when platinum-based chemotherapy includes
bevacizumab. S-1 is also cheaper than pemetrexed, proving
it useful worldwide. Moreover, here our use of several
biomarkers revealed the expression level of TS is
significantly predictive of the PFS and OS of SCB, but not
for that of PCB or ORR for either regimen. Further study is
warranted to plan the phase III comparison of SCB with
PCB. However, the standard first-line platinum-based
chemotherapy treatment will need to be combined with
immune check inhibitors (ICIs) in NSCLC patients without
EGFR mutation. Thus, the combination of SCB with ICIs
should be investigated in future trials.

Recently, we reported the efficacy and tolerability of SCB,
and confirmed that its combination with bevacizumab was
equivalent to what has been reported in previous studies (5,
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Figure 2. Representative images of TS (A), ERCCI (B), Ki-67 (C) and VEGF (D). The expression of TS and VEGF were identified as cytoplasmic
and/or membranous, whereas, ERCCI1 and Ki-67 are nuclear. Scale bars: 100 um.

6). However, it is not yet clear whether maintenance
chemotherapy using S-1 with bevacizumab could be
beneficial for the response and the survival of patients with
non-squamous NSCLC (17, 18). Here, we used the regimen
of SCB followed by maintenance therapy of S-1 plus
bevacizumab, and feel that the number of cycles and
tolerability of this maintenance therapy are comparable to
that of pemetrexed plus bevacizumab. In the previous phase
IIT study of PCB followed by pemetrexed plus bevacizumab,
the ORR of induction chemotherapy was 55.5%, and the PFS
and OS of this PCB regimen were 10.2 months and 19.8
months, respectively, with acceptable toxicities (17). The
results of this phase III study appear similar compared to
those of PCB in our study, although the number of registered
patients was different. The adverse events (AEs) in our study
were less toxic compared to those of previous studies, and
there was a difference in the frequency of AEs between SCB
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and PCB. Although the frequency of toxicities here may be
biased due to the small sample size, we confirmed that the
addition of S-1 with bevacizumab did not increase the
frequency of AEs compared to that of pemetrexed and
bevacizumab.

We also investigated the protein expression of TS,
ERCC1, Ki-67, and VEGF within tumor tissues using
immunohistochemistry, to explore predictive markers for
PCB and SCB. Our data indicated that the negative
expression of TS could accurately predict the favorable
outcome of SCB but not of PCB, regardless of the limited
sample size. A previous study also found that low expression
of TS predicts a better response and longer survival, using
S-1 and platinum-based chemotherapy (10). Further research
is required to examine the relationship between
chemotherapeutic treatments and predictive markers, such as
TS and ICI-related markers.
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Figure 3. Kaplan—Meier survival curves according to the expression level of TS in SCB and PCB. The patients with positive TS expression following
SCB treatment yielded a significant worse PFS (A) and OS (B) compared to those negative for TS. No statistically significant difference in the PFS
and OS was observed between the patients with positive and negative TS expression (C and D, respectively).

There are several limitations in this study. First, our study
has a small sample size, which may bias our results.
However, since this is an exploratory randomized study, these
results would need confirmation by a large-scale prospective
study. Second, the expression of PD-L1 was not assessed in
all registered patients. Any future chemotherapeutic strategy
should consider combining SCB with ICIs, as a recent phase
III study demonstrated that platinum-based chemotherapy that
combined pemetrexed with ICIs significantly improved
patients’ survival compared to survival without ICIs (19).
Since the targeting molecule for S-1 is similar to that of
pemetrexed (TS), the combination of S-1 and ICIs is also
expected to improve survival. However, little is known about
the relationship between TS and PD-L1 expression in tumor
cells and the clinical significance of the synergistic effect of
S-1 with the anti-PD-1 antibody in human neoplasms.

Angiogenic agents are known to stimulate the immune
system, while, conversely, immunotherapy is suggested to be
anti-angiogenic, with VEGF playing a crucial role in the
mediation of the immunosuppressive microenvironment (20).
Therefore, combination chemotherapy that includes
bevacizumab, such as SCB, may produce a synergistic effect
with ICIs. Finally, 68.7% of 48 patients were evaluated using
our planned predictive markers. Because of limited tissue
samples, it remains unclear whether TS is a better predictor
for SCB compared to PCB, and so it is necessary to confirm
our results using a larger sample size.

In conclusion, the regimen of SCB achieved similar
activity and tolerability to that of PCB based on the results
presented here. TS expression was more predictive of the
chemotherapeutic response in SCB compared to PCB, but
not for PFS. Further prospective studies are warranted to
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Figure 4. No statistically significant differences in the expression levels of biomarkers such as TS, ERCC1, Ki-67 and VEGF were observed between

responder (PR) and non-responder (SD) in ACB (A) and PCB (B).

investigate the combination of SCB with ICIs in patients
with advanced non-squamous NSCLC.
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