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Sheng et al.: Therapeutic Efficacy and Safety of Atezolizumab in Combination with Bevacizumab for 

Non-Squamous Non-Small Cell Lung Cancer

This study aims to investigate the short- and long-term therapeutic efficacy, as well as the safety profile, of 
combined treatment with atezolizumab and bevacizumab in patients diagnosed with non-squamous non-
small cell lung cancer. 100 patients diagnosed with non-squamous non-small cell lung cancer enrolled in 
Jinhua Municipal Central Hospital from June 2019 to June 2022, were selected with 50 individuals in 
both observation and control group. The control group was subjected solely to bevacizumab treatment, 
while the observation group received a combination therapy of atezolizumab along with bevacizumab. 
Each group underwent therapy administered in cycles spanning 21 d, with a cumulative duration of 
three cycles. The cumulative response proportion in the observation group (74.00 %) surpassed that 
in the control group (54.00 %) with a statistically significant difference (p<0.05). Following treatment, 
immunoglobulin G, immunoglobulin M and immunoglobulin A levels in the observation group 
demonstrated conspicuous elevations compared to the pre-treatment levels and the post-treatment levels 
in the control group, exhibiting statistically significant difference (p<0.05). In addition, the levels of 
carcinoembryonic antigen, vascular endothelial growth factor, and carbohydrate antigen 125 in the 
observation group after treatment showed a substantial decrease compared to their pre-treatment 
levels and the post-treatment levels in the control group, with disparities holding statistical significance 
(p<0.05). Nevertheless, despite a slightly higher overall incidence of adverse reactions in the observation 
group (38.00 %) compared to the control group (30.00 %), the variance was insignificant (p>0.05). The 
observation group had a mortality rate of 36.00 % (18/50) and a 1 y survival rate of 64.00 % (32/50), 
whereas the control group exhibited a mortality rate of 40.00 % (20/50) and a 1 y survival rate of 60.00 % 
(30/50). The combination therapy of atezolizumab and bevacizumab demonstrated favorable outcomes 
in patients with programmed death ligand-1 overexpressing non-squamous non-small cell lung cancer, 
leading to effective enhancement of patient immune function and modulation of carcinoembryonic 
antigen, vascular endothelial growth factor, and carbohydrate antigen 125 levels. Furthermore, the 
treatment exhibited good patient tolerability, thereby warranting attention from clinical practitioners.
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The occurrence of lung cancer is influenced by 
various factors, such as smoking, genetics, and 
atmospheric pollution. In recent years, with the 
improvement in the quality of life and significant 
lifestyle changes among the population, the causative 
factors for lung cancer have increased, leading to a 

notable rise in the affected population[1,2]. Lung cancer 
has been reported as the leading type of malignancy 
in males in terms of both incidence and mortality 
rates and ranks second among females[3,4]. Typically, 
in the early stages of the disease, patients may not 
exhibit noticeable symptoms. However, as the 
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disease progresses, patients may experience a series 
of symptoms such as cough, chest pain, and chest 
distress. This often results in the diagnosis of lung 
cancer occurring in the middle to late stages when 
the disease has already advanced, causing a missed 
opportunity for optimal surgical intervention[5,6]. 
Therefore, actively seeking efficacious treatment 
methods for lung cancer is of paramount importance.

Currently, the clinical treatment of lung cancer has 
evolved into a relatively well-established system, 
including chemotherapy, targeted therapy, and 
other modalities. Among these, bevacizumab has 
demonstrated promising efficacy in the treatment 
of lung cancer patients and has gained recognition 
from numerous clinicians both domestically and 
internationally[7-9]. Nevertheless, during the clinical 
treatment process, it has been observed that some 
Non-Squamous Non-Small Cell Lung Cancer 
(NS-NSCLC) patients exhibit high expression of 
Programmed Death Ligand-1 (PD-L1), defined as 
PD-L1 profile ≥50 %. Elevated PD-L1 profile can 
boost tumor invasion and metastasis and may even 
contribute to immune escape, thereby influencing 
the clinical therapeutic outcomes of NS-NSCLC to 
a certain extent. This phenomenon is unfavorable for 
patient’s prognosis, necessitating the urgent search 
for alternative effective treatment strategies[10].

PD-L1 is an immune checkpoint protein which 
bounded to its receptor PD-1, can dampen the 
immune system’s attack on tumor cells, thus 
helping tumor cells evade immune responses. High 
expression of PD-L1 denotes a stronger inhibition of 
the immune checkpoint by tumor cells, which may 
lead to a reduced ability of the immune system to 
resist tumors. For NS-NSCLC patients with PD-L1 
overexpression, immune checkpoint inhibitors, like 
PD-1 inhibitors and PD-L1 inhibitors are commonly 
utilized in treatment. These drugs can block the 
binding of PD-L1 to PD-1, restoring the immune 
system’s ability to recognize and attack tumor 
cells, leading to enhanced treatment outcomes[11]. 
Atezolizumab is an immune therapy drug that has 
been introduced into clinical practice in recent years. 
It manifests a strong affinity to PD-L1, which hinders 
the interaction between tumor cell PD-L1 and T cell 
PD-1, thus impeding immune escape. Based on this, 
the present study aims to retrospectively analyze 
the treatment outcomes of atezolizumab combined 
with bevacizumab for NS-NSCLC patients with 
PD-L1 overexpression. The study endeavors to 

furnish a theoretical foundation for the therapeutic 
management of such individuals.

MATERIALS AND METHODS

Basic data:

Between June 2019 and June 2022, a cohort of 100 
patients diagnosed with NS-NSCLC exhibiting high 
levels of PD-L1 was meticulously chosen from 
Jinhua Municipal Central Hospital’s records for 
this investigation. By utilizing a random number 
table method, the patients were allocated into two 
groups, namely the observation group (n=50) and the 
control group (n=50). The cohort of the observation 
group comprised 34 male individuals and 16 female 
individuals, whose ages spanned from 53 y to 64 y, 
with an average age of (58.19±3.18) y. The Malignant 
Tumors (TNM) stage includes 14 cases in stage III b 
and 36 cases in stage IV. The scores on the Karnofsky 
Performance Scale (KPS) were distributed within the 
range of 75 to 90, with a mean score of (82.41±5.19). 
In terms of Body Mass Index (BMI), it spanned from 
21 to 25 kg/m2, with an average of (23.16±1.08) kg/
m2.
Meanwhile, the control group comprised 32 males 
and 18 females, whose ages spanned from 54 y to 62 
y, with an average age of (58.27±3.11) y. The TNM 
stage includes 12 cases in stage III b and 38 cases 
in stage IV. The KPS scores varied from 76 to 89, 
and the mean score was calculated as (82.51±5.27). 
Regarding the BMI, it was distributed in the range of 
22 to 25 kg/m2, with an average value of (23.25±1.11) 
kg/m2. The basic data of both groups were subjected 
to the χ2 test and t-test (p>0.05). Prior to the initiation 
of the study, the study protocol had received the 
imprimatur from Jinhua Municipal Central Hospital’s 
Medical Ethics Committee following the research 
discussion.

Inclusion and exclusion criteria:

Inclusion criteria: Patients diagnosed with NS-
NSCLC based on pathological examination[12]; 
PD-L1 profile detected by immunohistochemistry 
(22c3, Dako) showing ≥50 %; age range between 18 
and 65 y; TNM staging ranging from stage III b to 
stage IV and patients or their family members who 
voluntarily participated in the study after thoroughly 
understanding the research objectives and methods 
and provided informed consent.

Exclusion criteria: Predicted survival time less 
than 3 mo; known allergy to medications used in 
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this research; presence of blood or immune system 
disorders; existence of blood coagulation disorders, 
significant organ impairments, or mental illnesses; 
history of previous targeted drug treatment and 
presence of severe bleeding tendencies.

Methods:

The control group was treated with bevacizumab 
(manufactured by Roche Pharmaceuticals, Germany; 
National Medicine Approved Number: H0192B04; 
specification: 100 mg/vial) at a dose of 15 mg/kg 
administered weekly via intravenous infusion. The 
treatment was administered in cycles of 21 d, with 
continuous medication for three cycles.
The observation group received atezolizumab 
(manufactured by Roche Diagnostics GmbH, 
National Medicine Approved Number: 20200004; 
specification: 1200 mg/20 ml) in addition to the 
treatment received by the control group. Atezolizumab 
was administered at a dose of 1200 mg every 3 w 
via intravenous injection. The treatment response 
was evaluated subsequent to three consecutive 
administrations.

Observation of indicators:

Efficacy assessment: After completion of the 
treatment, patients were evaluated based on the 
Response Evaluation Criteria in Solid Tumors 
(RECIST) standards[13], and the responses were 
categorized as complete remission, partial remission, 
stable disease, and disease progression. The Overall 
Response Rate (ORR) was computed employing the 
following mathematical expression: ORR=(number 
of complete remission+number of partial remission)/
total number of cases×100 %.

Immunoglobulin (Ig) and tumor marker detection: 
Upon admission and at the end of the treatment, 5 
ml of fasting venous blood was procured from each 
cohort of patients. Subsequent to centrifugation, 
IgG, IgM, and IgA were detected using the enzyme 
kinetic method on the fully automatic biochemical 
analyzer Erba XL-300 (Germany). The kits were 
supplied by Pichia Biotechnology (Shenzhen) 
Co., Ltd. Carbohydrate Antigen 125 (CA125) 
was detected with the assistance of the fully 
automated Electrochemiluminescence immunoassay 
system Roche Cobase601 (Roche, Switzerland) 
and the corresponding kit. The Enzyme-Linked 
Immunosorbent Assay (ELISA) measured 
Carcinoembryonic Antigen (CEA), with the reagent 

kit supplied by Whenzhou Kemiao Biological 
Technology Co., Ltd. Vascular Endothelial Growth 
Factor (VEGF) was examined via ELISA with the use 
of the Beckman AU5800 fully automated biochemical 
analyzer, and the reagent kit was supplied by R and 
D Systems Inc., United States of America (USA). 
Drug safety: The incidence of adverse reactions 
during the treatment duration was contrasted between 
the two cohorts of patients. 
Follow-up: Both groups of patients were followed 
up for 1 y after completion of the treatment. Follow-
up was conducted through phone calls or outpatient 
visits, with follow-up visits scheduled every 3 mo. 
The survival condition of patients during the follow-
up period was documented, and the follow-up was 
finalized by June 2023.

Statistical analysis:

The data were subjected to analysis using Statistical 
Package for the Social Sciences (SPSS) 22.0 
statistical software. Measurement data were displayed 
as (x̄±s). For comparisons between two groups, the 
independent-samples t-test was introduced, and the 
pared-samples t-test was harnessed for within-group 
comparisons. Enumeration data were represented 
as (%), and comparisons between groups were 
conducted using the χ2 test. Survival curves were 
generated through the Kaplan-Meier method, and the 
log-rank test was employed. When p<0.05, statistical 
significance was ascertained. 

RESULTS AND DISCUSSION
The ORR in the observation group amounted to 
74.00 %, considerably exceeding the response rate 
observed in the control group, which stood at 54.00 
%, as indicated by the χ2 test with p<0.05 as shown 
in Table 1.

Before treatment, no statistically significant 
distinctions were observed in the levels of IgA, 
IgG, and IgM between the two cohorts (p>0.05). 
Nonetheless, subsequent to treatment, both groups 
experienced an elevation in IgA, IgG, and IgM 
levels, with the observation group displaying higher 
levels than the control group. p<0.05 was confirmed 
through the t-test as shown in Table 2.

Before commencing treatment, no significant 
differences were found in the levels of CEA, VEGF, 
and CA125 between the two groups (p>0.05). 
However, after the completion of treatment, both 
groups experienced a decline in CEA, VEGF, and 
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no instances of follow-up loss were encountered. 
Throughout the observation group’s follow-up 
duration, it was observed that 36.00 % (18/50) of the 
patients had passed away, resulting in a 1 y survival 
rate of 64.00 % (32/50). Within the control group, 
during the follow-up period, the mortality rate was 
recorded as 40.00 % (20/50), with a corresponding 
1 y survival rate of 60.00 % (30/50). Kaplan-Meier 
survival analysis suggested no distinct differences 
in survival rates between the two groups (Log-
Rank=0.018, p=0.893). The survival curves for both 

CA125 levels, with the observation group showing 
lower levels compared to the control group. p<0.05 
was ascertained via the t-test as shown in Table 3.

The overall occurrence of adverse reactions in the 
observation group was 38.00 %, showing a marginal 
increase compared to the occurrence of 30.00 % in the 
control group. Nevertheless, the χ2 test demonstrated 
that p>0.05 as shown in Table 4.

Following the conclusion of treatment, a 1 y follow-
up was conducted for both cohorts of patients, and 

Group Number of 
cases

Complete 
remission

Partial 
remission Stable disease Disease 

progression ORR

Observation 50 21 (42.00) 12 (24.00) 4 (8.00) 13 (26.00) 37 (74.00)
Control 50 15 (30.00) 9 (18.00) 3 (6.00) 23 (46.00) 27 (54.00)

χ2 4.34

p 0.037

TABLE 1: COMPARISON OF CLINICAL EFFICACY BETWEEN THE TWO GROUPS [n (%)]

Group Number of 
cases

IgA IgG IgM

Before 
treatment

After 
treatment

Before 
treatment

After 
treatment

Before 
treatment

After 
treatment

Observation 50 2.51±0.55 3.91±0.96* 17.24±4.05 25.16±6.45* 1.66±0.48 2.59±0.93*

Control g 50 2.49±0.51 3.22±0.87* 17.28±4.10 21.60±5.72* 1.62±0.41 2.10±0.85*

t 0.189 3.766 0.049 2.920 0.448 2.750

p 0.851 0.000 0.961 0.004 0.655 0.007

Note: *p<0.05 compared to pre-treatment levels

TABLE 2: COMPARISON OF IMMUNOGLOBULIN LEVELS BEFORE AND AFTER TREATMENT IN THE 
TWO GROUPS [g/l, (x̄±s)]

Group Number of 
cases

CEA (μg/l) VEGF (pg/ml) CA125 (kU/l)

Before 
treatment

After 
treatment

Before 
treatment

After 
treatment

Before 
treatment

After 
treatment

Observation 50 118.47±10.57 84.16±7.16* 159.54±12.73 119.45±9.12* 53.48±9.14 29.48±6.15*

Control 50 118.21±10.43 95.12±8.18* 158.98±12.45 132.05±10.26* 54.02±9.38 36.12±7.05*

t 0.124 7.129 0.222 6.49 0.292 5.019

p 0.902 0.000 0.825 0.000 0.771 0.000

Note: *p<0.05 compared to pre-treatment levels

TABLE 3: COMPARISON OF TUMOR MARKER LEVELS BEFORE AND AFTER TREATMENT IN THE TWO 
GROUPS (x̄±s)

Group Number of 
cases

Loss of 
appetite Diarrhea Rash Fever Fatigue Joint pain

Urinary 
tract 

infection

Overall 
incidence

Observation 50 5 (10.00) 4 (8.00) 3 (6.00) 3 (6.00) 1 (2.00) 2 (4.00) 1 (2.00) 19 (38.00)

Control 50 4 (8.00) 3 (6.00) 3 (6.00) 2 (4.00) 1 (2.00) 1 (2.00) 1 (2.00) 15 (30.00)

χ2 0.713

p 0.398

TABLE 4: COMPARISON OF ADVERSE REACTION INCIDENCE BETWEEN THE TWO GROUPS [n (%)]
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attenuating neovascularization and tumor blood 
supply, thereby dampening tumor growth and 
exerting therapeutic effects[16,17]. Previous studies 
by Shi et al.[18], Yu et al.[19], and others have 
substantiated the therapeutic effects of bevacizumab 
in NS-NSCLC patients. Atezolizumab, on the other 
hand, belongs to PD-L1 inhibitors and is an immune 
therapy drug recently applied in clinical practice. 
Unlike conventional PD-1/PD-L1, atezolizumab not 
only blocks the binding of PD-1 and PD-L1 but also 
impedes the binding of PD-L1 and B7-1 (CD80), 
thereby strengthening the immune response[20,21]. It 
also activates the body’s immune system, enabling 
the immune system to attack tumor cells, leading to 
tumor cell-killing effects[22]. Studies by Finn et al.[23], 
Lee et al.[24], and others have also indicated that 
the combination of atezolizumab and bevacizumab 
is effective for patients with inoperable malignant 
tumors, and international scholars such as Seto et 
al.[25] and Provencio et al.[26] have confirmed the 
efficacy of this combination therapy for NS-NSCLC 
patients with PD-L1 overexpression. They believe 
that this treatment approach is a potential option 
for treating such patients, further corroborating 
the outcomes of this study. Additionally, this study 
observed the tumor markers CEA, VEGF, and CA125 
commonly used in clinical practice and discovered 
that their levels in the observation group after 
treatment were remarkably lower than those before 
treatment and those in the control group subsequent 
to treatment. This denotes that the joint application of 
atezolizumab and bevacizumab can better suppress 

groups are presented in fig. 1.

NSCLC represents a predominant histological 
type among lung cancer cases, encompassing a 
considerable fraction of diagnosed lung cancer 
patients. Individuals afflicted with this cancer 
type are frequently detected at an advanced stage, 
rendering radical surgical intervention unattainable. 
Targeted therapy is a novel treatment approach that 
has been discovered and applied in clinical practice in 
recent years. It can specifically target and kill certain 
cancer cells without causing damage to other healthy 
tissues[14,15]. Bevacizumab is one of the targeted drugs 
clinically applied, which exerts anti-tumor effects by 
repressing VEGF generation. Clinical studies have 
unraveled the occurrence of PD-L1 overexpression 
in NS-NSCLC patients. In such cases, conventional 
anti-tumor therapies often fail to achieve satisfactory 
clinical outcomes. Therefore, it is essential to actively 
explore alternative effective treatment strategies for 
this patient group. In this retrospective research, we 
delved into the use of atezolizumab in combination 
with bevacizumab for the treatment of NS-NSCLC 
patients with PD-L1 overexpression.

The findings of this investigation substantiated 
that the clinical effectiveness in the observation 
group surpassed that in the control group, implying 
that the co-administration of atezolizumab and 
bevacizumab in NS-NSCLC patients with PD-L1 
overexpression yielded more favorable therapeutic 
results. Bevacizumab, as a VEGF monoclonal 
antibody, efficaciously suppresses VEGF activity, 

Fig. 1: 1 y survival curves of the two groups
Note: (  ): Observation group; (  ): Control group; (  ): Loss to follow-up in the observation group and (  ): Loss to follow- up in 
the control group
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patients with high PD-L1 expression can improve the 
expression levels of CEA, VEGF, CA125, IgA, IgG, 
and IgM, bringing about favorable clinical treatment 
outcomes and a good safety profile. This innovative 
therapeutic modality has the potential to emerge as a 
novel alternative for managing patients afflicted with 
this specific medical condition.
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