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Low-dose anlotinib plus immune checkpoint inhibitors offers
better efficacy and safety in advanced non-small cell lung

cancer treatment

Tingfei Tan2*, Siyu Yuant*, Weiwei Chue, Jiemei Jiange, Meiling Chenz,

Quan Xia®* and Junping Wang>*

The combination of anlotinib with immune checkpoint
inhibitors (ICls) has become a common treatment
modality in clinical practice. However, the optimal dose
of anlotinib to use remains unclear. We collected patients
with advanced non-small cell lung cancer (NSCLC) who
received programmed cell death-1 blockade combined
with different dose of anlotinib as second-line or later
line therapy. Subsequently, the efficacy and safety of the
combination therapy as well as subgroup analyses of
different doses of anlotinib were analyzed. Cox regression
was performed to analyze significant factors correlated
with progression-free survival (PFS) and overall survival
(0S). A total of 50 eligible patients with NSCLC who
received anlotinib combined with ICls therapy were
included, of which 27 received low-dose anlotinib (8 mg),
and 23 were administered high-dose anlotinib (12 mg).
The median PFS (mPFS) and the median OS (mOS) for
all patients were 8.3 months [95% confidence interval
(CI): 6.3-10.31 and 17.6 months (95% CI: 16.5-18.7),
respectively. Subgroup analyses showed that patients
treated with 8 mg of anlotinib plus ICls had significantly
longer mPFS than those treated with 12 mg of anlotinib
plus ICIs (8.7 vs 6.7 months, P=0.016). The overall

Introduction

The Global Cancer Report 2020 showed that there
were approximately 2.2 million new cases of lung
cancer and 1.8 million deaths, accounting for approxi-
mately 11.4% of newly diagnosed cancers and 18.0% of
deaths [1]. Lung cancer is the leading cause of cancer-
related deaths globally, and non-small cell lung cancer
(NSCL.C) accounts for about 83% of lung cancer cases,
most of which are locally advanced or metastatic at the
time of diagnosis as well as have a poor prognosis [2].
The advent of immune checkpoint inhibitors (ICIs) has
provided new strategies for the treatment of advanced
NSCLC. A growing body of evidence suggests that
ICIs, such as antibodies against programmed cell death-
1, significantly improve outcomes and prolong overall
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incidence of adverse events was 68.0%, and the most
common adverse events of all grades were hypertension.
Meanwhile, the incidence of adverse events was higher for
12 mg of anlotinib plus ICls than that of 8 mg of anlotinib
plus ICls (82.6 vs 55.6%, P = 0.041). Low-dose anlotinib

in combination with ICIs for advanced NSCLC may be an
effective and well-tolerated option. Anti-Cancer Drugs 36:
408-414 Copyright © 2025 The Author(s). Published by
Wolters Kluwer Health, Inc.
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survival (OS) in patients with advanced NSCLC [3-5].
However, not all patients benefit from [ClIs alone. Some
patients even over-progress after treatment with single
ICIs [6]. Therefore, it is important to explore combi-
nation therapy regimens with ICIs for the benefit of
patients with advanced NSCLC.

Angiogenesis plays a very important role in cancer pro-
gression [7,8]. Tumor growth and metastasis depend
on abundant blood vessels, so blocking the pathways
of tumor angiogenesis is an effective therapeutic strat-
egy. Anlotinib is a tyrosine kinase inhibitor (‘TKI) that
targets a wide range of tumor vascular and prolifera-
tive signaling receptors [9,10]. Currently, anlotinib has
been approved by China National Medical Products
Administration for use in two types of advanced NSCLC
patients who have progressed after chemotherapy [11].
Some studies have shown that the combination of anlo-
tinib and ICIs has a synergistic effect. For patients
with advanced NSCLC without epidermal growth fac-
tor receptor (EGFR) mutations, the combination of
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anlotinib and ICIs has good efficacy and tolerance as
first-line therapy [12]. In second-line and beyond, anlo-
tinib plus ICIs produced higher objective effectiveness
rates (ORR) and longer progression-free survival (PFS)
compared to ICIs monotherapy [13]. These studies
confirm that the combination of anlotinib with ICIs can
improve the treatment outcome of NSCLC patients.

Based on the concept of a positive correlation between
efficacy and dose, the 12 mg dose of anlotinib was fre-
quently combined with ICIs in most studies [14].
Interestingly, a series of studies have presented that
using a lower dose results in a more homogeneous dis-
tribution of tumor vasculature compared to higher doses
of antiangiogenic drugs [15-18]. Specifically, apatinib (a
T'KI drug similar to anlotinib) is better at normalizing
tumor blood vessels when used at low doses. When com-
bined with ICIs, the synergistic effect of low-dose apat-
inib was significantly higher than that of high dose [18].
In addition, low-dose apatinib better reprogrammed the
tumor microenvironment from an immunosuppressive to
an immunologically permissive microenvironment [19].
Therefore, the application of low-dose combination of
antiangiogenic drugs and ICIs may have better antitumor
synergistic effects than the high-dose combination group.

Anlotinib in combination with ICIs as a therapeutic
strategy is becoming more widely used in patients with
NSCLC. However, the optimal combined dose of anlo-
tinib remains to be determined. Here, we conducted this
retrospective study to look at the status of anlotinib plus
ICIs in the real world. Subgroups of results were also
performed to compare the efficacy and safety of ICIs in
combination with high dose (12 mg) or low dose (8 mg) of
anlotinib. This study provides a reference for the clinical
application of anlotinib combined with ICIs.

Methods

Study design and patients

Patients diagnosed with advanced NSCLC who received
8 or 12 mg anlotinib in combination with ICIs as second-
line or later therapy between February 2021 and August
2022 at the First Affiliated Hospital of Anhui Medical
University in China were included. Further, the inclusion
criteria were as follows: age >18 years; advanced stage
(ITTB-1V) NSCLC were pathologically identified; at least
one measurable lesion; Eastern Cooperative Oncology
Group (ECOG) < 3. While exclusion criteria were: mixed
tumors of small cell and NSCLC; active bleeding or seri-
ous systemic diseases; any adjust of the dosage of anlo-
tinib during treatment; any have not received follow-up
information within two cycles after taking anlotinib. The
clinical information system (Dong Hua software, DHC
Software Co., LLtd, Beijing, China) was performed to col-
lect baseline characteristics, including gender, age, dose,
ECOG score, pathological type, clinical stage, smoking
history, gene mutation, treat line, hypertension, prior
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targeted therapy, prior antiangiogenesis treatment, and
prior thoracic radiotherapy.

Treatment

Anlotinib was administered once daily (12 or 8 mg) on
days 1-14 of a 21-day cycle, and ICIs (Camrelizumab)
was administered 200 mg every 3 weeks. The initial dose
of drugs was determined by the oncologist according to
the patients’ status. Follow-up data were collected up to
30 October 2023. This study was approved by the First
Affiliated Hospital of Anhui Medical University (No.
Quick-PJ2019-14-15) and conducted according to the
principles of the Declaration of Helsinki. Given the ret-
rospective analysis, the requirement for individual con-
sent was waived.

Efficacy and safety assessments

Therapeutic responses were assessed based on Response
Evaluation Ciriteria in Solid Tumors version 1.1 every
two cycles, defined as complete response (CR), partial
response (PR), stable disease, and progression disease.
PES was characterized as the time between the date of
the start of treatment with both anlotinib and IClIs, and
the documented disease progression or death from any
cause. OS was defined as the time from initiation of treat-
ment to death or last follow-up. ORR referred to the
proportion of patients who have complete or a PR to the
therapy. Disease control rate (DCR) was defined as
the proportion of patients with PR, CR, and stable dis-
ease. Adverse reactions were graded using the Common
Terminology Ciriteria for Adverse Events version 5.0.

Statistical analysis

The baseline clinical features of all patients were sum-
marized as categorical (percentage) and continuous data
(mean and standard). Pearson Chi-square test was used
to compare categorical variables and tumor responses
between two groups. Comparison between groups for
continuous variables were performed by an independent-
sample 7test. The median PFS (mPFS), OS, and 95%
confidence interval (CI) were estimated using the
Kaplan-Meier method. Cox proportional hazards regres-
sion was carried out by the univariable and multivariable
analyses and to calculate the hazard ratios with 95% Cls.
All statistical analyses were performed using Statistical
Products and Services Solutions, version 26 (SPSS 26.0,
IBM, Armonk, New York, USA).

Results

Baseline clinical characteristics of patients

A total of 50 patients were included in the analysis, of
whom 31 (62.0%) were male and 19 (38.0%) were female.
Among the patients, the mean age was 60.93 = 10.15.
And there were 27 patients (54.0%) taking 8 mg of anlo-
tinib, and 23 patients (46.0%) taking 12 mg of anlotinib.
Besides, a total of 9 patients (18.0%) had a smoking



410 Anti-Cancer Drugs 2025, Vol 36 No 5

Table 1 Baseline clinical characteristics of patients
Basic characteristics N (%)
Gender

Male 31 (62.0)

Female 19 (38.0)
Age

Mean + SD 60.93+10.15
Doses of anlotinib

8 mg 27 (54.0)

12 mg 23 (46.0)
ECOG score

0-1 45 (90.0)

2-3 5 (10.0)
Pathological type

Squamous carcinoma 22 (44.0)

Adenocarcinoma 28 (56.0)
Clinical stage

<V 8 (16.0)

\" 42 (84.0)
Smoking history

Yes 9 (18.0)

No 41 (82.0)
Gene mutation

Yes 15 (30.0)

No 35 (70.0)
Treat line

2 25 (50.0)

>3 25 (50.0)
Prior targeted therapy

Yes 11 (22.0)

No 39 (78.0)
Prior antiangiogenesis treatment

Yes 18 (36.0)

No 32 (64.0)
Prior thoracic radiotherapy

Yes 15 (30.0)

No 35 (70.0)

ECOG, Eastern Cooperative Oncology Group.

history and 45 patients (90.0%) had an ECOG of 0-1. The
pathological diagnosis of the patient included squamous
carcinoma (44.0%, 22/50) and adenocarcinoma (56.0%,
28/50). Of those, 25 (25.0%) patients received 3 line and
above treatment with anlotinib. Regarding treatment,
11 (22.0%) patients received prior targeted therapy; 18
patients (36.0%) were treated with prior antiangiogenesis
therapy. Additionally, 15 patients (30.0%) had previously
undergone thoracic radiotherapy. The detailed baseline
clinical characteristics of patients are listed in Table 1.

Overall efficacy of treatment

In the entire cohort, the mPFS of patients was 8.3 months
(95% CI: 6.3-10.3), and the median OS (mOS) was
17.6 months(95% CI:16.5-18.7) (Fig. laand b). Moreover,
univariate analysis was performed to identify potential
factors that associated with PFS and OS in all patients
(Table 2), meanwhile the statistically significant factors
(P < 0.05) were included into multivariate Cox regres-
sion analysis. Data revealed that gender (male vs female:
hazard ratio = 3.288,95% CI:1.712-6.313, P = 0.000), and
ICIs combined with different dose anlotinib (8 vs 12 mg:
hazard ratio = 2.110, 95% CI: 1.154-3.858, P =0.015)
were identified as the independent influencing factors
of PFS. Similarly, the independent factors influencing
OS were gender (male vs female: hazard ratio = 2.449,

95% CI: 1.305-4.597, P =0.005), and ICIs combined
with anlotinib (8 vs 12 mg: hazard ratio = 1.843, 95% CI:
1.029-3.300, P = 0.040) as well ('Table 3).

Efficacy of low-dose anlotinib plus immune checkpoint
inhibitors vs high-dose anlotinib plus immune
checkpoint inhibitors

Baseline characteristics were comparable between 8 mg
of anlotinib plus ICIs and 12 mg of anlotinib plus ICIs
(Table 4). Further data showed that patients receiving
8 mg of anlotinib + ICIs (7 = 27, 8.7 months) had signifi-
cantly longer mPFS compared to those receiving 12 mg of
anlotinib + ICIs (# = 23, 6.7 months, P =0.016; Fig. 2a).
In addition, patients treated with 8 mg of anlotinib in
combination with ICIs was associated with longer mOS
than patients treated with 12 mg of anlotinib in combina-
tion with ICIs, although the difference was not statisti-
cally significant (18.5 vs 14.3 months, P = 0.065; Fig. 2b).
However, 8 mg of anlotinib plus ICIs and 12 mg of anlo-
tinib plus ICIs were similar in terms of ORR (18.5% vs
13.0%, P = 0.889) and DCR (85.2% vs 82.6%, P = 1.000;
Table 5). Overall, patients treated with low-dose anlo-
tinib in combination with ICIs had longer survival than
those treated with high-dose anlotinib.

Safety

In this analysis, treatment-related adverse events
occurred in 34 of the 50 patients. The five most common
adverse events (all grades) were hypertension (24.0%),
hand-foot syndrome (16.0%), fatigue (16.0%), thyroid
dysfunction (12.0%), and hoarseness (12.0%). The five
most common >3 grade adverse events were hyperten-
sion (6.0%) and hand-foot syndrome (2.0%). There were
no treatment-related deaths or life-threatening adverse
events. Furthermore, the most common adverse reaction
was hypertension, followed by hand-foot syndrome and
fatigue, regardless of whether ICIs was combined with
8 or 12 mg of anlotinib. Notably, compared with low-
dose anlotinib plus ICIs, high-dose anlotinib plus ICIs
resulted in an increased incidence of adverse events of all
grades, although no new adverse reactions were observed
(55.6 vs 82.6%, P =0.041). The incidence of grade 3 or
above adverse reactions was similar between the two
groups (13.0 vs 3.7%, P = 0.49). The adverse reactions are
listed in Table 6.

Discussion

The combination of antiangiogenic agents and IClIs has
shown definite efficacy in a variety of solid tumors [20].
Similarly, the results of retrospective studies of anlotinib
plus ICIs are promising treatment. In one hand, the
mPFS for third-line treatment of NSCLC with anlotinib
alone was 5.4 months and the mOS was 9.6 months [21].
Surprisingly, the combination therapy in our study had
mPFS and mOS of 8.3 months and 17.6 months, and
16% ORR respectively, which provided an additional
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Efficacy of anlotinib in all patients. (a) The progression-free survival of all patients. (b) The overall survival of all patients.
Table 2 Univariate cox regression analyses of PFS and OS
PFS oS
Variable HR 95% ClI P-value HR 95% CI P-value
Gender (male vs female) 3.169 1.667-6.022 <0.01 2.208 1.231-4.289 <0.01
Age (<65 vs >65 years) 0.684 0.384-1.219 0.198 0.823 0.454-1.491 0.521
ICls combined with anlotinib (8 vs 12 mg) 2.033 1.120-3.690 0.020 1.708 0.958-3.044 0.069
ECOG score (0-1 vs >2) 1.866 0.728-4.785 0.194 1.108 0.435-2.823 0.830
Pathological type (squamous carcinoma vs adenocarcinoma) 0.701 0.387-1.270 0.241 0.703 0.386-1.282 0.250
Clinical stage (<IV vs IV) 0.565 0.260-1.231 0.151 0.556 0.255-1.215 0.141
Smoking history (yes vs no) 0.944 0.468-1.904 0.873 0.950 0.471-1.915 0.885
Gene mutation (yes vs no) 1.533 0.820-2.867 0.181 1.200 0.640-2.252 0.569
Treat line (2 vs >3) 1.155 0.657-2.031 0.617 1.114 0.634-1.957 0.708
Previous targeted therapy (yes vs no) 1.972 0.979-3.973 0.058 1.404 0.703-2.804 0.336
Previous antiangiogenesis therapy (yes vs no) 0.939 0.512-1.722 0.839 0.944 0.524-1.699 0.847
Previous thoracic radiotherapy (yes vs no) 0.630 0.320-1.239 0.181 0.626 0.321-1.223 0.171

Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; ICls, immune checkpoint inhibitors; OS, overall survival; PFS, progression-free

survival.

Table 3 Multivariate cox regression analysis of PFS and OS

PFS OoS
Variable HR 95% CI P-value HR 96% CI P-value
Gender (male vs female) 3.288 1.712-6.313 <0.01 2.449 1.805-4.597 <0.01
ICls combined with anlotinib (8 vs 12 mg) 2.110 1.154-3.858 0.015 1.843 1.029-3.300 0.040

Cl, confidence interval; HR, hazard ratio; ICls, immune checkpoint inhibitors; OS, overall survival; PFS, progression-free survival.

2.9 months of PFS and 8.0 months of OS benefit com-
pared with anlotinib alone. In the other hand, favora-
ble efficacy was obtained with combination therapy
compared to programmed cell death-1 blockade alone.
In the programmed cell death-1 blockade alone trial
(KEYNOTE-001), ORR, mPFS, and mOS values were
19.4%, 3.7 months, and 12.0 months, respectively [22].
The comparison of our data shows that the combination
therapy is highly effective. Consistent with our conclu-
sion, others have also confirmed that anlotinib in com-
bination with ICIs has a favorable therapeutic effect in
NSCLC [23]. In terms of the mechanism, the combi-
nation of anlotinib and ICIs has a synergistic effect to
regulate the tumor immune microenvironment, such as
promoting the infiltration of natural killer cells, M1-like

tumor-associated macrophages (TAMs), and dendritic
cells, while decreasing the infiltration of M2-like TAMs
[24]. In addition, anlotinib is able to inactivate the
AK'T pathway reducing PD-1.1 expression on vascular
endothelial cells, leading to an elevation in the CD8/
FoxP3, thus activating the immune response [25].

Antiangiogenic agents work by pruning tumor blood ves-
sels and limiting nutrient supply to tumor cells [26]. In
vivo and in vitro studies demonstrated that relatively low-
dose anlotinib significantly reduced tumor vessel density,
whereas rising the dose of anlotinib did not improve the
ability to prune the number of vessels. An effective low
dose of anlotinib is sufficient to inhibit tumor growth
with fewer side effects compared to higher doses [27].
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Table 4 Comparison of baseline characteristics between 8 mg of
anlotinib plus ICls and 12 mg of anlotinib plus ICls

Basic 8 mg of anlotinib 12 mg of anlotinib

characteristics plus ICIs (n=27) plus ICls (n=23) /X2 P-value

Gender
Male 17 (63.0) 14 (60.9) 0.023 0.879
Female 10 (37.0) 9 (39.1)

Age

Mean + SD 63.43 £ 7.95 60.93+11.73 0.869 0.389
<65 14 (51.9) 14 (60.9) 0.410 0.522
>65 13 (48.1) 9 (39.1)

ECOG score
0-1 23 (85.2) 22 (95.7) 0.573 0.449
>2 4(14.8) 1(4.3)

Pathological type
Squamous carci- 12 (44.4) 10 (56.5) 0.005 0.945
noma
Adenocarcinoma 15 (55.6) 13 (43.5)

Clinical stage
<V 4 (14.8) 4 (17.4) 0.000 1.000
v 23 (85.2) 19 (82.6)

Smoking history
Yes 5(18.5) 4 (17.4) 0.000 1.000
No 22 (81.5) 19 (82.6)

Gene mutation
Yes 8 (29.6) 7 (30.4) 0.004 0.951
No 19 (70.4) 16 (69.6)

Treat line
2 15 (55.6) 10 (43.5) 0.725 0.395
>3 12 (44.4) 13 (56.5)

Prior targeted
therapy
Yes 6 (22.2) 5(21.7) 0.002 0.967
No 21 (77.8) 18 (78.3)

Prior antiangiogene-
sis treatment
Yes 13 (48.1) 5(21.7) 3.76 0.053
No 14 (51.9) 18 (78.3)

Prior thoracic radio-
therapy, n (%)
Yes 5(18.5) 10 (43.5) 3.685 0.055
No 22 (81.5) 13 (56.5)

ECOG, Eastern Cooperative Oncology Group; ICls, immune checkpoint
inhibitors.

Table 5 Response of 8 mg of anlotinib plus ICls and 12 mg of
anlotinib plus ICls

8 mg of anlotinib 12 mg of anlotinib

Response plus ICls (n=27) plus ICls (n=23) X2 P-value
CR 0 1

PR 5 2

SD 18 16

PD 4 4

ORR (%) 5 (18.5%) 3 (13.0%) 0.019  0.889
DCR (%) 23 (85.290) 19 (82.6%) 0.000 1.000

CR, complete response; DCR, disease control rate; ICls, immune checkpoint
inhibitors; ORR, objective response rate; PD, progression disease; PR, partial
response; SD, stable disease.

Recently, Yuan e @/. demonstrated that low-dose anlo-
tinib is a good antiangiogenic partner for combination
therapy with ICIs in advanced NSCLC treatment. Forty
patients with anlotinib administered at a dose of 8 and
10 mg were included in this study, but different doses
were not stratified and analyzed [28]. In our study, we
enrolled widely varying doses of anlotinib, 8 and 12 mg
to explore the effects of different doses of anlotinib on
patients. The analysis confirmed longer PFS with ICIs in

combination with 8 mg of anlotinib than that with 12 mg
(8.7 vs 6.7 months, P = 0.016). Meanwhile, OS was longer
in patients treated with ICIs + anlotinib (8 mg) than
those treated with 12 mg, although the difference was not
statistically significant (18.5 vs 14.3 months, P = 0.065).
This may be due to the fact that the relatively low dose
of anlotinib resulted in a more sustained normalization of
tumor vasculature. Besides, some studies have reported
longer mPFS in patients without prior antiangiogenic
therapy. Regretly, the data was not displayed in our study
(P =0.839). In our findings, males treated with immu-
notherapy plus anlotinib had longer PFS and OS com-
pared to females. It is well known that sex differences
are important in both the development and treatment
of cancer [29]. There are also differences between men
and women in immunotherapy, with one study reported
to show that the efficacy of ICIs in men is twice that of
women [30]. The possible reasons for this are the result
of a multifactorial complex of factors such as a stronger
immune response in women than in men, a higher muta-
tional load of tumors in all men than in women, and
hormone levels. Therefore, the better prognosis of men
than women in NSCLC patients treated with anlotinib
in combination with ICIs can be explained, in addition
to the fact that studies achieving the same results as ours
have also been reported [31].

In this study, the overall incidence of adverse events with
anlotinib in combination with ICIs was 68.0%. The most
common adverse events were hypertension, with a 24%
incidence (23 grade = 3). Four patients (8.0%) experi-
enced grade 3 or higher adverse events. In addition, our
data showed that the incidence of adverse events was
higher with 12 mg of anlotinib plus ICIs than with 8 mg
of anlotinib plus ICIs (82.6 vs 55.6%, P = 0.041), indicat-
ing that low-dose anlotinib combined with ICIs has lower
adverse events. It is worth mentioning that the incidence
of adverse events in this study was significantly lower
than that reported by others. For example, Wang ez a/.
[23] reported that the overall incidence of adverse events
was 85.0%. T'he incidence of grade 3-4 treatment-related
adverse events was about 40.0%. Zhai er al. [32] found
that the most common adverse events were hyperten-
sion (45.5%), and the incidence of grade 3-4 hyperten-
sion was 9.1%. Our study also has some limitations. First,
this is a retrospective analysis from a small sample of a
single center, and bias is inevitable. Therefore, further
large-scale prospective studies are needed to confirm our
findings, which would benefit patients using anlotinib
combination immunotherapy. Second, PD-L1 expres-
sion is considered a biomarker for treatment with anti-
programmed cell death-1 drugs, but the levels of PD-L.1
in patients was not available in this study [33,34].

Conclusion
In summary, the efficacy and safety of 8 and 12 mg of anlo-
tinib in combination with ICIs in patients with advanced
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Kaplan—Meier curves for progression-free survival (a) and overall survival (b) for different doses of anlotinib combined with immune checkpoint
inhibitors.

Table 6 Adverse events in patients treated with 8 mg of anlotinib plus ICls and 12 mg of anlotinib plus ICIs

All patients (n=50) 8 mg of anlotinib plus ICls (n=27) 12 mg of anlotinib plus ICls (n=23)
Adverse event Any grade (%) >3 grade (%) Any grade (%) >3 grade (%) Any grade (%) >3 grade (%)
Hypertension 12 (24.0) 3 (6.0) 6 (22.2) 1(3.7) 6 (26.1) 2 (8.7)
Hand-foot syndrome 8 (16.0) 1(2.0) 2 (7.4) 0(0.0) 6 (26.1) 1 (4.3)
Fatigue 8 (16.0) 0 (0.0) 3(11.1) 0 (0.0) 5(21.7) 0 (0.0)
Gastrointestinal reaction 4 (8.0) 0 (0.0) 1(3.7) 0(0.0) 3(13.0) 0 (0.0)
Thyroid dysfunction 6(12.0) 0 (0.0) 1(8.7) 0(0.0) 5(21.7) 0 (0.0)
Proteinuria 4 (8.0) 0 (0.0) 1(3.7) 0(0.0) 3(13.0) 0 (0.0)
Hoarseness 6 (12.0) 0 (0.0) 2 (7.4) 0 (0.0) 4(17.4) 0 (0.0
Rash 2 (4.0) 0 (0.0) 1(8.7) 0(0.0) 1(4.3) 0 (0.0)
Liver dysfunction 3 (6.0) 0 (0.0) 1(3.7) 0(0.0) 2 (8.7) 0 (0.0)
Hemoptysis 2 (4.0 0 (0.0) 0 (0.0) 0(0.0) 2(8.7) 0 (0.0)
Hypertriglyceridemia 1(2.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(4.3) 0(0.0)

ICls, immune checkpoint inhibitors.

NSCLC were explored. Patients with advanced NSCLC ~ All data generated or analyzed during this study are
treated with the combination of 8 mg of anlotinib plus ICIs included in this published article. The datasets used or
had better efficacy and lower toxicity. Therefore, our results  analyzed during the current study are available from the
add to the growing body of evidence supporting the bene-  corresponding author upon reasonable request.
fits of combining immunotherapy with low-dose anlotinib.
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