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Abstract

Background: Chemotherapy combined with antivascular endothelial growth factor (VEGF) or anti-epidermal growth factor
receptor monoclonal antibodies is the most promising approach to prolong survival and improve the quality of life of patients
with unresectable metastatic colorectal cancer (mCRC). Anlotinib is an oral antiangiogenic tyrosine kinase inhibitor that targets
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VEGF receptors 1/2/3, fibroblast growth factor receptors |-4, and platelet-derived growth factor receptors a/f. Since anlotinib
combined with oxaliplatin and capecitabine (CAPEOX) as a first-line treatment was previously shown to be effective and safe for
patients with RAS/BRAF wild-type (WT) mCRC, we designed this randomized, open-label, parallel-group, non-inferiority, phase Il|
study to evaluate the efficacy and safety of anlotinib plus CAPEOX versus bevacizumab plus CAPEOX in patients with RAS/BRAF
WT mCRC. Methods/design: The primary inclusion criteria are Eastern Cooperative Oncology Group performance status 0/1,
confirmed RAS/BRAF WT colorectal adenocarcinoma, and unresectable metastases assessed by a multidisciplinary team. The main
exclusion criteria are as follows: high microsatellite instability or deficient mismatch repair status, resectable or potentially resect-
able metastases, and previous systemic therapy for mCRC. A total of 698 patients will be randomized into the anlotinib and bev-
acizumab groups in a |:| ratio. Patients will receive 4 to 8 cycles of induction therapy (CAPEOX plus anlotinib or bevacizumab),
followed by maintenance treatment (capecitabine plus anlotinib or bevacizumab) until disease progression or unacceptable tox-
icity. Progression-free survival (PFS) assessed by an independent review committee is the primary endpoint, whereas investigator-
assessed PFS, overall survival, objective response rate, disease control rate, duration of response, resection rate of liver metas-
tases, quality of life, and safety are the secondary endpoints. Enrollment commenced in May 2021. Discussion: A prospective,
randomized, phase lll trial will provide a meaningful comparison of the efficacy and safety of anlotinib plus CAPEOX with standard
treatment for patients with unresectable RAS/BRAF WT mCRC.
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Background

Colorectal cancer (CRC) is the third-most frequently diagnosed
cancer and the second-largest cause of cancer-related fatalities
worldwide. In 2020, more than 1.9 million patients with CRC
were diagnosed globally, with an expected 935,000 deaths.’
Approximately 20% of patients with CRC present with meta-
static disease at the time of diagnosis of the primary tumor,
and another 40% will develop metastases as the disease pro-
gresses.”” Patient prognosis for metastatic CRC (mCRC) is
poor, with a 5-year survival rate of <15%.*

Systemic therapy is the most promising approach to prolong
survival and improve the quality of life of patients with unre-
sectable mCRC.> Except for a small proportion of patients
with mCRC (4%) with microsatellite instability-high (MSI-H)
or mismatch repair-deficient (IMMR) status who can receive
immune therapy,” first-line standard systemic treatments for
most patients with mCRC involve fluorouracil, oxaliplatin,
and irinotecan-based chemotherapies combined with antivascu-
lar endothelial growth factor (VEGF) or anti-epidermal growth
factor receptor (EGFR) monoclonal antibodies such as bevaci-
zumab, panitumumab, and cetuximab. The application of the
anti-EGFR antibodies cetuximab and panitumumab is limited
to left-sided and RAS/RAF wild-type (WT) mCRC, while
anti-VEGF antibody is widely used in mCRC.° A series of clin-
ical studies have shown that the addition of the anti-VEGF anti-
body bevacizumab, prolonged progression-free survival (PFS)
and overall survival (OS) in patients with mCRC in comparison
with those who received chemotherapy alone.” ! In the subse-
quent trials to compare the effectiveness of anti-VEGF and
anti-EGFR antibodies combined with chemotherapy, FOLFIRI
or FOLFOX plus bevacizumab or cetuximab regimens showed
no difference in PFS for patients with RAS WT mCRC.'*"?

On the other hand, the results from 2 other trials showed that
combination therapy with more than 1 biological agent, such
as bevacizumab and cetuximab or panitumumab, is not associ-
ated with improved outcomes and can cause increased toxic-
ity."*!> Over the past 15 years, no new biological therapies
have been approved as initial therapy for mCRC.

Rationale for Antiangiogenesis

On the basis of its role in the pathogenesis of CRC, angiogen-
esis has been proven to be a clinically meaningful target for the
treatment of mCRC, and bevacizumab, an antiangiogenic
monoclonal antibody, is widely used in mCRC treatment.
Antiangiogenic tyrosine kinase inhibitors (TKIs) are small-
molecule inhibitors that can stop the intracellular signaling
system usually initiated when the receptor and ligand interact,
suggesting that TKIs are a promising new treatment option.
Antiangiogenic TKIs have been approved for multiple cancer
types, including chronic myeloid leukemia, renal cell carci-
noma (RCC), nonsmall cell lung cancer (NSCLC), and CRC,
and have shown high selectivity, high efficacy, low side
effects, and ease of preparation.'® TKIs, including regorafenib
and fruquintinib, have been approved as third-line therapy for
mCRC,"”~"® but previous efforts to develop combination thera-
pies of TKIs with chemotherapy as the first-line treatment for
mCRC have been unsuccessful.>®?® Nevertheless, these
studies have underscored the importance of exploring further
treatment options for mCRC to address the key unmet needs.
Anlotinib is an oral small-molecule TKI that mainly targets
anti-VEGF receptors 1/2/3, fibroblast growth factor receptors
1-4, and platelet-derived growth factor receptors o/f.>**> It
has been approved for the treatment of patients with NSCLC,
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small cell lung cancer, soft tissue sarcoma, medullary thyroid
cancer, and radioiodine-refractory differentiated thyroid
cancer in China.?®° Furthermore, anlotinib has been con-
firmed to show anticancer activity in several other advanced
malignant cancers, including esophageal squamous cell
cancer, hepatocellular carcinoma, RCC, and CRC.3'34 A
phase III trial, ALTER-0703, demonstrated the efficacy and tol-
erability of anlotinib monotherapy in patients with refractory
mCRC.** This study showed that anlotinib significantly pro-
longed PFS in comparison with placebo (4.1 vs 1.5 months;
hazard ratio [HR] = 0.34; P<.0001), although OS did not
differ significantly between the anlotinib and placebo groups
(8.6 vs 7.2 months; HR = 1.02; P = .870). Subgroup analysis
demonstrated an OS benefit in patients with KRAS/NRAS/BRAF
WT mCRC (HR = 0.68, 0.47-0.99), indicating that these
patients are potential candidates for anlotinib therapy.

The common adverse reactions associated with anlotinib
include hypertension, fatigue, hand-foot syndrome, hypertrigly-
ceridemia, proteinuria, diarrhea, decreased appetite, increased
blood thyrotropin levels, hypercholesterolemia, and hypothy-
roidism. These adverse events can be controlled or relieved
by dose reduction or symptomatic treatment, respectively.
The incidence of grades 3 or 4 bleeding events was approxi-
mately 1.6%, while that of grade 5 was 0.4%, based on the find-
ings for 1788 patients with advanced tumors in 22 clinical trials.

We had previously conducted a phase II study of anlotinib in
combination with oxaliplatin and capecitabine as a first-line
therapy for patients with RAS/BRAF WT metastatic colorectal ade-
nocarcinoma (ALTER-C-002). The objective response rate (ORR)
and disease control rate (DCR) were 73.3% and 93.3%, respec-
tively. The median PFS was 11.3 months, which demonstrated
the preliminary effectiveness of anlotinib combined with
CAPEOX for mCRC.*® The safety profile was tolerable, and no
unexpected toxicity was identified. Therefore, we launched this
multicenter, randomized, parallel-controlled, phase III trial to
further assess the efficacy and safety of anlotinib plus CAPEOX
as a first-line treatment for patients with RAS/BRAF WT mCRC.

Methods

Study Objectives and Design

The objective of this phase III study is to compare the efficacy
and safety of anlotinib plus CAPEOX versus bevacizumab plus
CAPEOX as a first-line therapy for RAS/BRAF WT mCRC.

This is a multicenter, randomized, open-label, parallel-
controlled, non-inferiority, phase III study. Figure 1 presents
the study design. The study was initiated in May 2021 and
will be conducted at approximately 70 high-quality sites in
China. The World Health Organization Trial Registration
Dataset is attached as a supplementary file.

Eligibility Criteria
A total of 698 patients with histologically or cytologically con-
firmed colorectal adenocarcinoma and unresectable metastases

assessed by a multidisciplinary team (MDT) will be enrolled.
Eligible patients, aged 18 to 75 years, must have an Eastern
Cooperative Oncology Group) performance status of 0 or 1,
with confirmed KRAS, NRAS, and BRAF WT, and at least 1
measurable lesion according to the Response Evaluation
Criteria in Solid Tumors (RECIST) version 1.1.% Eligible
patients should have tumor tissue genotyped for KRAS,
NRAS, and BRAF mutations individually or as part of a next-
generation sequencing panel.

Patients will be excluded if they are pregnant or lactating or
have MDT-assessed potentially resectable metastases, MSI-H
or dAMMR, any comorbidity or conditions that can prevent toler-
able treatment such as inadequate bone marrow, renal, or liver
function; previous intolerance to capecitabine or oxaliplatin;
recent serious cardiovascular events; active bleeding; or arterio-
venous thrombotic events. Patients who have previously received
systemic therapy for mCRC, those who received oxaliplatin-
based adjuvant therapy within 12 months before enrollment,
and those who received adjuvant therapy without oxaliplatin
within 6 months before enrollment will also be excluded.
Patients who had a history of treatment with antiangiogenic or
anti-EGFR-targeted agents (including, but not limited to, bevaci-
zumab, cetuximab, panitumumab, or aflibercept) or had contrain-
dications for chemotherapy will also be excluded. Detailed
inclusion and exclusion criteria are listed in Table 1.

Randomization and Stratification

The patients will be randomized in a 1:1 ratio using an eRand
Central Randomization System. The enrolled patients will be
stratified by primary tumor location (right vs left) and treatment
history of adjuvant chemotherapy (yes vs no). Investigators will
generate the allocation sequence, enroll participants, and assign
them to the interventions.

Treatment Schedule

Interventions and Procedures. Figures 1 and 2 present the enroll-
ment and intervention schedules for the experimental and
control groups, respectively. The experimental group will
receive CAPEOX in combination with anlotinib and the
control group will be treated with CAPEOX plus bevacizumab.
Patients in both groups will receive 4 to 8 cycles of induction
treatment (CAPEOX plus anlotinib or bevacizumab) according
to their tolerance, followed by maintenance treatment (capecita-
bine plus anlotinib or bevacizumab) until radiological or clini-
cal progression, patient withdrawal, unacceptable toxicity, or
the investigator’s decision. Patients who are treated with
fewer than 4 cycles of induction treatment due to objective
factors can also be treated with the maintenance regimen and
undergo follow up. Clinical research associates will regularly
monitor the usage and records of drugs to guarantee adherence
to the intervention protocols.

Dosing Schedule of the Investigational Drugs. For the induction
treatment, patients randomized to the experimental group will
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Figure 1. Flow diagram of the study design.

receive anlotinib (12 mg p.o. qd, on days 1-14 every 21 days),
oxaliplatin (130 mg/m? ivgtt., on day 1 every 21 days), and
capecitabine (850 mg/m? p.o. bid, on days 1-14 every 21
days). Patients randomized to the control group will receive
bevacizumab (7.5 mg/kg ivgtt., on day 1 every 21 days), oxa-
liplatin (130 mg/m? ivgtt., on day 1 every 21 days), and cape-
citabine (1000 mg/m? p.o. bid, on days 1-14 every 21 days).
For maintenance treatment, the patients in the experimental
group will receive anlotinib (12 mg p.o. qd, on days 1-14
every 21 days) and capecitabine (850 mg/m?> p.o. bid, on
days 1-14 every 21 days). Patients in the control group will
receive bevacizumab (7.5 mg/kg ivgtt., on day 1 every 21
days) and capecitabine (1000 mg/m?> p.o. bid, on days 1-14
every 21 days).

Concomitant Medications. No anticancer agents, including
modern Chinese medicine preparations and immune modula-
tors, other than the study medications, will be administered to
the patients. The use of bisphosphonates for bone metastases,
palliative treatment for nontarget lesions, and radical surgery
for patients whose tumors regress to the surgical resection cri-
teria during the study period will be allowed.

Endpoints

The primary endpoint is PFS assessed by an independent
review committee (IRC). The secondary endpoints are
investigator-assessed PFS, OS, ORR, DCR, duration of
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Table 1. Patient Eligibility Criteria.

Inclusion criteria

Voluntarily joined the study and provided informed consent with good compliance

Age between 18 and 75 years

Eastern Cooperative Oncology Group performance status of 0 or 1

Expected survival >3 months

Histologically documented metastatic colorectal adenocarcinoma with unresectable metastasis as assessed by a multidisciplinary team

Confirmed KRAS, NRAS, and BRAF wild-type tumors

At least one measurable lesion according to RECIST version 1.1

Adequate major organ function meeting the following criteria:

(a) Complete blood count test: absolute neutrophil count > 1.5 x 10°/L; hemoglobin > 90 g/dL; platelet count > 100 x 10%/L

(b) Blood biochemistry: creatinine < 1.5 x ULN" or creatinine clearance > 50 mL/min; total serum bilirubin < 1.5 x ULN (<3 x ULN
in Gilbert syndrome); alanine and aspartate aminotransferase levels <2.5 X ULN (<5 x ULN in patients with liver metastases)

(c) Coagulation function: international normalized ratio < 1.5 X ULN, prothrombin time < 1.5 X ULN, activated partial thromboplastin
time < 1.5 X ULN, and no current prophylactic treatment with anticoagulants

(d) Thyroid function: thyroid-stimulating hormone < ULN (if thyroid-stimulating hormone level is abnormal, triiodothyronine and
thyroxine levels should be examined)

(e) Doppler echocardiography: left ventricular ejection fraction > 50%

e For female patients of childbearing potential and male patients with partners of childbearing potential, agreement to use a highly effective
form(s) of contraception when used consistently and correctly, starting during the screening period and continuing throughout the entire
study period and for 6 months after taking the last dose of the study drug. Females with negative serum pregnancy test within 7 days prior
to study enrollment must be nonlactating

Exclusion criteria
e Patients with high microsatellite instability or deficient mismatch repair status
e Any comorbidity and condition that prevents safe administration of the planned systemic therapy:

(a) Patients who have co-existing malignancies or have had co-existing malignancies within 3 years previously, except for cured
carcinoma in situ of the cervix, nonmelanoma skin cancer, and superficial bladder tumors (Ta [non-invasive tumor], Tis
[carcinoma in situ], and T1 [tumor-infiltrating basal membrane])

(b) Inability to swallow, chronic diarrhea, or intestinal obstruction

(c) Gastrointestinal hemorrhage or perforation within 4 weeks prior to screening

(d) History of active colitis within 4 weeks prior to screening, ulcerative colitis, or Crohn’s disease

(e) Uncontrolled pleural effusion requiring repeated drainage, ascites, and pericardial effusion with medium or greater volume

(f) Unalleviated toxicity higher than CTCAE grade 1 due to any prior antitumor therapy (except hair loss)

(g) Received major surgery within 28 days prior to the start of the study, including an incisional biopsy or significant traumatic injury
(except gastroenteroscopic tissue biopsy)

(h) Large vessel invasion or undemarcated vessels

(i) Hematemesis with daily blood volume > 2.5 mL within 3 months prior to screening, or CTCAE grade 3 of any bleeding event, or with
any signs or history of bleeding that are inappropriate for inclusion, regardless of severity judged by the investigator

(G) Unhealed wounds, ulcers, or fractures

(k) Arteriovenous thrombosis such as cerebrovascular accident (including transient ischemic attack, cerebral hemorrhage, cerebral
infarction), deep vein thrombosis, or pulmonary embolism within 6 months before screening

() History of psychotropic drug abuse and inability to quit

(m) Any severe and/or uncontrolled disease like uncontrolled hypertension, unstable angina, grade >2 cardiogenic chest pain, active
infection, decompensated cirrhosis, active hepatitis, renal failure requiring hemodialysis or peritoneal dialysis, history of
immunodeficiency including human immunodeficiency virus-positive disease or other acquired/congenital immunodeficiency
diseases, a history of organ transplantation, uncontrolled diabetes, urine protein + + and confirmed 24 h urine protein quantification >
1.0 g, or history of neurological or psychiatric disorders including epilepsy or dementia requiring treatment

e Tumor-related symptoms and treatment:

(a) Patients who received surgery, radiotherapy, chemotherapy, or other anticancer therapy prior to initiation of study treatment (expect
prior local radiotherapy over 4 weeks before start of the treatment and the chosen target lesions did not receive radiotherapy or
progressed after radiotherapy)

(b) Patients who received Chinese medicines with antitumor indications approved by NMPA within 2 weeks prior to the study

(c) Patients who received adjuvant therapy with antiangiogenic or anti-epidermal growth factor receptor-targeting agents (including but
not limited to bevacizumab, cetuximab, panitumumab, aflibercept, and regorafenib)

(d) Patients who received systemic therapy for metastatic colorectal cancer, expect patients who received oxaliplatin-based adjuvant therapy
over 12 months before enrollment and those who received adjuvant therapy without oxaliplatin over 6 months before enrollment

(e) Patients with central nervous system metastases symptoms or symptoms controlled for <2 months

e Patients who had participated in other antitumor drug clinical trials within 4 weeks prior to randomization
e Not suitable for inclusion because of other reasons judged by the investigators

Abbreviations: NMPA, National Medical Products Administration; ULN*, upper limit of normal; CTCAE, Common Terminology Criteria for Adverse Events.
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Figure 2. Schedule of treatment.

response (DOR), resection rate of liver metastases (LMs),
quality of life (QoL), and safety.

PFS is defined as the time from randomization to the first
documented disease progression or death from any cause,
whichever occurred first. OS is defined as the time from ran-
domization to death from any cause. ORR will be calculated
as the sum of the proportions of cases showing complete
response (CR) and partial response (PR), while DCR will be
calculated as the sum of the proportions of cases showing
CR, PR, and stable disease. DOR is defined as the time from
the first response to disease progression or death from any
cause. The resection rate of LMs is the proportion of patients
who undergo hepatectomy for curative intent after treatment.
QoL will be assessed by the patient-completed European
Organization for Research and Treatment of Cancer Quality
of Life Questionnaire (EORTC QLQ-C30)*” and EuroQoL
5-dimensional instrument (EQ-5D) questionnaire.*®

Assessment Schedule and Follow Up

In both groups, tumor assessments will be performed using cer-
vical, thoracic, and abdominal enhanced computed tomography
or magnetic resonance imaging (according to RECIST version
1.1). Tumor marker assessment will be performed at baseline
and every 6 weeks during the induction period. For patients
receiving maintenance therapy, tumor assessment will be per-
formed every 12 weeks until radiological progression or the
end of the study. Laboratory examinations, including complete
blood count tests, blood biochemistry assessments, and electro-
cardiogram examinations, will be performed at baseline, every
7 days during the first 2 cycles, and every cycle thereafter. QoL
will be assessed at baseline, every 2 cycles, and at the with-
drawal visit. Standard safety monitoring will be performed
from the time the patients provide informed consent to 30

days after the last dose, and adverse events (AEs) will be
graded according to the Common Terminology Criteria for
Adverse Events (CTCAE) version 5.0 (Figure 2). Tumor
assessments will be performed during follow up for patients
who have discontinued treatment without documented progres-
sive disease. After disease progression, patients will undergo
follow-up visits for documentation of survival status and post-
study anticancer treatment and responses.

Statistical Considerations

Required Number of Patients. The sample size calculation of the
non-inferiority phase III trial was based on a clinical study
(Bevacizumab in Combination With Oxaliplatin-Based
Chemotherapy As First-Line Therapy in Metastatic Colorectal
Cancer: A Randomized Phase III Study).” We calculated a
sample size of 349 patients per group, assuming a type I error
of 0.025 (one-sided), a true HR of 0.85, a non-inferiority
margin of 1.09 in terms of HR, and a 1:1 ratio of the sample
sizes for the 2 groups. The power of the study to indicate non-
inferiority was approximately 81.2%. Non-inferiority was
established if the upper limit of the 95% confidence interval
(CI) for HR was <1.09.

Finally, we calculated that the number of PFS events for the
primary analysis was 524, and the total sample size was 698
cases, with 349 cases in the experimental group and 349
cases in the control group.

Recruitment. Principal investigators at more than 70 sites will
review the diagnosis in the medical records to identify poten-
tially eligible patients. Patients who agree to participate will
receive an informed consent form (ICF) containing a full
description of the study.
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Data Management. The sponsor is responsible for data manage-
ment using an electronic data collection system (EDC). The EDC
will automatically record the inspection marks of all role opera-
tions such as data preservation, modification, deletion, proofread-
ing, review, freezing, electronic signature, and lock.

Statistical Analysis Plan. The intention-to-treat (ITT) set includes
all randomized patients based on the ITT principle. The per-
protocol set (PPS) includes patients who completed at least 2
cycles of treatment and 1 efficacy assessment after randomiza-
tion without major protocol deviations. The safety analysis set
(SAS) includes all randomized patients who have taken at
least 1 dose of the study medication. Assessment of baseline
characteristics and non-inferiority analyses will be conducted
in the ITT set. Efficacy will be assessed in the ITT set and
the PPS. Safety will be assessed in the SAS. Maximum likeli-
hood estimation would be adopted to handle the missing data.

Based on the Cox proportional hazards model, we will esti-
mate the HR and 95% CI in the ITT and per-protocol popula-
tions with a one-sided type I error of 0.025. Kaplan—Meier
analyses will be used to estimate the median PFS, OS, and
DOR. The log-rank test will be used to assess differences
between the 2 groups.

For PFS assessed by IRC, if the upper limit of 95% CI in
terms of HR is less than the non-inferiority margin of 1.09,
the efficacy of anlotinib combined with CAPEOX chemother-
apy as first-line treatment for mCRC will be considered to be
non-inferior to that of bevacizumab combined with CAPEOX
chemotherapy. For ORR, DCR, and the resection rate of
LMs, Chi-square test or Fisher’s exact test will be used for com-
parisons between groups, and the Clopper—Pearson method will
be used to calculate 95% CI.

The primary and secondary endpoints will also be compared
between the treatment arms using a stratified log-rank test, with
stratification factors as entered in the eRand Central
Randomization System. The EQ-5D will be evaluated based
on descriptive statistical analysis, calculating the number and
percentage of different levels of each dimension in the 2
groups, and using the Wilcoxon rank-sum test for comparisons
between groups. The EORTC QLQ-C30 will also be evaluated
based on descriptive statistical analysis after calculating stan-
dardized scores, and the Wilcoxon rank-sum test will be con-
ducted for comparison.

Based on descriptive statistical analysis, the AEs that occur
in the 2 groups in this trial will be described in a list, and
Fisher’s exact probability method will be used to compare the
incidence of AEs, if necessary.

Confidentiality

Measures to protect confidentiality can be summarized as
follows: only a unique study number will identify patients in
the electronic case report form (eCRF) or other documents to
be submitted to the sponsor. Patient names and other unneces-
sary personal information will not be entered in the eCRF. No

material bearing a patient’s name will be kept on file by the
sponsor. The patients will be informed of their rights within
the ICF. The principal investigator and sponsor will have
access to the final trial data set and no media publicity will be
allowed during the study period.

Discussion

The results of this randomized, phase III study that prospec-
tively compares the antitumor outcomes of standard first-line
systemic therapy (CAPEOX plus bevacizumab) and
CAPEOX with anlotinib in patients with RAS/BRAF WT unre-
sectable mCRC will reveal whether the oral TKI anlotinib com-
bined with CAPEOX can produce non-inferior or even better
clinical outcomes for patients with RAS/BRAF WT mCRC.

For unresectable mCRC, anti-VEGF or anti-EGFR antibod-
ies plus chemotherapy are the standard first-line treatment,
depending on the RAS/BRAF status. Both anti-VEGF and
anti-EGFR monoclonal antibodies are available for WT RAS/
BRAF. The median PFS of chemotherapy alone for mCRC is
8 months, while the addition of bevacizumab increased the
mPFS to approximately 10 months.”*

In the GALGB 80405 and FIRE-3 clinical trials, patients
with unresectable KRAS WT mCRC were treated with bevaci-
zumab or cetuximab plus chemotherapy as first-line treatment:
the median PFS was 10-10.5 months in the cetuximab-
chemotherapy group and 10.3-10.6 months in the bevacizumab-
chemotherapy group, and the response rates were 59.6% to 62%
versus 55.2% to 58% for cetuximab and bevacizumab, respec-
tively, which were not significantly different.'*'*> On the other
hand, 2 phase II clinical trials (ALTER-C-001 and
ALTER-C-002) evaluated the efficacy and tolerance of anlotinib
with CAPEOX as a first-line treatment in unresectable mCRC. In
ALTER-C-001, the ORR was 62.5% and median PFS was 7.79
months regardless of the RAS and RAF status,”’ and in
ALTER-C-002, the mPFS was 11.4 months and the ORR was
73.3% in RAS/RAF WT mCRC. These 2 trials indicate that anlo-
tinib combined with CAPEOX offers potential clinical benefits in
patients with unresectable mCRC.*”

In terms of the safety profile, the most common grade >3
treatment-related adverse events (TRAEs) of anlotinib mono-
therapy in mCRC were hypertension, increased y-glutamyl
transpeptidase (y-GT), and hand-foot skin reaction. When com-
bined with oxaliplatin and capecitabine, the most common
grades 3 or 4 TRAEs (>10%) were hypertension, decreased
neutrophil count, and diarrhea, which can be controlled by
dose reduction or delay. The combination of anlotinib and
CAPEOX is generally well tolerated, and there is no evidence
to suggest that anlotinib increases the frequency or severity of
the known toxicities of oxaliplatin and capecitabine.

Moreover, anlotinib is an oral small-molecule multitarget
TKI, which offers a series of conveniences, especially during
maintenance treatment; patients only receive anlotinib and
capecitabine orally and do not need to stay in a treatment facil-
ity. We hope that oral TKIs could provide more choices for
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patients with unresectable mCRC with clinical benefits compa-
rable to the present standard of care.

Thus, based on the previous phase II study data, it is very
meaningful to launch a multicenter, randomized, phase III clin-
ical trial to compare the efficacy and safety of the anlotinib plus
CAPEOX regimen with the standard treatment for unresectable
mCRC patients with RAS/BRAF WT.

Conclusion

This phase III study is designed to investigate the efficacy and
safety of anlotinib combined with CAPEOX as a first-line
therapy for patients with RAS/BRAF WT mCRC. The results of
this trial will potentially lead to anlotinib being a new treatment
option for mCRC, with improved survival and decreased toxicity.
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