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Efficacy and Safety of Apatinib Monotherapy as Subsequent-line Therapy on Patients
with Advanced Esophageal Squamous Cell Carcinoma
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Abstract: Objective To investigate the efficacy and safety of apatinib monotherapy as subsequent-line
therapy on patients with advanced ESCC. Methods We included 56 patients with advanced ESCC who
were administered with apatinib monotherapy. The initial dosage of apatinib was 500mg or 250mg daily.
Clinicopathological characteristics, adverse reaction and prognosis of the patients were analyzed. The
primary endpoint of this study was PFS, the secondary endpoints were ORR, DCR, OS and safety of apatinib
administration. Results All the 56 patients with ESCC corresponded with the eligibility criteria and were
available for the evaluation of efficacy and adverse reaction. The ORR of the 56 patients who received
apatinib monotherapy was 8.9% (95%CI: 3.0%-19.6%) and DCR was 64.3% (95%CI: 50.4%-76.6%). The
median PFS was 3.7 months (95%CT: 3.19-4.21) and the median OS was 6.3 months (95%CI: 3.53-9.08). The
common adverse reactions were hypertension (50.0%), fatigue (41.1%), loss of appetite (35.7%), hand-foot
syndrome (30.4%) and diarrhea (26.8%). Conclusion Apatinib monotherapy demonstrates potential efficacy
and tolerable safety as the further-line treatment for the patients with advanced ESCC. And the conclusion
should be validated in prospective clinical studies subsequently.
Key words: Esophageal squamous cell carcinoma; Apatinib; Efficacy; Prognosis; Safety
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[ From June 2015 to December 2020, a total of 131 patients with advanced or recurrent ESCC

were underwent eligibility screening retrospectively

53 patients failed to meet the eligibility criteria
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[ A total of 78 patients with ESCC met the eligibility criteria

22 patients met the exclusion criteria
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» 7 patients were concomitant with other tumors or serious diseases
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[ A total of 56 patients with advanced ESCC were included retrospectively
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Figure 1 Flow chart of literature screening
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Table 1 Baseline characteristics of 56 patients with

previously- treated advanced ESCC

Characteristics n(%)
Median age(range)(years) 63(21-79)
Gender

Male 41(73.2)

Female 15(26.8)
ECOG PS score

0-1 36(64.3)

2 20(35.7)
Distant metastasis status

Yes 49(87.5)

No 7(12.5)
Lines of previous systemic therapy

Second 12(21.4)

Further 44(78.6)
History of surgical treatment

Yes 38(67.9)

No 18(32.1)
History of targeted drug therapy

Yes 8(14.3)

No 48(85.7)
History of immunotherapy

Yes 12(21.4)

No 44(78.6)
Initial dosage of apatinib (mg)

500 21(37.5)

250 35(62.5)

Notes: ESCC: esophageal squamous cell carcinoma; ECOG: Eastern

Cooperative Oncology Group; PS: performance status.
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Figure 3 PFS and OS of 56 patients with advanced ESCC

receiving apatinib monotherapy
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Table 2 PFS of 56 patients with advanced ESCC according

to baseline characteristics in univariate and multivariate

analyses
Characteristics Median P(univar'iateMultivariate analysis
(95%CI) analysis) HR(95%CI) P

Age (years) 0.031 ((),509..7(3_96) 0.041

<63 4.20(3.51-4.89)

=63 3.00(2.67-3.33)
Gender 0.215

Male 3.20(2.87-3.53)

Female 3.81(3.22-4.40)

0.57

ECOG PS score 0.018 036.091) 0.022

0-1 4.50(3.71-5.29)

2 2.50(1.91-3.09)
Distant 0.519 = =
metastasis status

Yes 3.68(3.08-4.28)

No 4.10(3.75-4.45)
Lines of previous 0.435 - -
systemic therapy

Second line 3.71(3.12-4.30)

Further line 3.50(3.08-3.92)
History of surgical 0.532 - =
treatment

Yes 4.10(3.25-4.95)

No 3.68(3.17-4.19)
History of targeted 0.435 - -
drug therapy

Yes 3.81(3.25-4.37)

No 3.68(3.11-4.25)
History of 0.313 - -
immunotherapy

Yes 4.20(3.55-4.85)

No 3.50(3.11-4.25)
Initial dosage 0.434 - -
of apatinib (mg)

500 4.10(3.35-4.85)

250 3.68(3.19-4.17)

Notes: PFS: progression-free survival; CI: confidence interval; —: not

applicable.
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Table 3 Adverse reaction of 56 advanced ESCC patients

EEETH

receiving apatinib monotherapy (n(%))
Opverall incidence Grade 1-2 Grade 3-4

Adverse reaction

Hypertension 28(50.0) 19(33.9)  9(16.1)
Fatigue 23(41.1) 20(35.7)  3(5.4)
Loss of appetite 20(35.7) 18(32.1) 2(3.6)
Hand-foot syndrome 17(30.4) 9(16.1)  8(14.3)
Diarrhea 15(26.8) 15(26.8)  0(0.0)
Nausea and vomiting 15(26.8) 14(25.0)  1(1.8)
Proteinuria 11(19.6) 11(19.6)  0(0.0)
Hematological toxicity 9(16.1) 7(12.5)  2(3.6)
Bleeding 7(12.5) 6(10.7)  1(1.8)
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