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[ Abstract ] Background and objective The efficacy of second or third-line chemotherapy in advanced non-small
cell lung cancer (NSCLC) patients is low. The use of targeted drugs brings survival benefit for some patients. Apatinib, as a
novel small molecule antiangiogenic drug, has demonstrated satisfactory anticancer activity across a broad range of malignan-
cies. The aim of this study is to evaluate the efficacy and safety of apatinib in patients with advanced NSCLC after first-line
treatment failure. Methods A retrospective study of 128 patients was conducted to evaluate the safety, short-term efficacy
and survival status with different regimens. Kaplan-Meier method and Cox regression model were used for analysis. Results
Compared with chemotherapy alone, the median progression free survival (PFS) in apatinib monotherapy, chemotherapy
alone and apatinib combined with chemotherapy were 3.0 (P=0.381), 3.7 and 6.0 months (P<0.001), respectively. The me-
dian overall survival (OS) were 6.0 (P=0.494), 6.5 and 9.0 months (P=0.001), respectively. The incidence of adverse events in
grades 3-4 were 18.5%, 15.8% and 16.0%, respectively (P=0.947). Different treatment regimens (P=0.018) and performance
status (PS)(P<0.001) were the independent factors of PFS. The smoking history (P=0.014), treatment regimens (P=0.002)
and PS (P<0.001) were independent influencing factors of OS. Conclusion Apatinib has a good security. After first-line treat-
ment failure of lung cancer, chemotherapy combined with apatinib in second or third-line is beneficial in PFS and OS when

compared with chemotherapy alone. But when making comparison between apatinib monotherapy and chemotherapy alone,
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there is no significant difference in PFS and OS. Patients who never smoke or has a better PS or use combination therapy have

longer survival time.
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* 1 ZHEAERITARBBEIRKEHED (%) ]
Tab 1 The clinical characteristics of patients among three different treatment regimens [n (%) ]

Variable Total Apatinib Chemotherapy Apatinib and chemotherapy P

Gender 0.097
Male 87 (68.0) 23(85.2) 48(63.2) 16 (64.0)
Female 41(32.0) 4(14.8) 28 (36.8) 9 (36.0)

Performance status 0.089
0-1 60 (46.8) 8(29.6) 41 (53.9) 11 (44.0)
2 68 (53.2) 19 (70.4) 35 (46.1) 14 (56.0)

Age (yr) 0.115
<60 55 (43.0) 7(25.9) 35 (46.1) 13 (52.0)
=60 73 ((57.0) 20(74.1) 41 (53.9) 12 (48.0)

Smoking history 0.105
Yes 82 (64.1) 22 (81.5) 45 (59.2) 15 (60.0)
No 46 (35.9) 5(18.5) 31(40.8) 10 (40.0)

Histology 0.317
Adenocarcinoma 124 (96.9) 25(92.6) 75(98.7) 24 (96.0)
Large cell lung cancer 4(3.0) 2(7.4) 1(1.3) 1 (4.0)

Staging 0.279
b 16 (12.5) 4(14.8) 11 (14.5) 1 (4.0)
1\ 112 (87.5) 23(85.2) 65 (85.5) 24 (96.0)

Surgical history 0.098
Yes 26(20.3) 9(33.3) 11 (14.5) 6 (24.0)
No 102 (79.7) 18 (66.7) 65 (85.5) 19 (76.0)

Gene mutation 0.304
Positive 23(18.0) 7 (25.9) 14 (18.4) 2 (8.0
Negative 34(26.6) 9(33.3) 18(23.7) 7 (28.0)
Unknown 71 (55.4) 11 (40.8) 44 (57.9) 16 (64.0)

Treatment stage 0.434
Second-line 57 (44.5) 11 (40.7) 32 (42.1) 14 (56.0)
Third-line 71 (55.5) 16 (59.3) 44 (57.9) 11 (44.0)

K2 ZHRREIRTT ARBIEHTH
Tab 2 The short-term efficacy comparison among three different treatment regimens

Group n CR PR SD PD ORR DCR

Apatinib 27 0 1 10 16 3.7% 40.7%
chemotherapy 76 0 2 32 42 2.6% 44.7%
Apatinib and chemotherapy 25 0 2 15 8 8.0% 68.0%

CR: response rate; PR: partial response; SD: stable disease; PD: progressive disease; ORR: objective response rate; DCR: disease control rate.
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Fig 1 The thoracic spiral CT of lung adenocarcinoma patient. A: Before using apatinib; B: Using apatinib three months later. CT: computed
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B 2 FhEREEALIT vs BEi{byr. MIAEREZ vs BE{LITRIPFS/OSHIZE. A: SBRPFSHIZ; B: BROSHIZ; C: Z4&IATPFSEI%Z; D: —4iATrOSH
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Fig 2 The PFS/OS curves between apatinib combined with chemotherapy and chemotherapy alone, between apatinib and chemotherapy alone.
A: overall PFS curves; B: overall OS curves; C: PFS curves of second-line treatment; D: OS curves of second-line treatment; E: PFS curves of third-line

treatment; F: OS curves of third-line treatment.
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Tab 3 The toxicities comparison among three different treatment regimens

Toxicity Apatinib (n=27) Chemotherapy (n=76) Apatinib and chemotherapy (n=25) P

1-2 3-4 1-2 3-4 1-2 3-4
Hypertension 13 3 5 0 14 2 0.566
Hand-foot syndrome 12 1 3 0 1 2 0.679
Proteinuria 5 0 7 1 3 0 0.607
Bone marrow suppression 2 0 32 10 4 0 0.413
Vomiting/Diarrhea 10 1 18 0 8 0 0.307
Liver damage 2 0 4 1 1 0 0.741
% 4 CoxBRZEH
Tab 4 Cox multivariate analysis
Variable PFS oS

HR (95%Cl) P HR (95%Cl) P

Gender 0.849 (0.411-1.753) 0.658 0.657 (0.319-1.352) 0.254
Performance status 3.220 (2.074-4.998) <0.001 2.241 (1.454-3.453) <0.001
Age 0.996 (0.976-1.016) 0.661 0.999 (0.979-1.020) 0.944
Smoking history 0.610 (0.300-1.243) 0.173 0.410 (0.201-0.837) 0.014
Histology 1.511 (0.895-2.553) 0.123 1.573 (0.932-2.654) 0.090
Staging 1.501 (0.750-3.004) 0.251 1.832 (0.876-3.831) 0.108
Surgical history 0.611 (0.351-1.066) 0.185 0.738 (0.424-1.287) 0.285
Treatment regimens 0.687 (0.504-0.938) 0.018 0.589 (0.425-0.817) 0.002
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