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[ Abstract ] Background and objective Bevacizumab combined with platinum-based chemotherapy has been recom-
mended as the first-line agent in advanced nonsquamous non-small cell lung cancer (NSCLC) without driven gene, but this regi-
men is not common in the second-line or later-line treatment of non-squamous NSCLC. The aim of this study is to investigate the
efficacy and safety of bevacizumab combined with chemotherapy as second-line or later-line treatment in advanced non-squamous
NSCLC. Methods We retrospectively reviewed the clinical data of advanced nonsquamous NSCLC patients who were treated
with bevacizumab after first-line treatment failure and they were hospitalized in the Affiliated Cancer Hospital of Zhengzhou Uni-
versity from January 2014 to June 2017, and Kaplan-Meier method, Log-rank test and Cox model were used for analysis. Results
A total of 62 patients were included in the analysis. The total objective response rate (ORR) was 32.2%, and the disease control
rate (DCR) was 96.8%. The median progression-free survival (PFS) was 6.4 months (95%CI: 6.05-6.83), and the median overall
survival (OS) was 20.4 months (95%CI: 12.98-27.76). In the subgroup analysis, there was no significant difference in median
PFS between patients with brain metastases and those without brain metastases (6.2 months vs 6.4 months, P=0.052). Cycles of
bevacizumab (>6 or <6 cycles) was an independent influencing factor of PFS (P=0.004). The most common adverse events were
leukopenia, fatigue, nausea, thrombocytopenia and hypertension. Conclusion In the second-line or later-line treatment, bevaci-
zumab combined with chemotherapy is an effective and safe regimen for advanced non-squamous NSCLC.
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Tab 1 Clinical characteristics of patients

Category n (%)
Age (yr)
>60 18(29.0)
<60 44(71.0)
Gender
Male 21(33.9)
Female 41 (66.1)

Smoking status

Ever 56 (90.3)

Never 6(9.7)
EGFR mutation

Positive 30 (48.4)

Negative 32(51.6)
ALK rearrangement

Positive 13 (21.0)

Negative 49 (79.0)

Driver mutation

Yes 43 (69.4)

No 19 (30.6)
Brain metastases

Yes 28 (45.2)

No 34 (54.8)
Bone metastases

Yes 25(40.3)

No 37 (59.7)
Cycles of bevacizumab

<6 32(51.6)

>6 30 (48.4)
Platinum-based regimens

Yes 24 (38.7)

No 38(61.3)

EGFR: epidermal growth factor receptor; ALK: anaplasticlymphoma
kinase.
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Tab 2 Cox multivariate analysis
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Category PFS 0s
HR (95%Cl) P HR (95%Cl) P

Age (yr) 1.531(0.680-3.444) 0.304 0.847 (0.287-2.497) 0.764
Gender 0.376 (0.103-1.310) 0.123 0.565 (0.186-1.713) 0.313
Smoking status 2.806 (0.738-9.665) 0.130 2.350(0.989-5.871) 0.097
EGFR mutation 0.882 (0.134-5.810) 0.896 0.551(0.059-5.122) 0.600
ALK rearrangement 0.941 (0.164-5.388) 0.946 0.889 (0.158-4.984) 0.893
Driver mutation 0.933 (0.136-6.404) 0.943 1.470 (0.167-12.92) 0.728
Brain metastases 0.208 (0.492-1.045) 0.052 0.673 (0.364-1.548) 0.250
Bone metastases 1.593 (0.775-3.274) 0.205 2.540 (0.916-7.042) 0.073
Cycles of bevacizumab 0.290 (0.124-0.678) 0.004 1.297 (0.480-3.504) 0.608
Platinum-based regimens 0.814 (0.389-1.701) 0.584 0.650 (0.272-1.549) 0.331

=3 BTTHEXHNTIR R K

Tab 3 Treatment-related adverse events

Brain metastases
0.0

0 5 10
PFS (mo)

15

20

25

Cycles of Bev<6

5
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Adverse events All grade Grade 1-2 Grade 3-4
Leukopenia 30 24 6
Thrombocytopenia 12 6 6
Fatigue 26 23 3
Nausea 18 18 0
Vomiting 8 8 0
Decreased appetite 27 23 4
Hypertension 5 4 1
ALT increase 4 4 0
AST increase 6 6 0
Alopecia 2 2 0
Myalgia 6 6 0
Dizziness 2 2 0
ALT: alanine aminotransferase; AST: aspartate aminotransferase.
A 1.0 b 1.0
’ ’ B 1 £FHEk. ATF/E
e 5 B HIPFSHIZ ;
0.8 No brain metastases 0.8 Cycles of Bev>6 B: X ERE T A>64
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E E Fig 1 Survival curve
< e of the patients. A: PFS
3 04 A 04 curves of patients
with/without brain
0.2 0.2

metastases; B: PFS
curves of patients who
used bevacizumab >6
and <6 cycles. Bev:

Bevacizumab.
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