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Adverse Events of Bevacizumab in Patients with Metastatic Colorectal Cancer: A Meta-analysis

DU Zhen, YU Yong, ZHANG Wei(Department of Pharmacy, the First Affiliated Hospital of China Medical Universiy,
Shenyang 110001, China)

ABSTRACT: OBJECTIVE To quantify the risk of bevacizumab-related adverse effects in patients with metastatic colorectal
cancer (mCRC). METHODS Randomized controlled clinical trials (RCTs) of bevacizumab plus chemotherapeutic agents for
patients with mCRC from the databases of Cochrane Library, Pubmed, EMBASE, CNKI, CBM and Wanfang Database for
investigating side effects were retrieved. Then the methodological quality of included studies were evaluated. Meta-analysis was
performed with the Review Manager 5.1. RESULTS It was retrieved seven out of 198 eligible papers encompassing 3 493
patients. The relative risk of hypertension (RR=3.93, P<0.001), gastrointestinal perforations (RR=4.10, P=0.02), proteinuria
(RR=3.76, P=0.009), thrombosis events (RR=1.33, P=0.008) and bleeding (RR=1.94, P=0.010) were significantly increased in
the bevacizumab group. There was no statistical difference in pulmonary embolism (RR=0.78, 95% CI 0.42-1.46, P=0.44),
leukopenia (RR=1.15, 95% CI 0.95-1.40, P=0.14), grade 3—4 diarrheas (RR=1.17, 95% CI 0.98-1.40, P=0.09) between both
groups. The grade 3-4 adverse events slightly increased in the bevacizumab group (RR=1.16, 95% CI 1.09-1.24, P<0.001).
There was no statistical difference in fatal adverse events between both groups. CONCLUSION  These results show that the
risks of hypertension, gastrointestinal perforations, thrombosis, proteinuria and bleeding of bevacizumab group were higher than
the chemotherapy alone group. However, bevacizumab did not increase the incidence of fatal adverse events compared with
chemotherapy alone.

KEY WORDS: colorectal cancer; bevacizumab; adverse event; Meta-analysis
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Adverse Events Chemo+Bevevents Chemoaloneevents RiskRatio(95% CI) RR(95% CI)

- Grade 3-4 any adverse events 1244(1567) 1087(1558) U 1.16 (1.09, 1.24)
Hypertension 158 (700) 40 (706) L 2 3.93 (2.83, 5.45)
Grade 3-4 hypertension 114 (1541) 25 (1531) L 4.44(2.92, 6.74)
Proteinuria 143 (493) 106 (501) * 1.37(1.10, 1.71)
Grade 3-4 proteinuria 17 (1588) 3 (1569) ~JeeEgee-- 3.76(1.40,10.09)
Leukopenia 154 (586) 135 (598) » 1.15 (0.95, 1.40)
Grade 3-4 bleeding 43 (1541) 22 (1531) < 1.94(1.17, 3.21)
Thrombosis events 171 (1539) 129 (1533) * 1.33 (1.08, 1.65)
Gl perforation 13 (1301) 2(1284) ~ali— 4.10(1.29,13.01)
Pulmonary embolism 17 (493) 22 (501) - 0.78 (0.42, 1.46)
Grade 3-4 diarthea 215 (560) 195 (571) 4 1.17 (0.98, 1.40)

| } } i
0.01 0.1 1 10 100
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Figl Comparison of the incidence of adverse events between bevacizumab plus chemotherapy group and chemotherapy alone group
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Total (95% CI) 1775 1496
Total events 34 29

Heterogeneity: Chi®= 2.46, df= 4 (P = 0.65); F=0%
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Fig 2 Meta-analysis of fatal adverse events between both groups
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Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed. 95% CI
Giantonio 2007 67 287 68 285 274%  0.98[0.73,1.31]
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Kabbinavar 2005 10 100 13 104  51%  0.80([0.37,1.74]
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Total (95% CI) 1474 1461 100.0%  1.25[1.08, 1.45] +
Total events 3T 250
Heterogeneity: Chif= 5.92, df=3 (P=0.12); F= 43% ID m 051 } 1’0 1DD=

Testfor overall effect Z= 2,96 (F = 0.003)
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Fig 3 Meta-analysis of treatment discontinuation events between both groups
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