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Abstract: Objective To systematically evaluate the bleeding risk of patients with metastatic renal cell carcinoma treated
with vascular endothelial growth factor receptor (VEGFR) inhibitors. Methods Collected from domestic and foreign
databases the clinical trials of metastatic renal cell carcinoma treated with VEGFR inhibitor monotherapy. By using the
internationally commonly—used Cochrane Collaboration’s Risk Assessment Tool for methodological quality, and RevMan
5.3 for meta—analysis, the incidence of bleeding risk was compared between VEGFR inhibitors (observation group) and
placebo or other anti-tumor agents (control group). Results The results showed that VEGFR inhibitors caused a
significantly higher incidence of bleeding risk than placebo or interferon [14.6% (258/1 769) vs. 3.4% (52/1 545), RR=5.19,
95% CI (3.79,7.12), P<0.000 01]. Compared with mammalian target of rapamycin (mTOR) inhibitors, VEGFR inhibitors
significantly reduced the risk of bleeding [17.0% (106/622) vs. (4.6% 29/635), RR=0.23, 95% CI (0.15,0.36), P<0.000 01].
Conclusion VEGFR inhibitors for metastatic renal cell carcinoma had a risk of bleeding, but the risk of bleeding was lower

than that of mTOR inhibitors. VEGFR inhibitors should be used with caution for patients with metastatic renal cell
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carcinoma at risk of bleeding.

Keywords: VEGF targeted drugs; Bleeding risk; Meta—analysis

0 B
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Fig. 1 Summary map of risk of publication bias for included

literature

A1 VEGFR 374 7] 2 lo4 ) 3 IFN #9 6 50 RCT 84 Sk A 45 42
Tab. 1 Basic characteristics of six RCTs with VEGFR inhibitors compared to placebo or IFN
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MG RHHRLL Odds Ratio 0dds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Escudier 2007 12 337 28 304 45.8% 4.91[3.13,7.70] -
Motzer 2009 68 375 7360 13.6% 11.17[5.05,24.68] s
Rini 2010 21 362 4 347 9.0% 528[1.79,1555] —_
Rini BI 2008 7366 1349 23% 6.79[0.83,55.44] ——
Sternberg 2013 41 290 9 145 24.0% 249[117,527) ——
Yang 2003 9 39 340 53% 3.70[0.92,14.89] —

1769 1545 100.0%  5.19[3.79,7.12] *

258 52

Heterogeneity: Chi*=7.62 .df=5 (P=0.18); P=34%
Test for overall effect: Z-10.24 (P<0.000 01) 0.002 0.1 1 o 500

gl AR
B2 VEGFR | & T4 & 2% RO 8 ) o XU 3
Fig. 2 Comparison of bleeding risk between VEGFR

inhibitors and interferon or placebo
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Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Choueiri 2015 12 331 46 322 44.1% 023[0.12,043] ——
Hutson 2014 13 252 51 249 47.7%  0.21[0.11,0.40] ——
Motzer 2015 4 52 9 51 82% 0.39][0.11, 1.36] e
Tol 635 622 100.0%  0.23[0.15,0.36] L 4
Tof 29 106
Heterogeneity ty: Chi>=0.75 ,df=2 (P=0.69); P~0%
0.01 0.1 1 10 100
Test for overall effect: Z=6.69 (P<0.000 01) WG KA

B3 VEGFR##| #l 5 mTOR 47 | 7 &9 i i )X He %%
Fig. 3 Comparison of bleeding risk between VEGFR

inhibitors and mTOR inhibitors
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Fig. 4 Funnel plot of publication bias for VEGFR inhibitors

compared to placebo or IFN
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Fig. 5 Funnel plot of publication bias for VEGFR inhibitors

compared to mTOR inhibitors
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