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[ Abstract ] Background and objective Bevacizumab is a recombinant, humanised, monoclonal antibody against
the vascular endothelial growth factor receptor (VEGFR), the aim of this meta-analysis is to evaluate the clinical efficacy and
safety of bevacizumab combined with chemotherapy for non-small cell lung cancer (NSCLC). Methods The CBM, CNKI,
VIP, WanFang, The Cochrane Library, PubMed, Ovid, EMBASE and SCI etc were retrieved by computer, the randomized con-
trolled trials (randomized control trial, RCT) of bevacizumab combined with chemotherapy in the treatment of NSCLC were
collected by us. The outcomes included overall survival (OS), progression-free survival (PFS), response rate (RR), toxicities
and treatment related mortality. Relative risk (RR) and hazard ratios (HR) were used for the meta-analysis and were expressed
with 95% confidence intervals (95%CI), and the software Stata 12.0 was used for meta-analyses. Results Six trials and 2,338
advanced NSCLC patients were included. Meta analysis indicated that compared with chemotherapy alone, the bevacizumab
(7.5 mg/kg or 15 mg/kg) combination with chemotherapy could increase overall survival rate (RR=1.68, P<0.01, 95%ClI:
1.31-2.15; RR= 1.79, P<0.01, 95%ClI: 1.53-2.08), and could decrease the progression of the disease risk (HR=0.75, P<0.01,
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95%CI: 0.61-0.89; HR=0.69, P<0.01, 95%CI: 0.62-0.77) and the risk of disease death (HR=0.94, P<0.01, 95%CI: 0.77-1.10;
HR=0.87, P<0.01, 95%CI: 0.78-0.97). The high dose of bevacizumab (15 mg/kg) combination with chemotherapy could
increase the treatment related mortality (RR=1.88, P=0.010, 95%CI: 1.16-3.05) and the rates of other toxic reaction. Conclu-

sion Whether first-line or second-line treatment, the addition of bevacizumab to chemotherapy in patients with advanced

NSCLC prolongs RR, OS and PES.

[ Keywords ] Bevacizumab; Chemotherapy; Lung neoplasms; Meta analysis
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Tab 1 The basic characteristics of included trials

Trials Arm Case  Gender Histology Stage Treatment
(M/F) (Inb/1v)
Johnson 20045 99 63/36 15/84
adenocarcinoma,
Control 32 24/8 6/26 TP
large cell carcinoma, squamous cell
Observation 1 32 20/12 . 2/30 TP+B (7.5 mg/kg)
carcinoma, other
Observation 2 35 19/16 7/28 TP+B (15 mg/kg)
Sandler 2006 850 463/387 adenocarcinoma, 105/647
Control 433 253/180 large cell carcinoma, bronchioloalveolar 55/337 TP
Observation 117 210/207 carcinoma, other 50/310 TP+B (15 mg/kg)
Herbst 2007 81 48/33 —
large cell carcinoma, adenocarcinoma,
Control 41 25/16 th — D or P+Placebo
other
Observation 40 23/17 — D or P+B (15 mg/kg)
Reck 2010 1,043  665/378 159/802
adenocarcinoma,
Control 347 223/124 55/266 GP+Placebo
. large cell carcinoma,
Observation 1 345 223/122 th 48/267 GP+B (7.5 mg/kg)
other
Observation 2 351 219/132 56/269 GP+B (15 mg/kg)
Soria 20117 85 47/38 3/82
adenocarcinoma, bronchioloalveolar
Control 11 24/17 1/40 TP
carcinoma, large cell carcinoma, other
Observation 44 23/21 2/42 TP+B (15 mg/kg)
Niho 2012 180 115/65 adenocarcinoma, 40/125
Control 59 38/21 large cell carcinoma, 12/42 TP
Observation 121 77/44 other 28/83 TP+B (15 mg/kg)

M: male; F: female; TP: Paclitaxel (200 mg/m?®) combine with Carboplatin (AUC=6); D: Docetaxel (75 mg/m?); P: Pemetrexed (500 mg/m?); GP
Gemcitabine (1,250 mg/m?) combine with Cisplatin (80 mg/m?); B: Bevacizumab.

R 2 HIAMRBIRE T
Tab 2 Quality evaluation of included trials

Trials Randomization Allocation Blindness Follow up ITT Baseline Quality
concealment analysis grading
Johnson 20045 Computerized Unclear No Yes Yes Yes C
Sandler 2006 Stratified Unclear Unclear Yes Yes Yes B
Herbst 2007%! Stratified Unclear Unclear Yes Yes Yes B
Reck 20101 Stratified Yes Double-blind Yes Yes Yes A
Soria 20117 Unclear Unclear No Yes Yes Yes C
Niho 2012 Stratified Unclear Unclear Yes Yes Yes B
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Fig 3 Meta-analysis of PFS
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% 3 3/ARFEREImetas it
Tab 3 Meta-analysis of grade 3/4 toxicities

Toxicities Quantity (n)  Observation  Control  Heterogeneity analysis  Effects RR (95%Cl) 4 P
12(%) P model

Low-does bevacizumab (7.5 mg/kg)

Leukopenia 2036 142/362 111/359 0 0.771 Fixed 1.27 (1.04-1.55) 2.32 0.020
Gl reactions 20361 29/362 14/359 0 0.789 Fixed 2.06(1.11-3.82) 2.28 0.023
Hypertension 21361 21/362 6/359 54.3 0.135 Random 1.88(0.19-18.71)  0.54 0.590
Bleeding events 20361 19/362 6/359 33 0.309 Fixed 2.75(1.05-7.21) 2.06 0.039
High-does bevacizumab (15 mg/kg)

Leukopenia 63-81 326/990 219/876 48.8 0.196 Fixed 1.33 (1.18-1.49) 410 0.020
Anemia 5t4-8l 95/1,286 94/1,235 46.6 0.096 Fixed 0.94 (0.72-1.23) 0.46 0.643
Gl reactions 413,568 41/522 17/459 0 0.889 Fixed 2.26 (1.31-3.89) 2.94 0.003
Proteinuria 31468 17/875 0/825 0.8 0.365 Fixed 11.5(2.38-55.73)  3.03 0.002
Hypertension 60381 73/948 9/899 0 0.741 Fixed 6.94 (3.59-13.43) 579 <0.001
Bleeding events 56-81 38/948 10/899 0 0.743 Fixed 3.27 (1.67-6.41) 3.45 0.001

3 it

M8 N 24K HF (vascular endothelial growth factor,
VEGF ) Je—JEHA R R A R, T 50 A K
A A R S 2, LA 3 3 T e A L A
MG B RS W5 R VEGELE MR i) % J
Rk, BENEMEREZIALE SRS, AT
FEAML R A A7 . HFEFNITRS , VEGF(F 54 iR 1
e S5 S A HEAE R . DRSS S AL
IgGIPLiR, M ABLRIgGL Be i B BRI B s b 14
SPUREE G 0 EAMNGE XA, FTRBIVEGFRIf 5 I
i, M VEGER A YIEYE, & FLHThE
FHBLHIA = REAE BUA A0 Mg AR A4k, DD e & i A
K M S TR BT 5 ) IR T A L A
LT ek 200 L %) AR RN % 5 A g il A8 R Ak, B
MR B E R, BT 259 1m) g ZHEUN 1 1%
%, RS,

WeIANSCLCE 3 LIbIT A 2R FBe, triEryfb
77 S 4 -6 R AR R IR 5 28 AUl i s 254, 3L
AR H20%-30%, HAAEAFI 8T -1041 1, Bk
HEJRIN ] 34N -5 1 . ECOG 1594JF 5845 SR R,
ARG 25155 JT S8R YT NS CLCRY A= A7 -
SRRE 7.8, E VIS8, £
VUM BEH R Ry 7.4 1, BEZEE+ RN, &7

R LG F S, X RAE—ERE T UK
MINSCLCE E AR A, (HyFaC B8, i,
REELAR S M NS CLC R 3 (WA R0CR A A7, TR 2iasik
S RITHLRIA R R 25 8 AT 7 %8 o PA20044F
A O 2 RIS e DR BRI G Ak 7 iR Y7 i
NSCLC, /R HAEGEK B E PFS X OS5 i #% Hali % ik
Jr A, RHRA X HESENSCLC . (H Dk
BT FNSCLCHARYT PR — 4, JLH
ECOG4599" 15 AVAIL! X B 331 2 44 1) 2 vh o BEHLIFSE
R T A BOR PRSI I A 25 BN ML, (B
(4 OSLE HLAPE . ECOG4SOOMTT Lk I o, DA
FAHUR A RAERN S AZ By R 4lifb YT K T NSCLC
HEOS (1234 H vs 1034 H, P=0.003) , j%i Al
NSCLCYAYT 5 B35 —MEOSHE R BN DL L%,
Ry AR 28 . T 0SS, SEENCCNTE R
WEFEALI TR A DA AT 2 0] 1 TG H It 58 1) g J09 =
NSCLCHJAYT « AVAILBFFE Hr LA BT (7.5 mg/kg Rl
1S mg/kg ) BEAREAFE PE AL EEIRY T IANSCLC, S
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