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Meta-analysis of Efficacy and Security of Bevacizumab Combined with Platinum in the Treatment of
Advanced Non-small-cell Lung Cancer
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Lul, CHEN Fang“(l.The First Clinical Medical College, Zhejiang Chinese Medical University, Hangzhou 310053, China;
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ABSTRACT: OBJECTIVE To evaluate the efficacy and security of bevacizumab combined with platinum in the treatment of
advanced non-small-cell lung cancer(NSCLC). METHODS Clinical literature of bevacizumab and platinum in treating
NSCLC were collected from Pubmed, Elsevier sciencedirect, CENTRAL, CNKI, CBM, Wangfang and VIP etc. Review Manager
5.2 was used for Meta-analysis of overall remission, progression free survival, overall survival, adverse effects and death rate of
advanced NSCLC treated with bevacizumab. RESULTS Seven papers were included. The Meta-anaylysis results suggested
that Dhigh and low dose bevacizumab obviously improved overall remission rate and progression free survival of advanced
NSCLC patients(P<0.000 01); @high dose bevacizumab obviously prolonged overall survival of NSCLC patients(P<0.000 01),
but low dose bevacizumab had no significant effect on ooverall survival; ®high and low dose bevacizumab could increase
incidence of adverse effect without effect of motality. CONCLUSION Bevacizumab combined with platinum can obviously
improve overall remission, progression free survival and overall survival of NSCLC patients, but it also increases incidence of
adverse effects and can’t reduce motality.

KEY WORDS: bevacizumab; non-small-cell lung cancer; platinum; chemotherapy; Meta-analysis; tumor
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direct. Medline. Embase. Cochrane Central Register
of controlled Trials(CENTRAL). Springer. SCI.
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Fig. 1 Basic data of the literature
o 7 % Be+HI%A4L B .
B 1E i _ _ MBS bR
g il I B Bil% EES] ke i
Leighl™ HIB/IV i . HoAb RCT 696 Be+Ge+Ci 347 Cit+Ge ORR. PFS. OS. AE
Sandler”! B/ JiRdE . . HA RCT 434 Be+Pa+Ca 444 Pa+Ca PFS. OS. AE
Niho®! IIB/IV JiRdE . At DB-RCT 121 Be+Pa+Ca 59 Pa+Ca ORR. PFS. OS. AE
Brahmer'"! IIB/IV JiRda . At RCT 381 Be+Pa+Ca 392 Pa+Ca ORR. PFS. OS. AE
Johnson™ IIB/IV i B, HoAh DB-RCT 66 Be+Pa+Ca 32 Pa+Ca ORR. OS. AE
Fr N IB/IV JlsE . At RCT 40 Be+Do+Ci 35 Do+Ci ORR. AE
Rt /v JgiE e Hofth RCT 120 Be+Pe+Ci 120 Pe+Ci ORR. PFS. 0S. AE
i Be- IR 4; Pa—$0M2RE: Ca—R4H: Ci-liit§H; Ge—i PEMbIE; Pe—Hi3LMI%E; Do-Z Hifh3e: AE-ARB; RCT-BEHLY iK% ; DB-RCT-
RUE BEHL RIS -
Note: Be-bevacizumab; Pa-taxinol; Ca carboplatin; Ci—Cisplatin; Ge—Gemcitabine; Pe—pemetrexed; Do-docetaxel; AE-adverse effects;
RCT-randomized controlled trial; DB-RCT—double-blind randomized trial.
bevacizumab Control Odds Ratio Odds Ratio
Study or subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Brahmer 2011 (%, 15 mg/kg) 78 190 23 162 14.1% 4.21([2.48,7.13] l
Brahmer 2011 (%, 15 mg/kg) 55 191 36 230 22.3% 2.18[1.36, 3.50] -
Johnson D 2004 (15 mg/kg) 11 34 6 32 4.0% 2.07[0.66, 6.49] 1
Leighl 2010 (15 mg/kg, <65) 102 248 56 235 32.5% 2.23[1.51,3.31] -
Leighl 2010 (15 mg/kg, >65) 42 103 33 112 18.0% 1.65[0.94, 2.90] Bl
Niho 2012 (15 mg/kg) 71 117 18 58 9.1% 3.43[1.76, 6.69] -
Subtotal (95% CI) 883 829 100.0% 2.50[2.01, 3.10] ‘
Total events 359 172
Heterogeneity: Chi?=7.43, df =5 (P=0.19); 12=33%
Test for overall effect: Z= 8.22 (P<0.00001)
12.1.2 bevacizumab 7.5 mg/kg
Leighl 2010 (7.5 mg/kg, <65) 114 256 56 235 42.0% 2.57[1.74,3.78] L
Leighl 2010 (7.5 mg/kg, >65) 26 89 33 112 26.8% 0.99 [0.54, 1.82] b
TR 2014 (7.5 mg/kg) 24 40 13 35 72% 2.54[1.00, 6.45] I
B 2014 (7.5 mg/kg) 63 120 39 120 24.0% 2.30[1.36, 3.88] "
Subtotal (95% CI) 505 502 100.0% 2.08 [1.60, 2.70] g
Total events 227 141
Heterogeneity: Chi?=7.13, df =3 (P =0.07); /2= 58%
Test for overall effect: Z=5.43 (P <0.00001)
I0.01 0.ll 1 ll0 100I

Favours bevacizumab Favours [control]

Test for subgroup differences: Chi?=1.11, df =1 (P =0.29), /2= 10.2%

1 ORR # Meta 4 #7
Fig.1 Meta-analysis of ORR

PFS. Meta 4 #7145 R W os AT T s ai gy,
PG KT = DU BB 7 M 0 NSCLC #BREF%
f& PFS WA, ZEK PFS, ZRARIM¥EE N
(HR=0.71, 95%CI: 0.65~0.77 , P<0.000 01 ;
HR=0.75, 95%CI: 0.64~0.87, P=0.0003). %%
LK 2.

2.2.3 A FE M (overall survival, OS) 274 4
R SCmR I 6 ANBFFCRT 1 RS SCRRIPTG 2 AN TR
8 7 A ARG & DGR BT OC ) OS. Meta 73 #r 46
B, =& DR R & B 2R AT VR T G 3
NSCLC feftmEam 0S, ZRAGIT¥E XL
(HR=0.85, 95%CI: 0.77~0.93, P=0.0009). {EA
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T TRBPIAR R . Meta 05 REH, 5
AR AT A L, AR AR TR R P A 2R
HI7 RS S E B I NSCLC & =3 b ki 4 f i
/b a7 I P XU (P<0.05), T 1o 771 B DUAR BT AN
IS8 N =3 2 ) A PR 20 A 920 A I X
Kr(P<0.05), & REEIN=3 HEAJK. Hi.
W I il R I SO IR I P R A2 2R.(P<0.05) . 455
W 2,

oh R AR R 2452 2015 4F 11 A28 32 B2 11 3



Hazard Ratio Hazard Ratio

Study or subgroup log[Hazard Ratio] SE  Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Brahmer 2011 (%, 15 mg/kg) -0.3425 0.1108 15.0% 0.71[0.57, 0.88] -
Brahmer 2011 (13, 15 mg/kg) -0.4463  0.0986  19.0% 0.64 [0.53, 0.78] -

Leighl 2010 (15 mg/kg, <65) -0.1625  0.0949  20.5% 0.85[0.71, 1.02] -

Leighl 2010 (15 mg/kg, >65) -0.1744  0.1468 8.6%  0.84[0.63, 1.12] -

Niho 2012 (15 mg/kg) -0.4943  0.1834 55%  0.61[0.43,0.87] -

Sandler A 2010 (15 mg/kg) -0.4155 0.0767 31.4% 0.66 [0.57, 0.77] =

Subtotal (95% CI) 100.0%  0.71[0.65, 0.77] )

Heterogeneity: Chi>=7.61,df =5 (P =0.18); /2=34%
Test for overall effect: Z=7.96 (P < 0.00001)

7.1.2 bevacizumab 7.5 mg/kg

Leighl 2010 (7.5 mg/kg, <65) -0.2744 0.0938  72.9%  0.76 [0.63,0.91] ||
Leighl 2010 (7.5 mg/kg, >65) -0.3425 0.1537  27.1%  0.71[0.53, 0.96] -
Subtotal (95% CI) 100.0%  0.75[0.64, 0.87] ¢
Heterogeneity: Chi>=0.14, df=1 (P =10.71); 2= 0%
Test for overall effect: Z=3.66 (P = 0.0003)
I } t |
0.01 0.1 1 10 100
. . Favours bevacizumab Favours [control]
Test for subgroup differences: Chi? = 0.29, df =1 (P =0.59), I 2= 0%
2 PFS #] Meta 4 #ft
Fig.2 Meta-analysis of PFS
Hazard Ratio Hazard Ratio
Study or subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Brahmer 2011 (%, 15 mg/kg) -0.0202  0.4845 1.1% 0.98 [0.38, 2.53]
Brahmer 2011 (%5, 15 mg/kg) -0.3567 0.1079  21.3% 0.70 [0.57, 0.86] -
Leighl 2010 (15 mg/kg, <65) 0.0862 0.1092  20.8%  1.09[0.88, 1.35] Nl
Leighl 2010 (15 mg/kg, >65) -0.1278 0.1686 8.7% 0.88 [0.63, 1.22] -T
Niho 2012 (15 mg/kg) -0.01 0.2133 5.4% 0.99 [0.65, 1.50] 1T
Sandler A 2010 (15 mg/kg) -0.2231 0.0761 42.8% 0.80 [0.69, 0.93] u
Subtotal (95% CI) 100.0%  0.85[0.77, 0.93] ¢
Heterogeneity: Chi?=9.70, df = 5 (P = 0.08); /2= 48%
Test for overall effect: Z=3.32 (P =0.0009)
15.1.2 bevacizumab 7.5 mg/kg
Leighl 2010 (7.5 mg/kg, <65) -0.0202 0.1108  70.8%  0.98 [0.79, 1.22] _E
Leighl 2010 (7.5 mg/kg, >65) -0.1744  0.1725 29.2% 0.84[0.60, 1.18]
Subtotal (95% CI) 100.0%  0.94[0.78, 1.12] 4
Heterogeneity: Chi2=0.57, df = 1 (P =0.45); /2= 0%
Test for overall effect: Z=0.70 (P = 0.48)
| t t |
0.01 0.1 1 10 100
X . Favours bevacizumab Favours [control]
Test for subgroup differences: Chi2= 0.90, df =1 (P =0.34), /2= 0%
3OSt Meta 447
Fig. 3 Meta-analysis of OS
#2 T RRRH Meta 547
Fig. 2 Meta-analysis of adverse effects
DA% AT 15 mgkg ™! AR T 7.5 mgkg ™
>3 GRR R Cyar R 53R R
i I — Y OR P i —_— [z OR P
P I'I% P I'l%
Hp M L T g 2> 5 0.001 75 R 1.29 0.006 3 0.70 0 F 1.45 0.02
1R 1l 5 0.57 0 F 7.13 <0.001 3 0.34 11 F 2.80 0.006
HAR 3 0.73 0 F 8.61 0.001 2 0.54 0 F 6.45 0.08
oo 3 0.48 0 F 3.32 <0.001 1 0.99 0 F 2.49 0.07
e 3 0.82 0 F 2.66 0.001 2 0.30 17 F 1.70 0.11
Jiti 3 i 2 0.72 0 F 4.09 0.03 2 0.80 0 F 2.28 0.33
RIS 4 0.54 0 F 1.53 0.04 3 0.44 0 F 1.33 0.26

W R-FENLRLSAE A, P[] g SN AT
Note: R-random effect model; F—fixed effect model.
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TH % Y (OR=1.19, 95%CI: 0.42~3.40, P=0.74;
OR=0.55, 95%CI: 0.27~1.13, P=0.10).
3 g
I A — ol I 2 T BT 2R A 3 o ) 2 ek
R, Hod NSCLC 41 85%, 1 FAEFRAE
10%~15%, 5 4EAF7REMES, Hik, $#25 NSCLC
(97 WO B . A e e R Kk
&, RBAEZNEZNH, ZIERRNE R,
HHEMRMHEFIRZ, mEZRZMENEEK
[ ¥ (vascular endothelial growth factor, VEGF).
VEGF 1] # Z Fh R e gk i ik 1 2 , did 5 24k
ghfy, MAhnaf A EE M,  [F R IRk At i B A=
R R T 140 2 35 T 1 e AR I A A P, AR B
Wit 454 VEGF AW H 52484, 5 i
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AT IR TR NSCLC L4 2 [H A 4ME 7T
#5, F FRAME. WJOGS5910L. HANSHIN
Oncology Group 0109 &5 KA 5T 24, KA 544
ANTEEFRER 7 5 RCT X!, Meta 7347
B DU R B G B R IT e 4R = e NSCLC &
H") ORR. PFS K OS, H& 5 HEA RN KA
ORR J51fi, Meta 73R B s K5 & DU R
PUE A B 2R A0 T LG R Al B0 2 A TT B B Y o e 44
NSCLC [¥] ORR, 5k 2 i mt 7t 45 F A
PFS J5ifil, #id Meta 0T KB (K& U
R AP A B AT LE B Al A 28 0T B U B MG
NSCLC % PFS, 5ok Rt 7t 45 A A .
OS Jiifd, 4 5 CHR! ey 6 AN e w7 &
WFEd, 4 MR P>0.05, 2 MWTS P<0.05, 3T
Meta 7341 5 30 e 751 B DUAR BRI & B 2R bL 4l
AT IRYT IR NSCLC B Bk ¥ oS, #
A G2 L (P<0.001). 408 70 R I, P<0.05
i 2 A R %, — e R B R
N B B 2 A S & 9 f5 Meta 23 AT 1) P B
S K . IR DU PGB 40 2R AT A L
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Association Study Between Olanzapine Effect and Plasma BDNF in Schizophrenia Patients with Positive
or Negative Symptoms

SONG Mingfen®, ZHANG Long®, DONG Jiezheng®, CHEN Haiping®, TAO Yunhai’, ZHU Chunyan®, WANG
Shengdong®, SHI Jianfeib*(Hangzhou Seventh People’s Hospital, a.Molecular Biology Laboratory, b.Department of
Psychiatry, Hangzhou 310013, China)

ABSTRACT: OBJECTIVE To study the plasma BDNF levels in schizophrenia patients with positive or negative symptoms
before and after olanzapine treatment. METHODS Schizophrenia patients with positive symptoms, schizophrenia patients with
negative symptoms and healthy controls were recruited based on the criteria of inclusion and exclusion. The two groups of
patients received olanzapine treatment. Positive and negative syndrome scale (PANSS) questionnaire was used to estimate the
response to olanzapine treatment. Plasma BDNF levels from the healthy controls and two groups of schizophrenia patients before
and after olanzapine treatment were determined by ELISA method. RESULTS Significant negative correlations were obtained
between PANSS scores and plasma BDNF levels both before and after olanzapine treatment in the patients with positive
symptoms(P<0.01). In this group, plasma BDNF levels before olanzapine treatment were significantly lower than those of
healthy controls. Furthermore, good or median response to olanzapine treatment had obviously increase in plasma BDNF levels
when compared to those before treatment, while BDNF levels were not enhanced significantly in treatment-resistant patients.
Neither significant change of plasma BDNF levels nor significant correlation between PANSS scores and plasma BDNF levels
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