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Meta-analysis of Efficacy and Safety of Lentinan Injection Combined with Chemotherapy in the Treatment
of Non-small Cell Lung Cancer

YOU Ru-xu', WANG Kai-ping”, HUANG Pu',ZHOU Hong-bo', ZHANG Yu'(1.Dept. of Pharmacy, Union Hos-
pital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan 430022, China; 2.
School of Pharmacy, Tongji Medical College, Huazhong University of Science and Technology, Wuhan
430030, China)

ABSTRACT OBIJECTIVE: To evalute the clinical efficacy and safety of Lentinan injection combined with chemotherapy in the
treatment of non-small cell lung cancer (NSCLC), and to provide evidence-based reference for clinical use. METHODS: Retrieved
from PubMed, EMBase, Cochrane, CBM, VIP, Wanfang database and CNKI, RCTs about Lentinan injection combined with che-
motherapy in the treatment of NSCLC were collected. The methodology quality evaluation of RCTs was evaluated, and Meta-analy-
sis was conducted by using Rev Man 5.0 statistical software. RESULTS: A total of 12 RCTs were included, involving 891 patients.
Meta-analysis indicated that total effective rate [RR=1.39, 95%CI1(1.13,1.73),P=0.002;RR=1.39,95%CI(1.03,1.88) ,P=0.03],
improvement rate of quality life [RR=1.91 ,95%CI1(1.49,2.45) ,P<<0.000;RR=1.98,95%CI(1.33,2.94) ,P<<0.000], the incidence
of medium and severe gastrointestinal reaction [RR=0.55,95%C1(0.43,0.71),P<<0.000];RR=0.40,95%C1(0.18,0.87) ,P=0.02],
the incidence of medium and severe leucopenia [RR=0.69, 95% C1(0.54, 0.88) , P=0.003; RR=0.44, 95% CI1(0.25,0.78) , P=
0.005] of Lentinan injection combined with gemcitabine+platinum (GP scheme) or taxinol+platinum (TP scheme) were better than
those of control group. Lentinan injection combined with NP scheme was better than control group of improvement rate of quality
life [RR=1.79, 95%CI(1.31,2.45),P<<0.000], but there was no statistical significance in other indications. CONCLUSIONS: Len-
tinan injection combined with chemotherapy in the treatment of NSCLC can improve short-term efficacy and reduce toxic effect,
and long-term efficacy is to be proven.
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

1.1.1 LTN+NP vs NP

FE712009 15 32 10 29 59% 1.36[0.73,253] T
2009 28 52 15 26 112% 093[062, 1.41] T
22007 16 33 1 31 64% 1.37[0.76,2.47] T
212008 17 32 15 31 86% 1.10[0.67,1.79] T
Subtotal (95% CI) 149 17 321% 1.14[0.88, 1.48] »
Total events 76 51

Heterogeneity: Chi* = 1.5, df = 3 (P = 0.66); I = 0%

Test for overall effect: Z= 1.01 (P = 0.31)

1.1.2LTN+GP vs GP

455852009 20 31 12 31 67% 1.67[1.00,2.79] [~
FhE2011 17 40 17 4 94% 1.02[061,1.71] T
52010 24 49 20 49 112% 120[077,1.87] ™
2011 20 31 1 30 63% 176[1.03,301] [~
2008 29 47 18 45 103%  154[101,235) —
Subtotal (95% CI) 198 196 440%  1.39[1.13,1.73] (]
Total events 110 78

Heterogeneity: Chi? = 3.23, df = 4 (P = 0.52), I = 0%

Test for overall effect: Z = 3.05 (P = 0.002)

143 LTN+TP vs TP

3652009 25 57 21 5 11.9% 1.17[0.75,1.83] T
®5%2010 14 26 1 26 62% 1.27(0.72,2.26] T
2010 2 34 10 32 58% 198[1.11,352] —
Subtotal (95% Cl) "7 14 239%  139[1.03 1.88] >
Total events 60 42

Heterogeneity: Chi? = 2.09, df = 2 (P = 0.35), I = 4%

Test for overall effect: Z = 2.16 (P = 0.03)

Total (95% CI) 464 427 100.0%  1.31[1.14,152] ¢
Total events 246 171 ) ) ) )
Heterogeneity: Chi? = 8.92, df = 11 (P = 0.63), I? = 0% '001 O.I1 1'0 100'

Test for overall effect: Z = 3.71 (P = 0.0002)
Test for subaroup differences: Chi? = 1.59. df = 2 (P = 0.45). 1= 0%
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Fig 1 Forest plot of Meta-analysis of total effective rate in

Favours [experimental]  Favours [control]

2 groups

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup _ Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.21 LTN+NP vs NP

L2009 15 32 10 29 92% 1.36[0.73,253] T
FIHEE2009 40 52 10 26 116% 200(1.20,333] -
HE 2007 14 33 7 31 63% 1.88[0.88,4.03] ™
12008 16 32 8 31 71% 1.94[0.97, 3.86] D
Subtotal (95% CI) 149 17 342%  1.79[1.31,245] *
Total events 85 35

Heterogeneity: Chiz = 1.00, df = 3 (P = 0.80); = 0%

Test for overall effect: Z = 3.67 (P = 0.0002)

1.22 LTN+GP vs GP

552009 16 3 8 31 70% 200(1.01,398] [
2011 2 40 5 41 43% 430[1.80,10.30] -
#¥/72010 38 439 27 49 236% 1.41[1.05,1.89] il
FEE2008 25 47 12 45 107% 1.99(1.15,3.47] —
Subtotal (95% CI) 167 166 456%  1.91[1.49, 2.45] ¢
Total events 100 52

Heterogeneity: Chi? = 7.51, df = 3 (P = 0.06); I = 60%
Test for overall effect: Z = 5.1 (P < 0.00001)

1.23LTN+TP vs TP

32000 31 57 13 56 115% 234[1.38,399] -

#2010 15 26 10 26 87% 1.50[0.83,2.70] A

Subtotal (95% Cl) 83 202%  1.98[1.33,294] L 2

Total events 46 23

Heterogeneity: Chiz= 1.24, df = 1(P = 0.27); 2= 19%

Test for overall effect: Z = 3.37 (P = 0.0007)

Total (95% Cl) 399 365 100.0%  1.88[1.58,224] (3

Total events 231 110

Heterogeneity: Chi?= 9.63, df = 9(P = 0.38), I*= 6% '(] 01 0'1 1'0 100'

Test for overall effect: Z = 7.10 (P < 0.00001)
Test for subaroup differences: Chi? = 0.17. df = 2 (P = 0.92). I = 0%
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Fig 2 Forest plot of Meta-analysis of KPS score in 2 gro-

Favours [experimental]  Favours [control]
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

1.3.1 LTN+NP vs NP

L2009 6 32 9 29 71% 0.60[0.25, 1.49] -/
FE2007 6 33 9 31 70% 0.63[0.25, 1.55] I
F#12008 2 0® 4 31 31%  048[0.10,246) —_—
Subtotal (95% Cl) o7 o 47.2%  059[0.331.08] R 4
Total events 14 2

Heterogeneity: Chiz = 0.08, df = 2 (P = 0.96); = 0%

Test for overall effect: Z = 1.72 (P = 0.09)

1.3.2 LTN+GP vs GP

45532009 12 31 15 31 113% 0.80[0.45, 1.42] -
Fhei2011 3 40 5 41 37% 0.61[0.16,2.40] N
#2010 2 49 27 49 204% 007[002,029] — *
2011 8 31 15 30 115% 0.52[0.26, 1.04] ™
FEE2008 28 47 32 45 246% 084062, 1.13] "
Subtotal (95% CI) 198 196 715%  0.55[0.43, 0.71] ¢
Total events 53 94

Heterogeneity: Chiz = 17.27, df = 4 (P = 0.002); F = 7%

Test for overall effect: Z = 4.54 (P < 0.00001)

1.3.3LTN+TPvs TP

B5%2010 6 26 15 26 113% 0.40[0.18,0.87] |
Subtotal (95% CI) 2 2% 113%  0.40[0.18, 0.87] 4
Total events 6 15

Heterogeneity: Not applicable

Test for overall effect: Z = 2.32 (P = 0.02)

Total (95% CI) 321 313 100.0%  0.54[0.43 0.68] ¢
Total events 73 131

Heterogeneity: Chiz = 1871, df = 8 (P = 0.02); = 57% 1001 0=1 1=0 100’

Test for overall effect: Z = 5.29 (P < 0.00001)
Test for subaroup differences: Chi* = 0.69. df = 2(P = 0.71). 2= 0%

E3 MABRENEEBMERNEZEZE Meta 3HTFRAE
Fig 3 Forest plot of Meta-analysis of moderate-severe gas-
trointestinal reaction in 2 groups

Favours [experimental]  Favours [control]

Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 LTN+NP vs NP
#2008 3 32 7 31 57% 0.42[0.12, 1.46] B
Subtotal (95% CI) 32 3 5T%  042[0.12 1.46] >
Total events 3 7
Heterogeneity: Not applicable
Test for overall effect: Z = 1.37 (P = 0.17)
1.4.2 LTN+GP vs GP
552000 10 31 13 31 104% 0.77[0.40, 1.48] ™
ThEL2011 10 40 21 41 166% 0.49[0.26, 0.90] )
FHH52010 4 49 4 49 32% 1.00[0.26,377] -1
REE2011 12 31 21 30 171%  055[0.34,091] =
FREE2008 26 47 29 45 B7% 0.86[0.61,1.20] -
Subtotal (35% CI) 198 196 71.0% 0.69 [0.54, 0.88] +
Total events 62 88
Heterogeneity: Chiz = 3,98, df = 4 (P = 0.41), = 0%
Test for overall effect: Z = 3.02 (P = 0.003)
143 LTN+TP vs TP
32009 757 14 56 113%  049[021,113] —
52010 6 26 15 26 120% 0.40[0.18,0.87] ]
Subtotal (95% Cl) 83 82 233%  0.44[0.25078] L 4
Total events 13 29
Heterogeneity: Chiz= 0.13,df = 1(P = 0.72); = 0%
Test for overall effect: Z = 2.80 (P = 0.005)
Total (95% Cl) 313 309 100.0%  0.62[0.50,0.77] ¢+
Total events 78 124
Heterogeneity: Chi?=7.24, df = 7 (P = 0.40), I = 3% 'U 01 0'1 1'0 100'

Test for overall effect: Z = 4.29 (P < 0.0001)
Test for subaroup differences: Chi? = 2.45. df = 2 (P = 0.29). I* = 18.2%

El4 MABEFEREEBEBRRDLZEZRE Meta S HTFRAE
Fig 4 Forest plot of Meta-analysis of moderate-severe leu-
copenia in 2 groups
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Fig 6 Funnel plot of KPS score
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Fig 7 Funnel plot of moderate-severe gastrointestinal reac-
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Fig 8 Funnel plot of moderate-severe leucopenia
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