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Efficacy and safety of PD-1 inhibitors in the treatment of advanced

non-small cell lung cancer:a meta-analysis "
WANG Liliang ,JIN Jin,YANG Yang ;YAO Lu,LI Zhengxiang sYUAN Hengjie”
(Department of Pharmacy ,General Hospital of Tianjin Medical University , Tianjin 300052 ,China)

[Abstract] Objective To systematically evaluate the effectiveness and safety of PD-1 inhibitors in the
treatment of patients with advanced non-small cell lung cancer (NSCLC) ,and to provide evidence-based refer-
ences for clinical applications. Methods Retrieved the documents collected in the Cochrane Library,PubMed,
Embase,Chinese Journal Full-text Database, VIP Database, Wanfang Database, CNKI from the establishment
of the databases to July 2019. Randomized controlled trials (RCTs) about PD-1 inhibitors (the test group)
compared with docetaxel (the control group) in treatment of advanced NSCLC were collected. Literatures that
meet the criteria were extracted,extracted datas from the literatures that met the standard,and the Cochrane
Systematic Review Manual 5. 1. 0 was used for quality evaluation of the literatures,the RevMan 5. 3 software
was used to perform meta-analysis on the overall survival (OS),progression-free survival (PFS) ,overall inci-
dence adverse drug reaction (ADR) ,and incidence of grade 3 to 5 of ADR of the two groups. Results A total
of 4 RCTs were included, including 2 299 patients with advanced NSCLC. Meta analysis results show that,
compared with the control group,the overall survival [HR =0.67,95%CI :0.61—0.74),P<(0.01] and PFS
[HR=0.80,95%CI:0.73—0.88),P<C0.01] in the test group were improve;the overall incidence of ADR
[HR=0.77,95%CI:0.74—0.81),P<C0. 01 ] and grades 3 to 5 of ADR [ HR =0. 25,95%CI:0.17—0. 39,
P<C0.01] in the test group were significantly lower than those in the control group,the differences were sta-
tistically significant. Conclusion = PD-1 inhibitors are more effective and safer for patients with advanced
NSCLC than docetaxel.
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2.3.1 OS

Ay 4 UV BF S iR T OS B,
HERBST %" A#F 58 ¥ K 2 mg.10 mg PN IEA L i
SHITRE . HUFR AR R TR LR E X
(I*=0,P=0.65), 8K I & 2 &4 0 AR B E 47 52 112
BT . meta S BT 4h SR BRI 4 FE $2  NSCLC &
FHOS FW BT, 2R G5 iT%E X[ HR=
0.67,95%CI:0.61~0.74,P<C0.01], WA 3,

1 MANFRHIERER

NEVAQIRFA g 4h)s HL
ik B K F AR T/Cn) oo g 6 = BEEE
BORGHAEI %2015 292/290  ZASAHTHIBKIES4F 2 4 19,3 mg/ kg LPGHBFERHIKATEER 3 8 1K, 75 mg/m’ B OO® W
WU %1 2019 338/166  ANERHHIEIEN S 2 8 1 .3 me/ke LIRS 3 8 1 %75 me/ni 1 Oee® Wi
HERBST 472016 346/172 WS AIZR MRS AE 3 8 11K,10 me/ ke ZVGIBFERIKEATER: 3 )4 1 7K.75 mg/m” v OO® Ak
HERBST %7/ 2016 3U4/170  DARERBRAHAIK A 3 8 1K.2 me/ke ZPHFERIKEHTED 3 JF 1 .75 me/m’ 9 OOO®
BRAHMER %) 2015 135/137  GACSAHTARIKIESTAE 2 8 1 90,3 me/ke ZPGERKAE S 3 F 19,75 mg/m” 1 OOO® T

Tiﬁgﬁgﬂ yCX‘T,ﬂﬁéﬂ ;@:()S;@ :PFS;@:E'\M: ADR Zi‘ét%,@ 1375 g& ADR ﬁii‘tio

Hazard Ratio Hazard Ratio
—StudyorSubgroup __log[Hazard Ratio] _ SE Weight IV, Fixed, 95% C| IV, Fixed, 95% C|

Hossein Borghaei2015 -0.3147 0.1018 24.4% 0.73[0.60, 0.89) -

Julie Brahmer2015 -0.5276 0.1497 11.3%  0.59 [0.44, 0.79) -

Roy S Herbst (10mg)2016 -0.4943 0.1118 20.2% 0.61[0.49, 0.76) -

Roy S Herbst (2mg)2016 -0.3425 0.1022 24.2% 0.71[0.58, 0.87) -

Yi-Long Wu2019 -0.3857 0.1124 20.0% 0.68 [0.55, 0.85) -

Total (95% Cl) 100.0% 0.67 [0.61, 0.74) ‘

Heterogeneity: Chi® = 2.47, df = 4 (P = 0.65); I’ = 0% :o.o1 of » . 1:0 100’

Test for overall effect: Z = 7.88 (P < 0.00001)

Favours [PD-1] Favours [Docetaxel)

B 3 RIWAEIRA OS B meta T

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed. 95% ClI

Julie Brahmer2015 -0.478 0.1413 10.3%
Roy S Herbst (10mg)2016 -0.2357 0.0819 30.6%
Roy S Herbst (2mg)2016 -0.1278 0.0706 41.2%
Yi-Long Wu2019 -0.2614 0.1071  17.9%
Total (95% CI) 100.0%

Heterogeneity: Chi* = 5.23, df = 3 (P = 0.16); I = 43%
Test for overall effect: Z = 4.87 (P < 0.00001)

Hazard Ratio Hazard Ratio

0.62 [0.47, 0.82)
0.79 [0.67, 0.93]
0.88 [0.77, 1.01)
0.77 [0.62, 0.95]

0.80 [0.73, 0.88]

0.01 0.1 1 10 100
Favours [PD-1] Favours [Docetaxel]
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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% ClI
Hossein Borghaei2015 199 287 236 268 27.8% 0.79[0.72, 0.86) .
Julie Brahmer2015 76 131 1M1 129 12.7% 0.67 [0.57, 0.79] -
Roy S Herbst (10mg)2016 225 343 126 155 19.7% 0.81[0.72, 0.90) .
Roy S Herbst (2mg)2016 215 339 125 154 19.6% 0.78[0.70, 0.87) .
Yi-Long Wu2019 216 337 130 156 20.2% 0.77 [0.69, 0.86) .
Total (95% Cl) 1437 862 100.0% 0.77 [0.74, 0.81] )
Total events 931 728
Heterogeneity: Chi? = 3.60, df = 4 (P = 0.46); I* = 0% 0 Py 0 p 3 1’0 ] 00‘

Test for overall effect: Z = 10.36 (P < 0.00001)

Favours [PD-1] Favours [Docetaxel]

5 RWASXBAZK ADR £ £ ZH meta 47
Experimental Control Risk Ratio Risk Ratio
—StudyorSubgroup __Events _Total Events Total Weight M-H . Random.95%Cl ___________ M-H Random.95%Cl

Hossein Borghaei2015 30 287 144 268 21.0% 0.19 [0.14, 0.28] b
Julie Brahmer2015 9 131 71 129 15.4% 0.12[0.07, 0.24) -
Roy S Herbst (10mg)2016 55 343 55 155 21.6% 0.45 [0.33, 0.62) -
Roy S Herbst (2mg)2016 43 339 54 154 21.0% 0.36 [0.25, 0.51]) b
Yi-Long Wu2019 35 337 74 156 21.0% 0.22 [0.15, 0.31) -
Total (95% ClI) 1437 862 100.0% 0.25 [0.17, 0.39] >
Total events 172 398

- 2= . Chi? = - - .12 = 839 b [ f i
Heterogeneity: Tau? = 0.18; Chi? = 23.30, df = 4 (P = 0.0001); I* = 83% 01 o ) 10 100

Test for overall effect: Z = 6.47 (P < 0.00001)
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