T E R AE AT 2435 hitp://www.biother.org

Chin J Cancer Biother, May. 2018, Vol. 25, No. 5 -+ 515 -
DOI1:10.3872/j.issn.1007-385x.2018.05.013 . l[{{, ﬂh‘ﬂ' ;{: .

EE A BAGUATTR IR/ ERRRE B R R4 M Meta £ 47
DR, & E®, L0k, 348, KA, KA FREA KRS WA ER AFVIP, 358 &% K7 830054)

[ ZE] & 49: Meta /75 25 B3 (ramucirumab) 3597 B 31 95/ 41 o fiti 98 (non-small cell lung cancer, NSCLC) {1 %t % %
4. ik T EHE Cochrane 518 (2017 4555 8 1) . Web of Science . Pubmed . EMbase - /3 5 £ & « o [ A 4 S H0H g
(CNKI) 7 [F A4 ) 125 2 SCRR AR 12 (CBMD 7 [ BB 9 T 00E 22 1 ASCO L ESMO 3= B4 USSR 8 , 6 R A RS MR JE %5 2017 41
9H 1 H . WER T PR IT IR A NSCLC MG AR BEALST BEREE, HH 2 LV 53 207 05 326 STk SR U F VA5 g0 N AT 55 110 5 2
Ji& K Fl RevMan5.3 3R HEAT 1 SIE 6 40 -5 0] RE ZH 75 52 7 B 406 7T J5 NSCLC S ek AR A7 1 (PFS) L AR A7 11 (0S) VB ML % L
F(ORR) AR K% Meta 73BT o 48 5 B YN 3 I RCT #E/T Meta 2047, F4it 1 545 ] NSCLC /4, Horp 75 557 B 4l 777
51, % HE2H 768 151l . 58 2H NSCLC £ 3 11 PFS Fl OS ¥t F Xt B4 [ HR=0.77, 95%CI(0.69~0.85), P<0.01; HR=0.88, 95%CI(0.78~
0.99), P<0.05]; {H 75 3/ S HLAH AT HEZH ORR LU ZE e L v = L [RR=1.33, 95%CI(0.68~2.61), P>0.05], 5 ik &%
PG 4th ZE ) LU 25 75 fih 3% B 25 — 2R VAT T IE K G I NSCLC 35 11 PES 1 OS [HR=0.77, 95%CI(0.69~0.86), P<0.01 ; HR=0.86, 95%CI
(0.76, 0.98), P<0.05]; F& ZL 7 ST HAI0 4 o3 ™ F AN R OBy 185 LR [RR=3.33,95%CI(1.83~6.05), P<0.01], T %O X I JGY5 &
BRIRIR VE ST BR EIR P R AT M 9L A0 M gD IR D L i SRR 2 BRI B R R L (3 P>0.05) . &k H
BTG ST AT SE K I NSCLC B35 (1) PFS A OS, Fif £ HIAS KON N i I o

[RSEIR] RS0 Bt s JE/ NI s 5 R0 s %2 41 s Meta BT

[(FESZES] R734.2; R730.51 [XEkFRIZEE] A [XEHS]  1007-385X(2018)05-0515-07

Efficacy and safety of ramucircumab in treatment of advanced non-small cell
lung cancer:a Meta analysis

MA Xiaoli, CAO Leiyu, WANG Xiao, LIU Juan, ZHANG Qian, ZHANG Li (Department of Internal Medicine VIP, The First Affiliated
Hospital of Xinjiang Medical University, Urumqi 830054, Xinjiang, China)

[Abstract] Objective: To systematically evaluate the efficacy and safety of ramcircumab in the treatment of advanced non-small cell
lung cancer (NSCLC) by a Meta-analysis. Methods: The randomized controlled clinical trials of ramcircumab in the treatment of ad-
vanced non-small cell lung cancer were retrieved from Cochrane Library (2017, Issue 8), Web of Science, Pubmed, EMbase, Wanfang
Database, CNKI, CBM, Chinese Science and Technology Academic Journal and ASCO, ESMO main conference database, with the end-
date of September 1, 2017. Two independent reviewers selected the literatures, extracted the data, and assessed the quality of the includ-
ed studies. The progression-free survival (PFS), overall survival (OS), objective response rate (ORR), and adverse reactions in NSCLC
patients of ramcircumab group and control group were analyzed by RevMan5.3 software. Results: Three RCTs were finally included in
this meta-analysis. A total of 1 545 NSCLC patients were enrolled, including 777 in ramcircumab group and 768 in control group. The
PFS and OS of NSCLC patients in the ramcircumab group were all better than those of the control group (HR=0.77,95%CI[0.69-0.85],
P<0.01; HR=0.88, 95%C1[0.78-0.99], P<0.05). However, there was no statistically significant difference in the ORR between the ram-
circumab group and the control group (RR=1.33, 95%CI[0.68-2.61], P>0.05). Compared with docetaxel single-agent second-line treat-
ment, Ramcircumab combined with docetaxel can prolong PFS and OS of advanced NSCLC patients (HR=0.77, 95%C1[0.69-0.86], P<
0.01; HR=0.86, 95%CI [0.76-0.98], P<0.05). The most serious adverse reaction in the ramcircumab group was hypertension (RR=3.33,
95%CI[1.83-6.05], P<0.01); whereas the incidences of nausea, vomiting, diarrhea, loss of appetite, fatigue, proteinuria, neutropenia,

leukopenia, thrombocytopenia, and bleeding etc. showed no significant differences between the two groups (all >0.05). Conclusion:
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Ramcircumab can prolong PFS and OS of patients with advanced NSCLC. The main adverse reaction is hypertension.

[Key words] ramcircumab; non small cell lung cancer; effectiveness; safety; Meta analysis
[Chin J Cancer Biother, 2018, 25(5): 515-521. DOI:10.3872/j.issn.1007-385X.2018.05.013]
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Tab. 1 Basic information of included studies

Included N Sex EOCG score(T/C) Intervention PFS(month)  OS(month)
(Male/

study (T/C) kemale. m 1 T C (T/C) (T/C)
GARON 628/625 834/419 207/199 420/425 Ram:10 mg/kg + D:75 mg/m*+ 4.5/3 10.5/9.1
(2014)" D:75 mg/n?’, tiw Placebo, tiw P<0.0001 P=0.023
DOEBELE 76/81 121/36 65/64 4/3 Ram:10 mg/kg PEM:500 mg/m*+ 7.2/5.6 13.9/10.4
(2014)® PEM: 500 mg/m’+ Cb:75 mg/m’, tiw P=0.132 P=0.892

Cb:75 mg/n?’, tiw

YOH 71/69 81/59 34/32 42/49 Ram:10 mg/kg D: 60 mg/m’*+ 5.22/4.21 15.15/
(2016)" D: 60 mg/m’, tiw Placebo, tiw 14.65

T: Ramucircumab treatment group; C: Chemotherapy control group; EOCG score: U S Eastern Oncology Cooperatives Rating Stan-

dard; Ram: Ramcircumab; D: Docetaxel; Cb: Carboplatin; Tiw : Every three weeks

*2 AAMRAE T EFRETFNER

Tab. 2 Methodological quality evaluation results of included studies

. Blinding of Blinding of .
. Random sequence Allocation .. Incomplete  Selective .
Studies . participants and outcome . Other bias
generation concealment outcome data  reporting
personnel assessment

GARON Interactive speech ~ Center random Yes Unclear No No Unclear
(2014)™ recognition

DOEBELE Interactive speech  Not mentioned Unclear Unclear No No Unclear
(2014 recognition

KIYOTAKA Interactive speech  Center Random Yes Unclear No No Unclear
(2016)” recognition

Random sequence generatio (selection bias) _ 123
Allocation concealment (selection bias) —: . . ' Random sequence generatio (sele‘:tion bias)
Blinding of participants and personnel (performance bias) _: . . 2 | Allocation concealment (selection bias)
Blindiog cf oulsome assessueat (detsctiot bias) I . . 7 | Blinding of participants and personnel (performance bias)
Incomplete outcome date (attrition bias)
N - ? | 7 | 7 | Blinding of outcome assessment (detection bias)
Selective reporting (reporting bias)
Other bias | | . . . Incomplete outcome date (attrition bias)
0 25 50 75 wot%') . . . Selective reporting (reporting bias)
] . Low risk of bias D Unclear risk of bias . High risk of bias ? | 2 | 2 | Other bias

E 1w L
Fig.1 Ratio of risk of bias

1: GARON(2014)"; 2: DOEBELE(2014)™; 3: YOH(2016)"
E2 wmENE RS

Fig. 2 Summary of risk of bias
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S (P=0.88, P=0) . FH [l 52 2SS R HEAT Meta 43

Hazard ratio Hazard ratio
Study or subgroup  Log[Hazard ratio]  S_ Weight IV Fixed, 95% CI IV Fixed,95% CI
DOEBELE (2014) -0.274 0.0599 79.3% 0.76[0.68,0.85]
GARON (2014) -0.2877 0.16 11.1% 0.75[0.55,1.03]
YOH (2016) -0.1863 0.1725 9.6% 0.83[0.59,1.16]
Total (95% CI) 100%  0.77[0.69,0.85] 4
Heterogeneity, Chi’= 0.25, df = 2 (P = 0.88); P=0% 001 o1 1 10 100
Test for overall effect: Z=5.01 (P < 0.00001) Favours exprimental Favours control

E3 8 E PFS B Meta 3T ZR 4K [E
Fig. 3 Forest plot of studies evaluating PFS of patients in two groups

24 FEFFRGTEK T HIANSCLC #8908 Pras B (B 4 BR8P LA I NSCLC B #
3MNRCT ¥R 1 OS, H i d Rin gt 1 0S & & K T X B 41 [d] [HR=0.88, 5%CI (0.78~
A (P=0.60, F=0) . [H € RN AT Meta 7 0.99), P<0.05].

Experimental control Hazard ratio Hazard ratio
Study or subgroup - Log[Hazard ratio]  §_ Total Total Weight IV Fixed,95% CI IV Fixed,95% CI
DOEBELE (2014) 0.0296 0.1655 71 69 13.2% 1.03[0.74,1.42]
GARON (2014) -0.1508 0.0675 627 618 79.3% 0.86[0.75,0.98]
YOH (2016) -0.1508 0.2187 79 81  7.6% 0.86[0.56,1.32]
Total (95% CI ) 777 768 100% 0.88[0.78,0.99] \
Heterogeneity, Chi*=1.03, df = 2 (P = 0.60); P=0% L . . |
001 0.1 1 10 100
Test for overall effect: Z=2.11 (P =0.03) Favours exprimental ~ Favours control

4 FLAEE OS B Meta DT FRIKE

Fig. 4 Forest plot of studies evaluating OS of patients in two groups

25 FTEFEF LT A%BINSCLC % 4 ORR 1T Meta 70 B 45 5 (& 6) o , 5 5% B R 56 2H 1 30
3/ANRCT 4R 2 7 ORR, S W5 45 BRI fFAES  NSCLC i 5t RN L 2 R LG 1% & L [RR=
TR M (P=0.01, P =77%) . FHBEAL S5 7Y 0k 1.33,95%CI(0.68~2.61) , P>0.05].

Exprimental ~ Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H,Random, 95% CI M-H,Random, 95% CI
DOEBELE (2014) 27 71 34 69 30.7%  0.63[0.32,1.24] —r
GARON (2014) 144 624 85 621 40.7%  1.89[1.41,2.54] +
YOH (2016) 22 76 15 81 28.6% 1.79[0.853.79] T+
Total (95% CI ) 771 771 100%  1.33[0.68,2.61] <
Total events 193 134
Heterogeneity, Taw= 0.27; Chi’= 8.66, df =2 (P = 0,01); = 77% ool 01 1 10 100
Test for overall effect: Z=0.83 (P =0.41) Favours exprimental Favours control

5 MABEZTINNRE Meta 53T R [E]

Fig. 5 Forest plot of studies evaluating objective response rate in patients of two groups
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Tab. 3 Meta-analysis results of adverse drug reaction rate

Number of Test/Ctrl

Combined effect
Index studies group RR(95%CD P F,%
included (m model

Incidence of nausea 3 770/768 Fixed effect model 0.94(0.47-1.90) 0.87 0
Incidence of vomiting 2 694/687 Fixed effect model 0.87(0.42-1.80) 0.70 23
Incidence of Fatigue 3 770/768 Fixed effect model 1.25(0.94-1.65) 0.12 21
Incidence of anorexia 3 770/768 Fixed effect model 1.74(0.91-3.33) 0.09

Incidence of diarrhoea 3 770/768 Fixed effect model 1.44(0.85-2.46) 0.18

Incidence of neutropenia 3 770/768 Random effect model 1.10(0.88-1.39) 0.41 80
lincidence of leukopenia 2 703/699 Fixed effect model 1.05(0.87-1.27) 0.63 0
Incidence of thrombocytopenia 3 770/768 Random effect Model 1.82(0.74-4.45) 0.19 56
Incidence of hypertension 3 770/768 Fixed effect model 3.33(1.83-6.05) <0.0001 0
Incidence of Proteinuria 3 770/768 Fixed effect model 4.47(0.77-26.06) 0.10 0
Incidence of bleeding 3 770/768 Fixed effect model 1.26(0.64-2.47) 0.50 0

27 A FEP FRFESNIT &K EIT %
NSCLC #4775
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Hazard ratio Hazard ratio
IV Fixed,95% CI

GARON (2014) <0.1508 02183 627 618
YOH (2016) -0.1508 02183 79 81
Total (95% CI ) 706 699

Heterogeneity, Chi’=0.00, df=1 (P =1.00); = 0%
Test for overall effect: Z=2.34 (P =0.41)

91.3%  0.86[0.75,0.98]
8.7%  0.86[0.56,1.32]

100%  0.86[0.76,0.98] ’

L 1 i ] J
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6 MEBE OS HY Meta S HTFRIKE

Fig. 6 Forest plot of studies evaluating overall survival of patients in two groups
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7 FHLEBE PFS B Meta 53 A ZR K [E]
Fig. 7 Forest plot of studies evaluating progression free survival of patients in two groups
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