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Study or Subgroup _log[Hazard Ratio]

Hazard Ratio
SE_Weight IV, Random, 95% CI

Hazard Ratio
IV, Random, 95% CI

Choi 2013 016251893 056453391 2.2%
David 2006 -1.56064775 018610072 6.3%
Joshi 2018 -0.10536052 018690766  6.3%
Kim 2010 -0.94160854 047880543 27%
Koichi 2013 0.04879016 029015263 4.7%
Liu 2016 -0.38566248 017946683  6.4%
Liu 2017 -0.24846136 018610072 6.3%
Lu2013 -1.2039728 043666244  3.1%
Makoto 2010 006765865 0.2595068  5.2%
Masahiro 2011 -0.24846136 021614741 58%
Natalia 2016 -0.38566248 013708996  7.0%
Nishant 2017 -0.86750057 052618225  2.4%
Nobuyuki 2017 -0.56211892 026479277 51%
Sun 2010 -0.24846136 03798338 3.6%
Tetsuya 2009 009531018 030967427  4.5%
Victor 2013 -0.43078292 022229475 57%
Young 2011 067334455 026029594  52%
Zhang 2015 -0.24846136 023890139  5.5%
Zhen 2017 -0.40047757 024943261 53%
Zhuo 2017 -0.27443685 01677115 6.6%
Total (95% Cl) 100.0%

Testfor overall effect Z=4.26 (P < 0.0001)
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(HR =0.65 95% CI:0.52 ~0.82 P =0.0002) .

0.66 [0.55, 0.80]
Heterogeneity: Tau*=0.12; Chi*=58.93, df=19 (P = 0.00001); F= 68%
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0.13 P =0.0001;

Hazard Ratio Hazard Ratio
Study or Subgroup _log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Chai 2013 -0.00431068 053856894  1.7% 0.91(0.32,262) T
David 2006 -1 56064775 0.72275851  09% 0.211(0.05,087)
Gregory 2011 -1.2039726 051860243 1.8% 030[011,083] -
Joshi 2018 -0.27443685 0.21983926 102% 0.76(0.48,1.17) T
Kim 2010 -0.86750067 0.83114708  0.7% 0.42(0.08,2.14) -1
Liu 2016 00861777 024259599 8.3% 1.09(0.68, 1.74) -,
Natalia 2016 021072103 012138926 33.3% 0.811(0.64,1.03) +
Nobuyuki 2017 -0.99425227 045990033 23% 0.37(0.15,091) -
Sun 2010 -0.91629073 0.30044455  51% 040(0.22,073) -
Yictor 2013 031471074 026021154 78% 0.73(0.45,1.19) T
Young 2011 -0.13926207 0.312650669  5.0% 0.87(047 1.61) -
Zhen 2017 -0.46203546 041364445  29% 0.63(0.28,142) T
Zhuo 2017 017435339 015760146 19.8% 0.84(0.62,1.14) *r
Total (95% Cl) 100.0% 0.75[0.66, 0.86] '
Heterogeneity Chiz=17.04, df= 12 (P = 0.18): P= 30% 5001 0%1 : 1f[] mu‘

Testfor overall effect Z= 4.07 (P < 0.0001)
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Asahina 2006 10 13 2 3 06%

Choi 2013 49 77 13 43 50%
David 2006 16 22 5 10 1.5%
Inoue 2006 6 ] 6 718%
Joshi 2018 55 76 36 65 8.8%
Kim 2010 18 29 5 15 21%
Kimihide 2007 7 8 12 13 09%
Koichi 2013 42 50 39 51 5.1%
Liu 2016 41 71 36 80 11.7%
Liu 2017 70 103 65 96 17.7%
Lu 2013 28 37 1" 22 2.8%
Makoto 2010 43 58 38 43 58%
Nobuyuki 2017 35 36 31 38 07%
Satouchi 2007 15 19 5 9 1.2%
Sequist 2008 10 17 7 9 31%
Sugio 2008 5 7 6 10 1.2%
Sun 2010 41 58 12 19 43%
Victor 2013 56 64 60 80 55%
Young 2011 54 78 24 36 8.3%
Zhang 2015 38 60 26 44 9.0%
Zhen 2017 5 38 4 37 29%
Total (95% Cl) 930 736 100.0%
Total events 649 443

Heterogeneity: Chi*=19.59, df= 20 (P = 0.48); F=0%
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4 19 21

:OR=0.25 95% CI.

0.10~0.39 P=0.0001)

2.5 DCR
10

(316/345)

(n=749) 19
DCR 95.5% ( 386/404) s 91.6%
OR=2.01 95%CI:1.09 ~3.71 P =

TKI

0Odds Ratio

167 [0.11, 25.43]
4.04[1.82, 8.99]
2.67 [0.56,12.62)
0.33[0.03, 4.19)
2.11[1.05, 4.25)
3.27(0.88,12.12)
0.58 [0.03, 10.86]
1,62 [0.60, 4.37]
1,67 [0.88, 3.18]
1.01 [0.56, 1.83]
311 [1.01,9.57]
1.39[0.53, 3.62)
7.90[0.92, 67.87]
3.00 [0.54, 16.69]
0.41 [0.06, 2.58]
167[0.21,13.22)
1.41[0.47, 4.19)
2.33[0.95,5.72)
1.13[0.48, 2.61]
1.20 [0.54, 2.66]
1.25[0.31,5.07)

1.69 [1.35, 2.10]

Favours [exon 19] Favours [exon 21]

oS

0.01 01 1 10 100
Favours [exon 19] Favours [exon 21]
ORR
5 o
19

21 L858R EG-



Acta Universitatis Medicinalis Anhui 2019 Jul; 54(7) * 1105 -

exon19  exon21 Odds Ratio (dds Ratio

Study or Subgroup _ Events Total Events Total Weight M.H, Fixed, 95% CI M-H, Fixed, 95% CI

Asahina 2006 13 7 3 4% 275[016,4679)

Choi 2013 77 40 43 45%  A70[047 5659 -
David 2006 o2 110 Not estimable

Kim 2010 B 0020 10 15 31% 14.00(1.45, 13486 S —
Kiminide 2007 § 8 12 13 3% 204[0.07, 56.26]

Liu 2016 66 7 75 80 339%  088(024317) —i—

Li 2017 102 103 9% 9% 65% 107007 17.41]

Nobuyuki 2017 B3 3% 38 3% 500002310780 ’
Sugio 2008 67 9 10 72% 067[0031284)

Zhen 2017 W% 03 MA%  164(055 490 T+

Total (95%Cl) 04 345 1000%  201[1.09,3.71] L 2

Total events 386 16 | . ]

Heterogeneity. Chi*= 6.45, df= § (P = 0.60); = 0%

R

001
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5 19 21 TKI DCR
27 19 TKI ATP
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PFS  0S TKI 19 21 1858R
TKI TKI PFS(
TKI Sheng et al * 19 HR =0.65 95%CI:0.51 ~1.06 P =0.0002;
TKI 21 HR =0.66 95%CI:0.51 ~ -0.86 P =
19 21 1.858R 0.002) . 6.
PFS. 0S
0S 19 21 TKI
19 NSCLC
TKI
19 21 1.858R TKI
TKI ORR o
DCR TKI 19 0S 21
. L858R
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EGFR
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Hazard Ratio Hazard Ratio
Study or Subgroup __log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.3.1exon 19
ARCHER 1050 -0.587837 016731525 500% 0.55[0.40,0.76] L
LUX-Lung 7 -0.27443685 016737396 50.0% 0.76[0.55, 1.06] bl
Subtotal (95% CI) 100.0% 0.65[0.51, 0.82] *
Heterogeneity: Chi*=1.87 df=1(P=017), F= 46%
Test for overall effect: Z= 3.69 (P = 0.0002)
3.3.2 exon 21
ARCHER 1050 -0.46203546 017682326 56.6% 063 ([0.45 0.89) .y
LUX-Lung 7 -0.34248031 0.20210155 43.4% 0.71([0.48,1.06) —H
Subtotal (95% Cl) 100.0% 0.66 [0.51, 0.86] ’
Heterogeneity: Chi*=0.20, df=1 (P = 0.66), F= 0%
Testfor overall effect: Z= 3.08 (P =0.002)
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Meta — analysis of responses to TKI in different EGFR gene mutation

sites with non — small cell lung cancer
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To compared the response of exon 19 del and exon 21 L858R substitute in EGFR to tyrosine
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kinase inhibitors ( TKIs) . Methods Relevant studies were retrieved from databases including PubMed Embase

Cochrane Library and the keywords including “NSCLC’  ‘“non-small cell lung cancer’ ‘mutation’ ‘exon’ “TKI”
“tyrosine kinase inhibitors’ “EGFR’ “epidermal growth factor receptor” dated from construction until February
1 2018. Meta-analysis was carried out using Revman 5. 3 software. Results A total of 27 articles were included
in the analysis. The results suggested that non-small cell lung cancer( NSCLC) patients with exon 19 deletion can a—
chieve longer progressionHree survival ( PFS) ( HR =0.66 P <0.001) and overall survival ( OS) when treated
with TKI ( HR =0.75 P <0.001) also achieved better objective response rate ( ORR) ( OR =0.11 P <
0.001) and disease control rate ( DCR) ( OR =2.01 P =0.03). Conclusion EGFR exon 19 del mutation is
more sensitive for predicting TKI response in patients with non-small cell lung cancer and it can achieve better ef—

ficacy than the substitute of exon 21 L858R.
Key words EGFR; mutation; NSCLC; meta-analysis



