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ABSTRACT: Objective

epidermal growth-factor receptor ( EGFR) monoclonal antibody ( MoAb) treatment process for colorectal cancer

On-treatment markers such as skin toxicity was frequent and early phenomenon in anti-

patients, However, it is still unclear if it is a considerable marker to make treatment decision. This study aimed to
uncover this issue. Methods Literature search for relevant studies was conducted on pubmed, Embase and other
databases from their inception through Oct, 2018. The meta-analysis was then performed with STATA 12.0. The
hazard ratio( HR ) was calculated with a 95% condidence intrerval( CI ). Results The presences of skin toxicity in the
ongoing anti-EGFR treatment was associated with longer OS ( HR =0.512,95% CI [0.443,0.58], P <<0.01) and
PFS ( HR =0.587,95% CI [0.512, 0.662], P <<0.01). On the other hand. the early clinical remission rate of KRAS
mutation patients treated with EGFR MoAb was significantly higher than that of KRAS wild type patients ( OR =3. 029,
95% CI [2.474, 3.708], P <C0.01). Conclusion

patients. Given that skin toxicity appears to have little impact on quality of life. on-treatment markers could be

Skin toxicity was one of prognostic factors in colorectal cancer

potentially useful for treatment decision.
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Thaler J et alt8, 2012 11 /P 152(85/58) 1A )2 B4t +FOLFIRT G2 vs GO~1 56% vs 29%[61% vs U U
38%/ 46% vs 21%]
Vincenzi B et all®!, 2006 11 /P 55(U) WEE IR G3 vs GO~2 63% vs 10% [U] §] U
Ye L et all1012013 U/P 59(59/0) P % +FOLFOX G27 vs GO~1 84% vs 58% [U] 9.6 vs11.1 m, 38.8 vs 29.1 m,
i %1 +FOLFIRI UL U] U[U]
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Peeters M et all'™, 2009 [l / R 229(110/72)

e B G2

vs GO~1

U, HR 0.71 (0.53,
0.95) [U, HR 0.75
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U, HR 0.63 (0.46,
0.86) [U, HR 0.58

(0.49, 1.17)/U, (0.36, 0.94)/U HR
0.83 (0.51, 1.36)]  0.85(0.52, 1.41)]

Stintzing S et al"'?!, 2013 I /R 149(74/50) VT B P B, G277 vs GO~2 62% vs 41%[63% vs 7.8 vs 5.2 m, HR 30.3 vs 18.0 m, HR

75 7 4412k 48% / 63% vs 33%] 0.78 (0.55, 1.10) 0.75(0.50, 1.12) [28.7

[8.0 vs 5.6 my HR wvs 20.5 m, HR 0.68
0.66 (0.47, 1.25)/ (0.38, 1.20)/28.7 vs
8.5 vs 4.8 m, HR 12.4m, HR0.57(0.29,
0.56(0.34, 1.23)]  1.12)]

Kogawa T et al'*, 2014 U/R 62(U) 79 %+ AT G2 vs GO~1 U U. HR 0.470(0.253, U, HR 0.622 (0. 349,
0.873) [U] 1.110)[U]

Sommeijer D et al™), 2014 [l /R 198(117/81) Wi Z# G277 vs GO~1 U U[5.1vs2.2m, HR U[9.8 vs 8.0 m, HR

0.68 (0.45, 1.63)/
U]

0.61(0.36, 1.02)/U,
HR 0.49(0. 27, 0.90)

Sohh Bet all'™', 2009 U/R 66(39/27) V6% s BB G2 vs Go~1 33.3% vs 9% [42%  5.9mvs 2.8 m, HR 17.8 vs 7.7 m, HR
7§ % +FOLFIRI vs 20% /11% vs 0% 0.5€0.3,0.9[U] 0.392(0.2,0.8) [U]
Lelli G et alt?$1, 2008 U/R 122(U) PSE BB ZE G2 vs GO~1 U 6.7 vs 2.8 m, HR 14.2 vs 6.9 m, HR
0.712€0.397, 1.276) 0.527 (0,254, 1.092)
[U] [u]
Douillard J et al'7, 2014 [l /P 523(314/209) P %ZH G2 vs GO~1 56% vs 37%[62% vs U, [11.3 m vs 6.1 U, [27.7 vs 11.5 m,
39%/44% vs 35% m. HR 0.558(0.409, HR 0.526 ( 0.379,
0.761)/8.0 vs 5.9 0.728)/17.0 vs 10.1 m
m, HR 0.558(0.405., HR 0.628 ( 0.450,
0.770)] 0.877)]
Peeters M et all1), 2014 [l /P 291(291/0)  FOLFIRI+MRHH G2 vs GO~1 13% vs 24% [43% vs 7.4 m vs 4.0 m, HR 16.6 vs 8.4 m, HR 0.50
24% /U] 0.60 (0.46, 0.80) (0.38, 0.66) [16.6 vs
[7.4mvs4.0m, HR 8.4 m, HR 0.50(0. 38,
0.60 (0.46, 0.80)/ 0.66)/U]
U]
Carrato A et al"'), 2013 11 /P 53(53/0) e BB B G2 vs Go~1 35% vs 5% [U] 7.3 vs 2.1 m, HR U
0.36 (0.15, 0.87)
[U]
Vallbshmer Det a7, 2005 1l /P 39 (U) 75 7 G277 vs GO~1 10% vs 0% [U] U U
Van Cutsem E et al 21,2007 Il /P 200(U) WSS+ 2 HFRIT G2 vs Gl U U, HR 0.62 (0.44, U, HR 0.59 (0.42,
0.88)[U] 0.85[U]
Lievre A et all2272008 U/R 114(U) %Y, WEY G2 + vs GO~1 37% vs 23% [U] 28.8 vs 12w, HR 13.9vs8.2m, HR0.45
+Hiksr 0.71 (0.45, 1.11) (0.26,0.83) [U]
[U]
Muro K et alt?7, 2009 11 /P 52(U) fr e i G2 vs Gl 16% vs 02 [U] U U
Cunningham D et al?Y, U/P 329(U) PZHE P BERE G3~4 vs GO~2 54% vs 16% [U] U U
2004 /%
Lenz H et al 27, 2006 11 /P 346(U) Wz G2+ vs GO~1 17% vs 6% [U] U U
Jonker D et alt%7, 2007 U/P 283(U) FZE+XHRIT G2 vs GO §) U U. HR 0.33 (0.22,
0.50) [U]
Gamucei T et al 270, 2008 11 /P 70(U) FZE+HIBER G2 vs GO U 9.1 vs 2.2 m, HR U, HR 0.214 (0.079,
0.408(0.19, 0.877) 0.582) [U]
[U]
Racca P et alt287, 2008 11 /P 32(U) WZE IR G2 vs GO~1 53% vs 20% [U] U U
Paez D et all2992010  U/P 104(U) Pi%ZH +HIT; Pani G2 vs GO~1 29% vs 6% [U] U, HR 0.50 (0.37. U, HR 0.73 (0.53,
0.67) [U] 1.00) [U]
Lévi F et al 397, 2011 U/P 53(U) FZE+FLBRE G2 vs Go~1 44% vs 6% [U] 5.9mvs 2.3 m, U 20.9vs8.4m, ULU]
FRWIT W ZE + [U]
mFOLFOX
Park J et all®1), 2011 U/P 42(U) WEH,HEHE Gt vs GO U UL 176 vs 64 d, HR 307 vs 159 d. U [U]
+iby7 0.461(0. 255, 0.832)/
U. HR 0.243(0.059,
1.003]
Jehn C et al¥2, 2012 U/P 614(U) PZHE, FHEE  Gl~d vs GO 11% vs 19 [U] U U
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2.2 Meta /P8R

2.2.1 BEURANT A5 W SE RS FEAE B S M L
SR FH [ 7 200 7 A Y E AT 43 B . Meta 43 BT 45 R R W]
B kB M AL 45 E W B A PFS IR T IR Bt 5K
5940 HR =0.587,95% CI (0.512, 0.662), P <
0.017], BLAb, KRk B4 45 B Wi B # OS i

TRBHEERSA] HR =0.512,95% CI (0. 443,
0.58), P <C0.01], #52 EGFR $H1497 . KRAS %
A FR IR R R 22 M R 0 E L T KRAS Bp A7
[ OR =3.029,95% CI (2.474, 3.708), P <C0.01]

(B 1~3).

Study %
1D PFS £ (95% CI) Weight
)
Peeters M et sl (2009) —B— 0.71 (0.53, 0.95) 12.80
|
i
Stintzing S et sl (2013) —_— 0.78 (0.50, 1.10) 827
|
Kogawa T et sl (2014) _— 0.47 (0.25, 0.87) 5.88
j
i
Sohn B et al (2009) —_—— 0.50 (0.0, 0.90) 827
1
|
Lelli G et al (2008) ———ee .71 (0.40, 1.28) 292
'
Peeters M et 81 (2014) —_— 0.60 (0.46, 0.80) 19.54
)
!
Carrsto A et 8l (20123) ———— 0.38(0.15,0.87) 4.38
'
Van Cutsem et sl (2007) —_—— 0.62 (0.4, 0.88) 11.67
)
i
Lie vre A et al (2008) e — 0.71 (0.45, 1.11) 519
J
!
Paze D et sl (2010) —_— 0.50 (0.37, 0.67) 25.10
\
Oversll (I-squsred = 0.0%, P=0.580) Q 0.59 (0.51, 0.68) 100.00
Y
)
!
'
T : T
128 128
B1 HEKSHETEERESEEET EGFRIEITH PFS 547
Study %
D oS ES (95% CI) Weight
)
Peeters M et al (2009) — 0.63 (0.46. 0.36) 173
|
1
Stintzing S et al (2013) ———— 0.75(0.50.1.12) 488
1
Kogawa T et al (2014) —_— 062(0.35.1.11) 324
i
1
Sohn B et sl (2009) —o—l_ 0.39(0.20, 0.80) 521
|
1
Lelli G et al (2008) ——————————————  0.53(0.25.1.09) 267
)
1
Peeters M et al (2014) —_—— 0.50 (0.38, 0.66) 2393
1
1
Van Cutsem et sl (2007) e 0.59 (0.42, 0.85) 10.15
1
!
Lie vre A et al (2008) e 0.45 (0.26, 0.83) 5.77
|
|
Jonker D et al (2007) ——— 0.33 (0.22, 0.50) 2393
|
1
Paze D et al (2010) | —— 0.73(0.53, 1.00) 8.49
|
Overall (I-squared = 40.2%, P =0.089) <> 0.51 (0.4, 0.58) 100.00
Y
1
1
|
1
T * T
1.12 0 112

2 HREETERESEEESZ EGFRAITH OS 5 i



CIRRZEREY 2019 4F 7 A 20 H 45 34 % 45 7 Clinical Focus.July 20,2019, Vol 34,No. 7 + 659 -
Study %
D ORR OR (95% CI) Weight
;
Carrato A (2013) - 1155 (1.36, 97.85) 0.65
Cunningham D (2004) —_— 6.20(2.70, 14.22) 3.02
Douillard J (2014) —_— 213(1.41,321) 27.25
John CF (2012) —_— 3.06 (1.84,5.08) 17.38
LenzH (2006) —_— 3.42(1.62,7.24) 712
LeviF (2011) - 12.80(153,107.12)  0.65
Lievre A (2008) -—o+ 1.93(0.85, 4.39) 7.14
Muro K (2009) - 3.40 (0.18, 65.48) 0.60
PaezD (2010) _— 6.27 (1.36, 28.82) 164
Peeters M (2014) —_— 238 (1.34,4.23) 13.90
Racca P (2008) — 450 (0.92, 21.92) 129
Sohn B (2009) —x—+— 5.00 (1.25, 20.08) 172
Stintzing S (2013) _— 2.33(1.15,4.74) 857
Thaler J (2012) —_— 3.13(1.38,7.09) 589
Vallbohmer D (2005) 474(0.21,105.54) 0.41
vincenzi B (2006) 14.58 (3.43, 62.00) 0.75
Yel (2013) 3.94(0.99, 15.72) 201
Overall (I-squared = 10.1%, P=0.336) 0 3.03(2.47,3.71) 100.00
T T T T

B3 HEBESETERE

2.2.2 WS BIE KRAS RS A R #1731 4H
AT R B, KRAS BF A8 B B8 35 v, e ik 75 M ™ 5 41
PFS F1I OS 4 T Bk E R85 44 [ HR =0.82,
95% CI (0. 456,0.832), P < 0.001; HR =0. 565,
95% CI (0.414,0.709), P <C0.001]; KRAS % 4§
R E v, B RS M M 4 PES Al OS #3948 T B ik
FME S 4 HR =0.56,95% CI (0.456,0.832),

Study
D

wild

Peeters M (2009)

Stintzing S (2013)

Sommeijer (2014)

Douillard J (2014)

Park J (2011)

Subtotal (I-squared = 0.0%, P=0.746)

mutant

Peeters M (2009)

Stintzing S (2013)

Douillard J (2014)

Park J (2011)

Subtotal (I-squared = 8.6%, P = 0.350)

Heterogeneity between groups: P= 0.825
Overall (I-squared = 0.0%, P=0.728)

PFS

1
1
-
-
—
+
<> 0.58 (0.46,0.71) 58.05
g
——
——
_._;_
<
O

5®2 & ¥ EGFR 877 H ORR 47

P <<0.001; HR =0.614,95% CI (0.461,0.767),

P <0.001]( 4~5),

2.2.3 ki@ﬁhfr‘nﬁiuﬁﬁ*ﬁ L ORR & OS K
WL i I 58 45 SR A7 T 3 181 40 B o, R DL B

& R fs (B 6~7), ﬁﬁ‘u@ﬁﬂ?%%ﬁ%,%%

5 8] 19 45 1800 22 S PR/

%

ES (95% Cl) Weight

0.75(0.49,1.17)  8.05
0.66 (0.47,1.25) 6.12
0.68 (0.45,1.63) 267
0.56 (0.41,0.76)  30.03
0.46(0.25,0.83) 11.18

0.83(0.51,1.36) 5.15
0.56 (0.34,1.23) 470
0.56 (0.41,0.77) 27.93
0.24(0.06,1.00) 4.18
0.56 (0.41,0.71)  41.95

0.57 (0.48,0.67)  100.00

T
-1.63 0
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Study %
D 0Ss ES (95% Cl) Weight
wild
Peeters M (2009) —_— 0.58 (0.36,0.94)  11.57
Stintzing S (2013) —_— 0.68 (0.38, 1.20) 5.79
Sommeijer (2014) —+— 061(0.36,1.02) 894
Douillard J (2014) —+— 0.53(0.38,0.73) 31.97
Subtotal (I-squared = 0.0%, P= 0.902) <> 0.56 (0.44,069) 5827
mutant
Peeters M (2009) ————————— 0.85(0.52, 1.41) 4.92
Stintzing S (2013) —_—— 057 (0.29,1.12) 565
Sommeijer (2014) — 0.49(0.27,090) 9.81
Douillard J (2014) —._ 0.63 (0.45,0.88) 21.35
Subtotal (l-squared = 0.0%, P = 0.629) <> 061(0.46,0.77) 4173
Heterogeneity between groups: P= 0.632 '
Overall (l-squared = 0.0%, P= 0.924) <> 0.59 (0.49,0.68)  100.00
T * T
1.41 0 1.41
B 5 KRASHAR/REAMEEP EHEUTEEESEEEZT EGFRATTH OS X &R
Funnel plot with pseudo 95% confidence limits Funnel plot with pseudo 95% confidence limits
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