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Relationship between p63 expression and survival of squamous lung cancer patients with mutatant epidermal
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[Abstract] Objective To detect the mutation rate of epidermal growth factor receptor (EGFR) in squamous carcinoma
(SQC) of lung and to exam the relationship between p63 and survival of SQC patients with EGFR mutation. Methods SQC
specimens were collected from the patients who received their initial treatment in our hospital between February 2010 and March
2013. The incidence of EGFR mutations was analyzed by automated direct sequencing, and immunohistochemical method was
used to observe p63 expression. The patients were followed up and the impact of EGFR mutation and p63 expression upon
survival of SQC patients was evaluated. Results Among the 262 histological diagnosed SQC patients, 16 (6.1%) had EGFR
mutations, including exon 19 deletion (7 of 16 patients, 43. 8% ) and LL858R point mutation in exon 21 (9 of 16, 56.2%), with
no mutation of exon 18 and 20. SQC patients with EGFR mutations, compared with other SQC patients, had more females and
non-smokers. The median overall survival (OS) time of 4 EGFR-mutated patients with p63 partial positive expression was
11. 28 months (95% CI: 9. 33-15. 23 months) , which was significantly longer than that of 11 EGFR-mutated patients with p63
positive expression (5. 93 months [95% CI: 1. 75-8. 39 months], P=0.039). Conclusion EGFR mutation rate is 6. 1% in our
study, with all being exon 19 and 21 mutations. Patients presenting partial positive p63 expression have longer survival time
than those presenting p63 positive expression.
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B ADC ABEH N 30 % ~ 40 % , {H 7E [ 3 X H: At 20
ZURA Y NSCLC 0 & I, B ik B A R F
Jii 8% 98 ( squamous carcinoma, SQC) B & ¥ EG-
FR 2875 1) 38 U A7 4l

P63 A I p53 KM Z—. B FJash
FARE R 3" 35 55 ) 07 sOR [), p63 3[R ] 4 A £ Fif
HANFEEN A, xRk 220 8 g
JABOE X B TA ST N K 356 #8085 19 ANp63a
SR BT E BT p53 BEIE TR L TS 40 A 4
AT 5 & WIS p53 By Yy 6e , fd 2k 5 10 40 i i) 2
K IRAT A wT M TF s R, I SQC T & ik
p63 ., HLH 28 7K 7K 55 41 212 1 A0 i 27 19 SR A D5 755 LA
Koy A #E B E R, AR A I T EGER 7 fili
SQC & IR AZFIFF 0T T p63 X EGFR %72
fili SQC & #H L AF I S,

1 MEFFEE

1.1 #ARE WL 20104 2 AE 2013443 A
ZRIMAN 2 PRI SQC HEA, HEAK A
T&CT IR THR XA ER FELEN
R T ARDIBRAEA

1.2 EGFR AW £ Z 4w SR B 807kt
EGFR B 4 AL (18 ~21 i ) BEAT R I 00, R
FH PCR B39 EGFR 18~21 i & (3 N A B,
2 %6 S N B I P DK 8 B B G R IR R
GEWLEE PCR W M ik 45 8 . PCR P ¥ k47 1E L
ATTIE IR . o3I R B W EGFR & 18~
21 {7 A T XU AR R

1.3 p63 &kExtn  FEIKXFPTA p63 H 5w EHT
& X EnVision W 23850 & 224 FH 2 DAKO 2 #
PR, ALBUB e 400 v M I S I L R K
JE A AL UK 3~4 pm JER R R L RN 2
MRV W (EDTA, pH 8. 0) i 17 i Hi JF B &2,
SR T 3 040 2ok 4 Ak S0 B Ve P U4 o 4 A S0l T e
IA$TN p63 F 5L FE BT (clone 4AD) 1E R A5,
EnVision W25 75 Je 8, & B8 N W4, 25 5L ) It .
20 10 3R 0 ) — o 9 e £ B T 48 PR M e T R >
10 Y028 SR S 28 B Ry B A () 5 40 i e o T AR A T
1Y% 9 Y0 2Z ] 5 kg S i S o 38 43 B G843 +) 5
20 10 5 4 AR G €80 R B SO B (—H
1.4 A &#M  LIICE W BT E (progression-

free survival, PFS) LG AE f£ 1) 0] Coverall survival,
OSE R AL 8 PR . PFS: B2 50 2] %2 15 2%
51 Wk A R R A A AT S R S BOE T
IR OS : A2 TF I 3 FE T2 30K W BE U7 14 B[]
1.5 %3t 542 ] Kaplan-Meier ¥4 114 77 it
[B], log-rank ¥& 4> #F 4 17 2 5. K 5 K (o)
4 0.05,

2 &5 B

2.1 M SQC &% EGFR £ % & It 267 fil &
e ERZH LA B2 il SQC BEAR . 2 2 B A &8 )
o5 B2 T ARG HEBR 5 19 095 AR TR A RE AR K 262
BIREARN AT, 262 BIFEA T, 16 B4 I 3] EG-
FRIEH A, AR R 6.1%, HosbE -+ 19 5t
&7 B (43.8%) . Ah B F 21 KIS (L858R) 9 i
(56.2%) , AR S 18 F 20 EAE,

2.2 EGFR %M SQC & Féy 6 RmEAFIE H
F 1A, 16 #] EGFR €72 il SQC H& 4 2o M L i)
AR W K b A 2 IR 58 28 [ % 8 (P<<0. 05), &
2 nf W, i A 16 §l EGFR % 7% /& & ., 13 #i
(81.3Y) M B 3% IV #f SQC, Ho 3 623, 1%)
Sk .7 (53, 8 %) AR AN #

& 1 EGFR REEIERETM SQC BE W IR IKFFELL &K
Tab 1 Comparison of clinical data between EGFR mutation

and non-EGFR mutation in lung SQC patients

EGFR Non-EGFR
Characteristic mutation mutation P value
(N=16) (N=246)
Age (year)® 58(40-72) 62(33-85) >0.05
Female n( %) 6(37.5) 9(3.7) <20.05
Smoking history n( %) <0. 05
0 pack-year 10(62.5) 64(26.0)
1-50 pack-year 5(31.3) 119(48. 4)
51-100 pack-year 1(6.2) 59(24.0)
=101 pack-year 000 4(1.6)

SQC: Squamous carcinoma; EGFR: Epidermal growth
factor receptor. *: Median (Q,-Q;)

2.3 M SQC &# p63 e kL 262 BIFEA P, p63
FHAE (1A 247 ], p63 #8453 FEPE (B 1B) 10 i, p63
R 5 6. p63 &4 BHAE A BA 1 15 191 ¥ g 2
L ZMIRE AL A SQC, 16 il EGFR %8748
FEAR Y p63 RIBWHHILZE 2,
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Tab 2 Clinical data, mutation types, pathologic findings, and survival time of EGFR-mutated lung SQC patients

No. ;\i‘:) Sex ( quTli)kylsz mﬁ?ﬂin Differentiation P63 TNM stage , /inh , /r;)(ilh
1 70 Male 0 L858R Poor — mB 1. 37 2.23
2 61 Male 0 Del-19 Poor Partly + I\ 7.37 9.56
3 58 Female 0 Del-19 Well Partly + IIA 10.17 10. 20
4 45 Female 0 Del-19 Poor Partly + N 0. 27 5.97
5 47 Female 0 L858R Well Partly + 1IB 11.70 12.53
6 70 Male 50 L858R Poor + I 2.20 2.20
7 66 Male 4 Del-19 Moderate + B 5.67 8.37
8 40 Female 0 L858R Poor + v 0. 90 6. 87
9 58 Male 30 Del-19 Moderate + Iy 3.23 4.97

10 58 Male 40 Del-19 Moderate + B 2. 80 5.53

11 72 Male 50 L858R Moderate + B 1.43 2.90

12 53 Male 0 L858R Well + mB 1.97 2.70

13 49 Female 0 1.858R Well + mnB 6.70 9.77

14 56 Female 0 1.858R Well + 1B 10. 70 12.90

15 63 Male 0 L858R Well + I\ 4.20 5.93

16 60 Male 60 Del-19 Moderate + mB 6.73 9.73

EGFR: Epidermal growth factor receptor; SQC:

free survival; OS: Overall survival;
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Fig 1 Different immunoreactivities of p63 in lung SQC patients

SQC: Squamous carcinoma. A: p63 positive sample; B: p63

partially positive sample. Original magnification: X400

2.4 A H5H BWE 201345 H 20 H,16 fl
EGFRZ%E 2 B 3% Jo — W K Vi, BE V5] 5. 23 ~
35.93 AN H A AL BE IS ] 13, 90(95% CI. 8. 76~
19. 04) 4~ H, 16 #l EGFR % % # & 15 #i
(93. 826 B HEJIE , R SR A P 11 91 (68. 8 %0) 4L
T, 16 il EGFR %7 85 1 PFS F1 OS W% 2,
MG p63 Hese SO i M L 8 16 B] EGFR 878 i
B3 Al p63 FIMEL 1 . p63 H A BH M4 4
WJ, p63 PHPEZL 11 6, p63 BIPEA IR HA 1 4 A&
P82 0. 4 Bl p63 & 43 B 35 4 PFS
%7 7.76(95% CI.3.12~12. 30) M H, i OS K
11.28(95%CI1: 9.33~15.23)1H . 11 fil p63 BHME

Del-19: Deletion of exon 19;

Squamous carcinoma; TNM: Tumor node metastasis; PFS: Progression

[.858R: Point mutation in exon 21

BFE AL PFS k4. 43(95% C1.2.65~6.22) 1 H,
5 p63 #BArHE R F ML 2 F LR iT¥ B L (P=
0.256) s 1L OS 4 5. 93(95%CI: 1. 75~8. 39) 4
H.5 p63 # o B ML 2 FAH S ¥EX
(P=0.039,K 2),
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Fig 2 Relationship between p63 immunoreactivity and
survival of SQC patients with EGFR mutation
SQC: Squamous cell carcinoma; EGFR: Epidermal growth

factor receptor; OS: Overall survival
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Mu %" 4R il SQC 19 EGFR 9878 % 4 5. 9% (6/
102) 7 Lai 28" 2 8 282 il fili SQC W45 41 #i
EGFR K78, KRN 14. 5%, SR Hata % B
FLIN N .4l SQC JC EFGR %78, A ATt I 4 0 45 Y
33 #] EGFR 72 1y fili SQC(33/249) #4754 I 45
A p63 . TTF-1 SF e gl Ab 8 An A il , 25 5 /R X 33
5l EGFR 2272 Jifi SQC # IR A A A F2EE ADC W4,
KA EGFR Et SQC g 248 & i T il SQC
HRA ADC B4 i 80, (0K 2 802 3 #0000 o fili
SQC # % # EGFR K725, A B¢ 45 b 5 1k —
B, AW LI 262 BIRNIAIT SQC HEA AT 16
B EGFR He PR 578, 5278 0y 6. 1% . WA
AEE5 AN N EGFR 287251 55 & B el SQC &
H™LEGFR 2l SQC Ry SR g BN 2 —,

5558 X L SQC B H M, EGFR &7
FBAE I IR R AR R A 20 oM (37, 5% vs
3. 7Y FAEMIH A (62. 5% vs 26.0%) ,#&7~" EGFR
ZARM I SQC B E T ik LGl SQC BE A&
AR BT 5. AUFFE T EGFR 7286 RI LA K 4%
B H 4yt (AT 19 B, 43, 8% ; L858R,
56.2%) G HABAEHES R S R KBEHEF, A
SCHRHIE EGFR £ 76 SQC 77 76 JE Rl A 4 %8
A5 ALHG AN F 21 N826S, A859T . 1.861Q, V8431,
K860E %171 (AR il ¥4~ e\ A M. Wik,
Xof T A6 0 AU A A L858 R FAM i F 19 Bk LA )
AR HUBRAL 8RR LB LT

p63 JEHRPEA Wi SQC 1% 46 b5, A F
FERM p63 5 EGFR Z AT X} fiti SQC & # A 77
AR . p63 ¥ 4r BAME EGFR 75 B % 1 OS N
11.28(95% CI: 9. 33 ~15. 23) 1~ A, tt p63 BH 1
EGFR %A B FH OS (5. 93 ©~H,95%CI: 1. 75~
8.39 MHH WK (P=0.039), p63 Ml EGFR Wi # 1)
KRATAE S 5 RAEAKE 7456 HE 3(IGFBP-
MK, IGFBP-3 f& EGFR 1 p63 Fliffs 55 1
e [6 =4, EGFR RBUE 15 1L T i (5 5 4% 5 3 i, I
rh AL B A R LR 3 VR /2R RS B (PISK/Ako)
i, T RE 0 ) AN B 1 S LA K BH b iR A B
1=, IGFBP-3 /) PI3K/Akt M54y, £ %5
A6 2] BEL 1L firb 96 20 B O T A A L DA T 2 S e R 7 A
KZ5Y i p63 WHEZ — ANp63a [FlFEBE R T
TS S S8 B PISK/ Akt, ANp63a 5 Y 5 5%

7Y IGFBP-3 wl fifi i B2 4 7k p63 114 i 40 i 42 7 04
-5, R HEN K SQC 40 M b IGFBP-3 19 % &
AT LAPPAL EGFR F1 p63 (9 35 1 14 . i 17 58 47 b 0F
W B F AR

p63 FEEIE T 5 I SQC B A7 56 &R M HitE 4
L BERAN—, Pelosi R IE p63 MGG M
HH OS Fl PFS J2%, 1fii Massion %/ 45 H fili SQC
SE T p63 11 G e 5 B 5 R A A e TE] 2 OE AR G,
g8 Y 0 50 B R A R TR R AR AL AT
EGFR %75 Jili SQC & # AT E 7 0 b, 25 Rk 3
p63 #5r BH M Y EGFR 2875 % Lt p63 PH%: EGFR
RAFRH AWK AR p63 STk E 5 EGFR %
ARl SQC L E A AR ] R ARG, BT EGFR 2872
FEARGIEER D AT R 2 it 2 B R A
SR A 53 45 FA 5 B B R AR AR HEA T IO TIE

4 MmHpR
JIr A A P AR SO 88 BAT Al ) 25 o 5
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