CN 110632308 B

(19) thie A B FnE E SR E1IR =5

(12) A& F

(10) 2N ES CN 110632308 B
(45) $ZF A S H 2021. 07. 23

(21) BBiES 201911026103.4
(22) BiFH 2019.10.25

(65 E—EHiEHNE AT XES
HIFATE ON 110632308 A

(43) BiFAfH 2019.12.31

73) FFA PN AR PGB
HblE 610000 DY )14 R AR T A DX R 2

375
(72) KEAN ZHNR koL

(74) B FKIBHLA A0 iz F iR P B EE .55
Fr @Atk 51222
KIEBA ZEmlk  5K4E
(51) Int.CI .
GO1IN 33/574(2006.01)
GO1N 33/68(2006.01)
GOIN 33/535(2006.01)

(56) XFEE ST

CN 107484423 A,2017.12.15

CN 107708756 A,2018.02.16

WO 2008070301 A2,2008.06.12

L1 ¥s %5 CASP3/PARPIZEH Ty T 1E e
H R IE S A R A T se g i g . Ch E RS
Wt 2 AR S SO P B 24 AR R AR
.2015, (35084) ,

RN RS B IR TR [ T S brid
(PR . 2018,

Manoj Banjara,et al.Detection of
brain-directed autoantibodies in the
serum of non—small cell lung cancer
patients.(PLoS ONE).2017,%512% GGE7H#A) ,
e0181409.

HEL Vi

(54) % BR B

CASP8 H S P A il i 71 75 i1l 2% il e 5 25 1k
FE Y g
(67) THE

AR WY B B AR A2 W R AT, BLAR P
CASP8 (5 Ef LA e I i 751 75 ] o6 i e s 2 4k 71 43
R 3 o A B OCR B R R I i
CASP8ZE FI 1) H S Hi ik /K1 2 Z K T fE i .
A IR AL INCASPSER 1 H B AR 117 F -l
26 i g s AU S RES S 8 (A RO A

BORIEER P10 BERH13400 BB 1TT
P<0.05
807 P<0 05 *
- ¥* ™
60 ; .
1 *ee
L .
0.0..0 .F' o 200
201 Sowwpert So0s
Dot M::-'I- .
T l' T
0
LC DC NC



CN 110632308 B W F ZE Kk B U1

1. R MICASP8EE I H L Fu Ak i 1k 1) E il £ it s 97 25 70 4 v 1) e , il & MIICASP8
H H SR r iR R L% 5 CASP8Ex 1 H & HL iRl 7

2. AR EE SR il (1) 3, FLRFAEZE T, BT A I CASP8 & [ H & B A4 11 771 Ay Il Bk
T 5 I B X6 FH A o

S.IA RN EL SR 1 BT R 19 FH 3%, FLRHAEAE T, Fr i ks MICASP8 & 1 A & Hiik ny ik 7 A
western blotidifl.

4 BRI ZE SR TR IR 1) A s, FHORRAELE T, BT KL ICASP8 1 H & Hiik i 55 A A
O P A0 77 725 FEARA o




CN 110632308 B W OB P 1/4 T

CASP8 B B Hiu (A4 T3t 77 7 il & Fifi 22 s i 7 & h B Fig

BRARGUE
(00011 A B B AR ANE Wik R0, BARIE J2 CASPS H B Bt A I 1k 771 £E i) 25 it P 7
A& T &

BHREAR

[0002]  Jifiee A& thh S bdpe o LIRS SR R 2 — , R R AR T R 2R B &S, B Al
R G T E A, 7 B E N IR BRI 4

[0003]  fii e & — ol 3 T K B P 50 00, 85 A2 9 T3 e 380 W6k 30 A R B0t Wi PRREIR , 70~
80 %% H it J 3 AE 12 W BB A T iR I O 2 R VI R AL O 2B i T R
AL, T AR A7 23R A o 0T T A e i, &80 eI 6 97 mT KOS i i 154 e UL 2R
172N A7 5B o DR L it e 1) S SIS W R R AT A I A A R EL

[0004] i Jeet i 075 A , 2 8O S L8 V52 AT it g A SCHEIR N BEREAT 5 B4 AL, £ L0 IS IR AT
S I g o Gn SR AT L 4 38 a5 ERL T ) g 1 bR A BT RS I PR R A G
REUHHIR VR YT 46 It B U sk BT ) = e

[0005] | EpfifA 4B B S48 B A0 a4 By 7 AR Bk . H AT, RS E A E
PR C 4 BN I AR e, 1 p53NY-ESO-1.CYFRAZ: 4% (Tang 7-M,Ling Z-G,Wang
C-M,Wu Y-B,Kong J-L(2017) Serum tumor-associated autoantibodies as diagnostic
biomarkers for lung cancer:A systematic review and meta-analysis.PLoS ONE 12
(7) :e0182117) «

[0006]  CASP8 (FE[X 515 AEnsemb]l : ENSG00000064012) , | 2 %Kik T B & (RPKM 26.3) .
M S5 RPRM 15.2) J HAB21 A H Zdrh . H i R WLCASP8ER 1 H & HiA I AR )k IE , R
LG5 it e AH SR Y BIAT AR

b ES

[0007] A BAM H BIFE T4 AE—FH i B S HrR S i br S, UL B A% Aw £ 47 1A il
TR TE il £ e 07 25 X 70 P 1 &

[0008] AR BHRIHIAR T R4

[0009] A WICASP8EE 1 H & PRI I 7E il 2% Mg i 2 i & e ) FH &

[0010]  GnAdiR ) FHi& , BT B AS MICASPSER (1 H B oA s 1ok 771 A i 1E6 fe 925 IR P X 36 FH 4k 571
BT 9% AT ik

[0011]  4nwTIRAY Fi&, BT i MCASPSER I H & Bk IR 57 uwestern blotikFl.

[0012]  GOFTRA &, Frid K MICASPSEL (1 H S AR 1 A A A 8 R v A

[0013] LAk it & , AT 4G MICASPSER 1 B B HUAA 1751 A2 A6 A I3 7 CASP8E& 11 H
S EIR LN RSl

[0014]  — i fitie i A R &, ‘B HE FH A MICASPS & (1 H S Bkl 71

[0015] il AR &, AT iR KL IICASPS R (I E 5 Pt A At 1 571 o i Bk 4 28 W o 4 563 FH 4k
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[0016]  4nEFIRAIAFT &, iR K MICASPSER 1 H & BRI 57 Awestern blotidifl.
[0017]  gnmyd A 355 &, FriR A MICASP8Ex 1 H B PR i) il 71 A £ [ 50 e il 7y vk A3k
7.

[0018]  4nATIR AR &, Frid e MICASPSH H B B Pk ity ik 77142 46 I A I3 A CASPS8 2R

SR E/IRZN:0R7 Wil B

[0019] A B RBEAE T, W€ 1 N AR CASPS H B HL AR i 2 i 5 il s 10 JRUR: I
RO R T AT T G I A A I 9 H CASPS [ B e 1) 55 8 SR 4 W R it i ) IR, 22T L
PRAS I AR L3 CASP8 B B LAk T B, WT AR AT BOAR 2 T IR 25 b 2 B A% W 552 it 491
FLARR PRI S 5 73 M 7 vk (B 0 ) sdEAT A 0, (EAS SUBURR 12 3 B AR e s A I

CASP8 H Btk & &R Al F T s it &
[0020] AR B SR AL 1 — Tl (0 Mo 5 5 A 10 400 R — A 10 Moy 0 2 17 46, 1 M08 S B0

T A R0 A s ELRE LIS AR R TR ity 0 28 05 T ARG o A9 B B2 R O N FH T 557%
[0021] AR, AR A S BH FR) b3 P 2, 32 SR AR TR 1) 5 368 5 AR AR NS P 2 B, AE AN i 75
AW EIRFEABAR AR ATHE T L b w] D B 2 MR U B 2 B s A 5

[0022] VLI id i Bk St 5 SO AR B ik 3 s EEAR 2B I P U B (B AN BRI
BB A iR 3 R v B AR T BL R B s 9 o ML T A B 3R Y A i S B R )
J& T AR WV

[0023] "R “CASPSH HHifA” , Faf A& “CASP8EE H H S A" .
B 5 BA
[0024]  [&]1: fifids 3 (LC) i R MR350 (DC) A Fexd R (NC) I K H CASPS H B HifA /K
SEXTEE
[0025] &2 fifidee 3 (LC) 5 Ml B 53 (DC) ROCHM T
[0026]  [&]3: filies f 5 (LC) S{g HEXT R (NC) ROC/MHT
BASLHEA
[0027]  Sijstifil 1 1 S5 H CASP8 H B it 4k 5 il 1) 9% 2
[0028]  — IR % kL
[0029]  JZEEfiides A5 2 30451, Jili 5 R PRI (5 4% B8 M98 S5 A S ge) 29491, g i %) L 29
], FEAE BT

REAFR i fB fiil R PR | AR

I
[0030] ANEL 30 29 29
WS 49.5+5.7 46.5+ 10 42.0+8.9

50 E 1) 20 (66.7%) 12 (41.4%) 13 (46.7%)
[0031]  — A& il R 3
[0032]  HuProt™ A& [ 5 5E A% Fy L %8 45 CASPS AR [ (% P fICASP8 2R 1 4 K 2k

4
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H , 2 A 41°5 AEnsembl : ENSP00000264274) , N L& 1% & J& , MLi% H1 CASPS H G Hifh (3 %
FLHE LG IgMBY iR, A — S B R R HLR) 456 B2t T BE R R & G PR
B A, B P TgM ehric 3t (cybbric , BRI ) FPr N 1g6% 0 3T (cy3hrid
EINGRE) R, @i S RSO EUE T A5 5 I 5R 55 S PUARI S A ) AECR: S IE ARG .
[0033] =.Jj¥k

[0034] A4y BT RN BG40 R

&R il 5 4 CASPS & (1 /Y HuProt™ A
R A e dE

ChUREE W EH Cy5S hrRid BB 1gM B9 =i,
PAK Cy3 tRidBIHTA IgG B =Pt

[0035] | AWk 3 RS 10% BSA, IO 7 1A

i+ 1 x PBS %

(I3 ) 5 & 1 AR5 10% BSA, BOA 9 A&
%3 1 x PBST ¥k

THVEW 1xPBST

[0036] 1) i F 5 A A -80CUKFELH , B T4 CUKMER /I, REETERER
15min;

[0037]  2) & PA : LIS 8, [ 144 blocks A= , [l @ 4F 2 J& » Al block H N &
PRI, B R R IR L, = A 3hr;

[0038]  3) IMyEFEANG & - 5P 5E B 5 , BUR S PR, 2R Ja TG I\ T0 5 1 £ 47 1) L35 9 6
T, B R AT B 1A TS REA , AN LIS FEA ) _EAEARFR 92000l , U RE R 20rpm, 4°C
R E (IS4 C ENTAE R, NI & WAL - 50LL I % , 75 35 % & 70 s
[0039]  4) JE ¥t « #5:08 Fr St i A= — [R Y, IR B FEAS, SR e il In A\ S8 4R BRI PBST, 40
ICAE AR, DRUEAESRBR A AN B R AR [A] G5 S5 34 AR bR o A= f5 S R E T
I I eI B8 Al e s, /KPR IR, IR 80rpm, I 3K, &K 10min;

[0040]  5) —HiFHE KOS B BN T 3nL —Hi S W S S, R PR K 40rpm, 8
6, =i 1hr;

[0041]  6) ¥ ¥ « K585 v B G B A R fi e BRI ES B i) B3R ) , B T A 1S e il s
R YEE, AKCFREIR, iR 80rpm, JE ¥E3IK , B 10min. 56 A i FddH20iE HE29% , B X 10min;
[0042]  7) T-I&;

[0043]  8) 94 : ¥ FH o LuxScan  1TOKGBE #1103 H5A 4 5

[0044]  9) K4 H2 B K5 X REGALSC A (G s 108 i R ER E BT AE AL ) 3T %58 i B g A
GAL ST AR B BEAR T 55, ¥ T H S0t 5F 441, SR BRI F R 7 -

[0045] DU 4R

[0046]  fifides £ 2 1L 2 AR CASP8 [ B FL Ak i T35 3R 7K~ 21 . 1SNR (R A5 5 A% o2 =
FUAED il R 14 922 99 I 2 FR CASP8 H B HL A (1) 7 3 3R 18 7K ~F- 930 . 4SNR , {8 B B ifn 2%
CASP8 H Sy {1 ~T- #3R1K 7K V- 28 . 8SNR . fitii 21 5 Jifi 3 (R M5 2H. (p<0. 05) Fig J5e xof et
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H (p<0.05) ML BH G225 (B il 5 R 5% K ROC /T B 45 45 73 1 N
89.3% , UM N33, 3% (K2) s filides 2 5 4g JE X HEFFTROC /0 A1 25 S e 148196 . 6 %, sk ik
H26.7% (FK3) , RHHCASP8 H B HLAA P RS H [X 43 il -5 i 578 1 A 32 9 AN g e xof e

FH DL b2 SRmT Jn, filies 28 3 5 R Al RS 00 IS CASPS H S JuAk ) /K22 57 i
AR I 37 H CASPS H G HLAAR I /K T, BE %15 21 it 07 25 1 B 1 o

[0047]

[0048] St {51 24 i B DA WX 771 45 1 20 s A HL AT P v
[0049]  — 5 ER A Ak
[0050] il (LA NAD) -
4H 5y H &
[ 5 4 CASPS & 1 HuProt™ A | 1 5K
REE P EHS
U E W (FA Cys LRIt | 1 IKIEAED 3 B (REE 0.1mg # oK)
N 1gM B —$t, BLK& Cy3 FridH)
[00511 | HLA IgG H—H1)
B (3 BB 10% BSA, 0|13, 4 20mL
AN 7 BB UE 1 x PBS &)
0 7V (1 ARG 10% BSA, IO | 19, B 20mL
9 KB 1 x PBST ¥AHD
TEWET (1xPBST) 1 i, FHfH 60mL
[0052]  — il & FH vk
[0053] [ St 5] 1 28 =3B 4> —— “Iii& HH CASPS B & HiL AR mI k&I .

(00541 A7 WY A8k 1) 6 mT LA 368 o A 00 I 375 CAS P8 ) S LA i) K-, mT LA & R A A A
FEUIT P2 ) JXURS: < 57 CASP8 H B TLAAR 7K VAR R T8 BRI 55) 5 JU) S8 e F) IS 15 » 45 CASP8
H S UK T e, DU 8 P RGBS ARG o T s A A e 1) Bl B2 W7, D R SRR SR KR 7
$E i B PRSI R A » 1 PR N FH A5 R 4
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