(19) e AR X FEE RN ZIRE

4D (12) £B3E FIFR A

(10)EIF A% S CN 108398551 A
(43)ERIE AT H 2018. 08. 14

(21)E{ES 201810186422.0
(22)EiEH 2018.03.07
(T ERIBEAN RIS R ) A R A A
Motk 518000 | AREARYITI R 1L X H 2
KiE2076'5 1 [E ALK E 7S A2
(72)%BA N sk KuE sk SfER  Filtk
B
(74) EFRIBNA EINTHIREFIHN = BUCH
5B (@A k) 44285
KRIBA EAPEL

(51) Int.CI.
GOTN 33/535(2006.01)
GOIN 33/533(2006.01)

BORIESR 10T BEWI4513 0T

(54) %R &R

— T B IR A 2 R S A M LA Bt
RZPU A A W3 7] 2 B I o % 7V
(57)1HE

AP B I R G 5 H AR U, AT T —Fh
F T B 36 G 2 R 0 & 1 4L B W L R R A it
IR ) 8 B Il 46 7 v AR TR A 0
58 5 A R o 5 R VA 5 T 3R 3 PR VR TG
F  RERE (PBS . H & % . Tween20 . it S0 F1 2 &
B, BT IR AR A R & A PBS IR AR 1 WK R AR OR
% £ \PEG « B SEBS AIProc1in300 . 45 & B M il
BBk H 2 1 1) 5 ) ) PR VR R B B A BTN T, 8
TP RS 5 (5 15 I o P2 ) A R 8 A KT
[ R R A 0 P A o TRV, DA RIT IR 215 il 4%
HOEAR NN o857 ol = TSR g ¥ it c B Ve

— TE2FELL E.

CN 108398551



CN 108398551 A W F E Kk B U1

L. —Fp T BB e B R G A S , FRFAEAE T, B FE S P YRR A R 5 BT iR ¢
VRS A B8 1 JEAE JPBS . H B2 % . Tween20 B SRS B BN , Tk B 4 B & A PBS
P& 45 X 52 35 2 FR S AN W PEG Bl B AIProc1in300.

2 MRPEBRE R IR A G, KA AT, TR EH AW & H2% - 4% BEH 2% -5%
FERE, 1% -3% HEERE,0.5% 1% M5E08,0.02%-0.05% Tween20,0.01M PBS,0.05% &%
BN, pHIE NT . 4-7.6, BB NK.

SARIERRE R IR A EY), HAFFIEAE T, ik B bn M Bl & 0. 01M PBS,2%-4%
PEEE,0.5% -1 % &l 320, 0. 2% —1 %6 RFRFE R RN 1. 5% -5 % PEG.0.05%Proc1in300,
pH{E T .4-7.6, REHNK.

4 AUFNEER -3 2 — I 2H A WL 1) 2% DG A 2 kAR H ) B o

5. ARIEBCRZE R APk N, HAFAEAE T, BT iR BB S % R SO DAL DU B X S %
MR

6. — PhUiz PR G R AR &, HARFEAE T, BHE L R A 5 -

B A% B ORI R 8 AR VR BRI R BR 1A A o A RV e 5%
AR A s Forb, BT i 8 08 L A M AZ B 20 DU D S R F B PR P ik 8 PR S A
Fg R BERE PBS. H 2 B« Tween20 Fl B AN B 504N , PIT IR B bR A BT &5 A PBS IS E 1 W4
F2 3K HER Y PEG « & S8 F1Proc1in300.

T ARPEBORE R 6 ik ol i &, A EAE T, TR EH A & A 2% -4 % B H , 2% -5%
FERE, 1% 3% H&EE,0.5%—1% f3E08,0.02%-0.05% Tween20,0.01MPBS, 0. 05% & %
BN, pHIE NT . 4-7.6, BB NK.

8. R AR SR 6 BT IR 355 &, AR ELE T, BT IR B AR AR R & 0. 01M PBS,2%-4%
P& ,0.5% -1 % ® 320, 0. 2% —1 %6 MHFRFE R IREN . 1. 5% -5 % PEG.0.05%Proc1in300,
pH{E T .4-7.6, RE K.

9. MR P BRI EE K6 Frid il 7 &, FRFAEAE T, BT iR AR M AZ 1 7 Pt i ik 5 dsDNAVEH B T
Sm.U1RNP.SSA-60.SSA-52.SSB.Sc1-70. Jo—1. ¥ k#1APEE 9 \PCNA.CENP-B.PM-Sc 1 AMA-M2.
Mi-2.Ku A% /M LAMP-2 . AGA95 H [ — Fsli g F LA |

10 AR FERURN ZE R 6 39 BT IR 3055 &, FLRRAEAE T, BT I 41 B A% B 2 B Ji K FHCB R 1A
PBSZZ MR B Tr 1 s B2 M A AR MO AZ 1873 L IR A B 5 P b AT R0 48

11 AR BRI EE R 2-104F = — BT IR i) &, HARFEAE T, Frd 8 150 e B 4 B 1 Joi
5 0 BH M R AR TS A B T 0 S R DL AL B S SR AN E A
PLE

12 BRI ZER 6 B IR B R G i) 1) 26 0732, HRR A T, (0

W A0 PR A R A P A B 8 B AT B B S R SRS IS AR A, SRR A
WA MMIAZ A U I B8, Bl B VRS A B B BENE JPBS . H BRI Tween20 . filf
SRR B U

B 1l 25 A PBS I AR 19 032 5 25 F B N W PEG L Bl S B AT Proc 11 n300 1) g b W B Vi - 7
BB bRpuAA , 345 FH R BR 36 R R AR RE (1) B AR HUAA , SR IS 0 1 ot AR R AL BRI VAN ol 3R
SRAFPUZ DU TEAS TR &
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— M T EgEX S R FI 2RV R & ML R A g A 5T
ZREFIEGE

AR G
[0001] 7 B0 K IR e e B3 AR A, AR e — b FH T S e Wm0 B K
PURZPUIAR I Ao It & S il 46 T ik

EEEAR

[0002]  HikxPufh (ANA) 2 B 2 Fha itz o 0 3 S Pua, & DL A% 40 B ) i Bl 70 N R
PSRRI A S PRI FR, il T 2508 & BRI A 3 & 5w (ALD) £ 8L
A B4) B 928 3050 L B B T RN 43 1 B X B A 2 A P P A PR — R B B G N N
SEE SHLRSE 0 — KRIEEN, HORWILE r B 248, 34 B R R R R
VG KPS RS . — R IR A R ELLPEARIE (SLE) (R XIBMEICTT % (RA) -
TREGEEAE (SS) TR A 1 45 45 2H 2955 (MCTD) « wRi% M 25 45 41 2305 (CTD) « B & G & /T %
(ATH) < iUk M RE M 4L (PBC) « &R G852 95 (PSS) 2 LA/ B2 L& (PM/DM) 25 . 1R £
ATD 2 LU AR IEIR B 2 B % A H 2 50E R 200 E 5 PrA N ERE 8 M 7% , [ B &5t
A2 T DL 50 975 A S e T R R AR o IR I oI B B A 1) 7 A RN S o R
B RO AR, BT AIDRRFE — MK , KA NG AR 48  A8 B HA B, AT b R s o A s i
S 5 By AR ] XS ATDIY 5 B IE A2 W AT 20 55 7 TH S BIR AF 4 BhPE

[0003]  H Fi A 1R 2 A M BTAZ BUAAR 0 75325 , 04 1) 42 e 9% % 6 o0 ik B A 28 BN V2 , {HLE
SEATTE R E ISl A o )52 90 88 706 6 o BT v o JE ik T J 1 % Dl 45 6 W R HE W 11 B B AR i 28
Al Bk Z — AN BARZ B2 W, 75 B A AN R R BT IR S, e 92 BV | i Ik e g
R PR EICIE T TR A B K R AR BB A DU [A) e e AR e vy 5 ) L B FR B BEVE A
Ae EAfHL A Y AR I H 25 5%, K D 25 SR 1) o i 1 AR SRR SR T80 B I o AR R P B R AL
) 97 BT X VAL B 9% FEL YT TR 42 I 8 3 FH MR &5 5 1 30 56 20 B A P 7 A AR 1 K VB R
S0 RGN R ] 3 e AR A S R s SR VR A R R R A B

[0004]  JEAE IR T AT LAAS WU L6 ML BUARI 8 A, I nCN10502181 1A ZR 1T , A& 4t 1Y
EASFEER 2 8RS, HilREm e B— AR 2-8 Ciae LE fae A E.

LZBARNE

[0005] A5 4T itk , AR BT H BIAE T i — 0 H T B Ik e 2wl n & I A &4, 43 BT ik
H A FH T ) £ Bl A 2 1k ) A P e 0 3l 28 3 v 1) B AR AR AN == IR R AR e M, DR AE IS
A SEK 5

[0006] AR F4N—A H BAE T34 _F IR 2H A W) 7E il 2% B I S 28 R 2 i B S R
il FHT R BT AZ B AR I AH DGR &

[0007] A B S34h—A> H HIAE Tt — P& Bk 205 W ) BoA% oA o 044 1% A il
TR S i) T v A AR B IR ) S AR IR AT SR T A AN TR (R A e

[0008]  Jhy 1 Sl Bk H I, ARSI N ERTT S
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[0009]  — i FH T B B S 8 X AR S I A &4, L6 5 PR RN B AR 0 B BT iR PV A
A% ER 1 BENE JPBS  H B2 BE  Tween20 \ Fif S0 F1 2 VAN , B i B AR A B & PBS W BX R 1 T
F2 3K H R4 PEG & S8 F1Proc1in300.

[0010] 4t HH A5 Tl BB6 S 12 1k 7] 6 A o2 480 22 DR AT I TR B RO BB, AR R B A X T MK
i) 2% 1k ) B ) = P RN Bl B A B (R T A DL SR ik B AT il i B A i 41
53 TE35 P I ZH R BB 0% Y 255 B8 e i IR 9 1k ) B (R A e MR DR A I 1]

00111 fERARIE, TR B I S H2% 4% BEEH ,2% -5 % R, 1 %-3% H #&EEE,0.5% -
1% &30, 0.02%-0.05% Tween20,0.01M PBS,0.05% S %4, pHIE ~7.4-7.6, KREAK,
FIridk B 43 b A B E 4 b (w/v) s FEA R B B AR Sieiit 77 X, i il 38 PRV BT o 38 PR &5
2% B BRI V2% I ERE 0. OIM PBS1% H #%EZ.0.05% Tween20.0. 5% & S H8 F10 . 05 % &
BAN, pHIE AT . 4-7.6, S B NiB 4K .

[0012]  YE N4, Frik BE bR AR S 0.01M PBS,2% -4 % B& 51 ,0.5% 1 % & 320,
0.2%—1% N2 FEFE R ERAN . 1.5%-5%PEG.0.05%Proclin300, pH{E N7.4-7.6, & & K,
Frid B 73t B Proc 1 in3002 AR 5 43 bk 2 A, FHo R 82 i H 0 b (w/v) s TEAC R B HLAK
S 7 I, BT R BRSBTS /0. 01M PBS 2% HIBE R 19 .0.5 % X FR L RN . 1.5 %
PEG.0.5% &S A10.05% Proclin300, pH{E NT.4-7.6, K& N/K. HFPEGILIE N
PEG10000.

[0013] A% BRIk 2H G Wit AT Hukz P A B Ik e 2 1k 7 6 0 1) & 5% P RS 3 1A
VORI B R VR R B B B B B B R S AR B 7ERIR (2-8°C) 1, AR K B B e T L
24 F JE SR BEE SRR B s A e 1, i et BR AR S 7R B 18 A e st 4 H BILR K2
FEATRE M AE =R (18-28°C) T, AN K AR S AE T E 9N H S5 VIR 58 6 (R 4 s i R A
SEME, AR R A SR EN AR o4& IR KEEN AR e, MBI ARE %
TC VAR AEAS I PV Aff 1

[0014] BT EIRAL RN EEARRCR , AR SR 1 ik 20 -5 W 75 i) £ Bl 1K S 12 ) 4 v 1)
I 45 0l 2 A 1) £ A% P A B K S 2 Aar IR SR A B

[0015]  [E]if, A RIS H it — Fhbuaz oag i da il i) &, BdE LA 4 55 -

[0016]  E A 40 B AZ 43 U R A0 8 F 50 F I s T Y A R PR B B0 A A o A B
VERR IR R A s Forb, Brid B 08 L A B AZ 15 43 B i s % FH 3t PR P B 3 P VA
EAME S NS PBS H #E B Tween20 iS00 AN 2 U , Tl AR 35 B V& A PBS i 2R
0 55 B2 I R  PEG B SERS FIProc 11n300 , Firidk 5t A v A bR i Bl S ATk 415 5
A

[0017]  fE MR, BT iR 40 A% A 7 P it i H dsDNAL ZH 85 1 - Sm ULRNP . SSA-60. SSA-52.
SSB.Sc1-70.Jo-1. ¥ ¥E{APEE 9 .PCNA.CENP-B.PM-Sc 1 AMA-M2 Mi-2.Ku. #%/MA . LAMP-2.
AGA9SH 1) — Pl P A LA b s 78 A B BLAR STt 77 U, B i 48 A% B 70 Bt J 9 d sDNA L 2H B
K4 .Sm.UIRNP.,SSA-60.SSA-52.SSB.Sc1-70. Jo—1 A% F#{A&PH 4 .PCNA.CENP-B.PM-Sc1 . AMA-
M2 Mi-2.Ku #Z/MA LAMP-2F1AGA95

[0018]  FEALHH , A0 M A% i 53 HU R K FHCBSZ M  PBSZZ MR B T 1 s 2% M o 48 O AZ 18 4
PSR R R G2 B A T B 5 AR AR IE S BT IR 22 R 3% H pHO . 611 CBZZ i« pHT . 411 PBSZ& 1
T (L0 . 01M) BEpHS . 5 TrisZ2 v (tiZ20mM) , B8 AR5 , 78 2% vy b 7 IOPEGELPVP . i

4
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BERE H LA A Proclin300, RIS I T KA PR FRRIRG , v] s Gk 58 A20E L 4B B AZ 53 it
JER A AP e BE LU BE [, CVEE /1N

[0019] o, AKIEPEIORIRE AT LA Captisol s 2- ¥R JE—B-FR kS B HY B -B-FR MRS 25, ik
F£M0.02% s PEGHIR EN2.5% , PVPHIVK B N0.5-0.6 % , 5 i 1 3R 2510 % , H i)
WPEA15% ,Proclin3009 B2 0. 05% , BTk 11 43 b H1BRProc1in300 2 4R 1 7 bb 2 Ak, H
KRERTHEE D W/v) .

[0020] N EAkHL, FE AT RE

[0021]  dsDNA.Sm. UIRNP.Sc1-70.Jo~1 28 H A Z/IMETHFT i 43 5 FHPHT . 4-PHT . 6]
0.0IMIIPBSZE MR (FeH 570.5% FIPVP 5 % [ HE L 0. 05 % [f1Proc1in300.0. 02 % )22
Fe-B-IPWIKE) AT MR B , AR FE 73 1128 40ug/ml L 10ug/ml  10ug/ml . 15ug/ml \20ug/ml
18ug/ml.12ug/ml;

[0022]  SSA60.SSA52.SSB.PCNA.CENP-B.PM-Scl A% KK PHE [ 7F0 41 J5 43 7 FHPHT . 4-
PH7. 60 . 0IMf{IPBSZE Mtk (b 475 % IIPEG4000. 10 % I3 38 . 0. 05 % [¥1Proc1in300.
0.02% ) 2— 2L -B-IMIKE) AT MRt , AU E 53 71128 10ug/m1 . 8ug/m1 \8ug/m1.20ug/
ml.25ug/ml.15ug/ml.15ug/ml.

[0023]  Mi-2F1Ku%y 3] FHPHO . 67 CBLE Mk A B 22 < B 30ug /m 1 A160ug/m1

[0024]  AMA-M2.LAMP-2F1AGA957%) 5 FHPHS . 5/ 0. 02MA) TrisZZ Mk (b 55% )
PEG4000.0.05% [FJProc1in300.2.5% IG5 HE , L )20.02% ) Captisol A115 % i H i) 2
TR, 2R B 43 0N < 25ug/m1 L 20ug/m1 A140ug/m1

[0025]  pbAl, A e BH TR 6 v AR AR S0 o L 9 1 U < B P B A R A
B b 4% i S 2 il 26 DL AL B 52 SR () — AN B AN DL L BE DR B AR, 2 b — AR
Ji 45 m (NC) F—ANBHME 5% st (PC) 5 22— /N F i 5 4% st (SC) A — B 4 £ (EC) 5 2
DEANFRAE I 28 £ (S1-S5) LA e — A8 A G B 4 B 2% 1 (Loc) »

[0026] 7B ARSL T b, AR B B8 Bl 8 — AN B s s (NC) A0 —>BH M Joi
2 50 (PC) 5 —AMFF i i B4 R (SC) A —AMig s o 4% st (EC) s 512 il 42 s (S1-S5) LA J—
AN AR BB AL E 25 55 (Loc) o

[0027] Lo, BHAE 4% 5 0T DA N TG, JUIXS R4 FH ) B AR o A4 sl 2 Bo N T g GII B AR o BH
J 45 s A AT DL B A BSAE IR (1 DNP , TUGE A FH PR s 4 sght 2 Bt A T GIRT i AR LA S DN
) R 1) TR 3 o

[0028] iy BH 4 Joa 4% A AT LA IR T S BAS 5 (I Tl B FE 1 N TG, BICR AR ) ook iR
H R B A FF i i 4% ST L2 BT TgGE AR HT A TG (MnEHT AN T6) s BEEFR Bid mi ]
PLAE N TgG (BAm 2Pt AN TgGIBgAR) , B HAR BT R Peik (ks 2 Rt AN 1g6) , B i
FERPUAR bRt HEPAN BRI T6) o Frid 275 fh 28 i 78 B AR St i F2 R 2 5 AR 2 = ik B
I NTgG, FHT N EBEMS , 45 R B H L.

[0029] &S ARG IAL B S5 BB 2 2ug/ml ) N TgGVE R, =5 B2 X Z1 BB I (1) 72
RrfEH

[0030] A< BH Ffr il Bl b P A Hh B AR 10 0 9 BEEAR HLA TG, N EHUN B AR PTN 186 s Firid il
AL IEREE AT BE , BRI E A B AP, SEFNER, WY BE R

[0031] A< B A1 FH (14 S €00 3 2 338 5 B Ak 27 6 IR (ECL) | J st ¢ S i i 26 1 B A i
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A7 I 5 SR (R S B o A JH A S it 5] AT DAASE FH AR ) 5 )i, 4p-NPP, TMBA%

[0032] AU BHIE T RIFE AL T B kR ) il 2% 07 925, Bl «

[0033] R 4RMEAZ R LR AR B B AT, 0l R e SRS NN B PR R P 3R
B AEARZE SR ER S, TR AW AR ES B PBS. H #& B .
Tween20 - FH R H0FH B U8 5

[0034] L & A PBS B& R X 2 35 2K H R A A PEG « Bl S Bl AP roc 1 1n300 [ s 4 R ViR
FEABERRARTUAR , $RAT FH Bl bW B VAR RE X BRSO AAS , SR i TC F A oot A R VAR e I VR AR i £
T SFAFPAZ BT E AT 77 &

[0035] P DA B4R TT AT AN, A BH DN I S 28 771 26 00 B P VAR RV Bl o A BN T, 3
Tob e R B R, 8 15 I A 2 1k ) A R 8 R I ) DR B R M P A e M o RIS , AR IR 4 &
Vi #& Pz B R R & B oA B AR E 1, IR BUAE 24 DL b

B A

[0036] AU BHATF T —Fh F T Bl K S 2 1) S 2H 6 ) DA S A% pi Az ot s e 771
Hoi 28 71, AR AR N AT DU S AR ST 4, 18 2 oodE T2 S 30 Rl 75 2R
7T » I FRACAIR) 5 4 FH CL B0 AR AT AR N B3 R i A i 1717 2 LI 5 AT TR e M o B Fs AE AR
R o A BH AT IR 2 A4 R o AN N 2 2l e e A S AT T IR L Ao N RBH R AE
TEAN W 25 A BH PN 25 R 1o R ] R 6 4 ST I R 1) A5 42 1) 8 R B R AT 23l B0 24
A 5H G RSN A R BHEA

[0037] DL 5k AR A BH B 42 AR ) — Fob B T Bl B 4 8 X701 4 ) 45 W DA A Bo A B A it s )
GRS S ) T a2 P B .

[0038]  Sijitifl 1 - A < BH Bk oAz P A v o Wl ) 45 1) i) 46

[0039] 1. 4HAEAZ o PSS AAH O 2 1 ) B

[0040] 2K 385 F B 41 F i PCNC.S1.52.S3.54.S5.EC &7 M 4 1) & 2ug/m1.0. 01ug/
ml.0.1lug/ml.0.5ug/ml.2ug/ml 4ug/ml8ug/ml.2ug/ml i) N\ 1gG, F B2 i ~NPHI . 6/ CB
Gzl L 22,5 % IIPEG4000 .5 % I IF 4% , 0. 05% i Proc1in300, PA A2 15 % ) H i)
[0041]  SCriAHEI1) &2 2ug/ml I FEHLN TgCHUA , FMBE G2 Pl yPHI . 6/¥) CBZZ Pk -

[0042]  Loc s 22ug/ml i N 1eG , FiRe 28 iyl /& PHO . 611 CBLZE I -

[0043]  dsDNA.Sm U1RNP.Sc1-70.Jo—1 48 A A% /IMRT R ) 43 75 FHHPHT . 4-PHT7 . 6]
0.0IMIIPBSZE MR (FH 50.5% [FIPVP 5 % I8 HE . 0. 05 % f1Proc1in300.0. 02 % [ 2%
Fe-B-INWIRG) HEAT MR, U E 23 ) 940ug/ml \10ug/ml.10ug/ml\15ug/ml20ug/ml
18ug/ml.12ug/ml.

[0044]  SSA60.SSA52.SSB.PCNA.CENP-B.PM-Scl. ¥ F{APE 97 #1543 5 FHPHT . 4-
PH7. 60 . 0IMf{IPBSZE mitk (FLrh 475 % IIPEG4000. 10 % I3 #E K , 0. 05 % [¥1Proc1in300.
0.02% {12325 -B-FRWIKG) EAT FA R , 9K 43 3l 9 10ug/m1 . 8ug/ml8ug/ml.20ug/ml
25ug/ml.15ug/ml.15ug/ml,

[0045]  Mi-2F1Ku%y 3] FHPHO . 6 7] CBLE Mk A B 22 < B 30ug /m 1 A160ug/m1

[0046]  AMA-M2.LAMP-2F1AGA95%) 5 FHPHS . 5/ 0. 02MA) TrisZZ ik (b 55% )
PEG4000.0.05% [FJProc1in300,2.5% IG5 HE , LA )20.02% ) Captisol A115 % ) H i) 2
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ITRRRE , R4 W) : 25ug/m1 « 20ug/m1 #140ug/m1 .

[0047]  FiT A5 44 8l BB 4 1O AR 5470 S 0 ) FHO . 22um P JIEFR L I, SR J5 il i BioDo t#
S SRR R SR AT R A B B AR SR R SE R S S RO i R RG A, B T2-8°C,
TR B 24-30h B 88 F FE B AT S B0 3R 2 DL FE 5], 9 v AR 48 S fs 75 B, AR
il

[0048]  F1FEH L HFES

[0049]
PC S1 dsDNA SSAG0 PCNA Loc
NC S2 HEH SSA52 CENP-B ¥ /M
SC S3 Sm Sc1-70 PM-Scl LAMP-2
EC S4 U1RNP Jo-1 AMA-M2 AGA95
Loc S5 SSB ZAEARPEE A Mi-2 Ku

[0050]  2.3}}H

[0051]  HHA A4 (50 Fr, FIPHT . AR PBSTHR R IRIBE e 31K, 28 Ja B AL 0N 150u L (1) 35 P VK
(BAH2% B 2% K EEHE 0. 01M PBS.1% HZEEE.0.05% Tween20.0.5% & SEHH AN
0.05% &N, pHIE NT . 4-7.6, RENHELEK) , FIREF Lh, REHT, TIRELS% LT,
FIBE , Fl4h, J5 5 2-8 CIRAF , SR BB A A B HR R SR E s s

[0052] 3. P EG A A BT  BEAR B4 | S0 E0 VR A 0 A RV R AR A e A TR

[0053]  PghR AR : 5 H0.01M PBS 2% [EEEL 0. 5% X 2R R Al 1.5 % PEG,
0.5% &SERIAN0.05%Proclin300, pHiE N7 .4-7.6, & AK;

[0054]  PgARHLAA BRI A AL BEAR I e bt N TeGhifk s

[0055] s FHI, PR BRI SR i AL Vil b 1) S pt N TaGHUAAR M B 22 6K 1 (Bl b
PUARIR D) -

[0056] G a3 : ECL & (. 571] o

[0057]  HESFRE:0.02M Tris,0.15M NaCl,0.05% Tween20,0.01% F&2K [, pH7 . 4.
[0058]  #ei&ii:0.02M Tris,0.15M NaCl,0.05% Tween20,pH7.4.

[0059] il E0 4l A5 40 A AZ 8 43 P TR A0 B 1 508 A A s TR YR R 1) B s 70 A7 AR S €2 97
DA SR vt W R VR e 8 R 2L S AS I IR A B A 3 v 0k 7

[0060] 4 i 77 v

[0061] (1) BUH R G, Pl 22 = i

(00621 (2) JOA: - 44 93 ek AT BH P 0 REILYE DA A FHARE W B B 1 LO LA AR R DA i ,
FL100uL AN A IES v FLH R

[0063]  (3) L& : Z iR B XN 30min. JI300uLYEgil , ek 3%, B F B Imin.

[0064]  (4) INEEARPUAAR : BFFL I 100ULEE bR P

[0065]  (5) i & : Z L FR B R N 30min. JI300uLPEd il » e 3K, BRI E Imin.

[0066]  (6) &t : BEFL AN AECL R (. 7150ul , % i B, 't & S230min.

(00671 (7) Wl : 30min N , AL K G v 70 BT A B v B AREAN SN AL N BT 145
SR s, I S1-S5 1 s R AR vt 1 2, SR TSR I I 25 SRR I 8 12 o B

[0068] st 51)2 A% I BH Bk 12k G A v P U
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(00691  Stof F ik 771 0 - e TSI it 481 1 19 9 92 3R AT il 2%, IX A T 35 PR VB 3 D 53 % 11
BSA.0.05%Proclin300fKPBSZE Mk , PHT . 4 ; B bR B v % FHIR A £ R CN10502181 1AHR 1)
BEAR AR RE : 0.46 % = ¥ H IE R H e 5 % A 1L £ M . 0. 8 % [INaC1.0. 1% F ik 20
0.04% 1) 1Dl 4,18 0. 5% X F R RN 0. 1 % I Proc1in300, R &8 25 & 7K.
[0070]  ES ) &« it 9] iR & s

[0071] A 77 v « K 5 Fhisk 57l & o0 I B T = 3 (18-287°C) A (2-8°C) Tk & — Bti
(), R J5 R FHAH ) L 375 42 STt A1) LRr U 7 vk A I, G oA 3RS 518, S R L3R 2-5.

[0072] 1. S5 1Rl IR T A AR 1 £

[0073] 2
[0074]
- 12 AN A/0 A
5t R AR 0 /™A 6 A 6 A0 A A 12 4A A
dsDNA 31055 30625 98.62% 29744 95.78%
WME G 26642 26063 97.83% 25152 94.41%
Sm 26212 25298 96.51% 25064 95.62%
UIRNP 8376 8301 99.10% 8193 97.82%
SSA-60 12261 12688 103.48% 11862 96.75%
SSA-52 9887 9682 97.93% 9505 96.14%
SSB 6633 6583 99.25% 6416 96.73%
Scl-70 7125 7069 99.21% 6848 96.11%
Jo-1 14117 14061 99.60% 13462 95.36%
Ll 2‘ P& 12867 13096 101.78% 12287 95.49%
PCNA 9621 10024 104.19% 9452 98.24%
CENP-B 5658 5705 100.83% 5396 95.37%
PM-Scl 7026 7131 101.49% 6873 97.82%
AMA-M2 8815 8825 100.11% 8611 97.69%
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[0075]

Mi-2 12611 11972 94.93% 11964 94.87%
Ku 14056 14110 100.38% 13696 97.44%
MR 8391 8236 98.15% 8018 95.55%
LAMP-2 11021 10898 98.88% 10362 94.02%
AGA95 8626 8706 100.93% 8572 99.37%

ot 3R 12 MR /6 A 18 A 1I8ANANOA | 18AABA | 1I8ANAN2 A

J A A A

dsDNA 97.12% 28901 93.06% 94.37% 97.17%
WG 96.50% 25017 93.90% 95.99% 99.46%
Sm 99.08% 24988 95.33% 98.77% 99.70%
UIRNP 98.70% 8065 96.29% 97.16% 98.44%
SSA-60 93.49% 11653 95.04% 91.84% 98.24%
SSA-52 98.17% 9521 96.30% 98.34% 100.17%
SSB 97.46% 6411 96.65% 97.39% 99.92%
Scl-70 96.87% 6793 95.34%, 96.10% 99.20%
Jo-1 95.74% 13258 93.92% 94.29% 98.48%
W@z‘ PR 9380 12064 93.76% 92.12% 98.19%
PCNA 94.29% 9189 95.51% 91.67% 97.22%
CENP-B 94.58% 5363 94.79% 94.01% 99.39%
PM-Scl 96.38% 6742 95.96% 94.54% 98.09%
AMA-M2 97.58% 8515 96.60% 96.49% 98.89%
Mi-2 99.93% 11886 94.25% 99.28% 99.35%
Ku 97.07% 13281 94.49% 94.12% 96.97%
MK 97.35% 7982 95.13% 96.92% 99.55%
LAMP-2 95.08% 10215 92.69% 93.73% 98.58%
AGA95 98.46% 8288 96.08% 95.20% 96.69%

o 5 4R e 24MNA0A | 28 ANA6A | 24 ANBN2A | 24 A8 A

A A A A

dsDNA 28455 91.63% 92.91% 95.67% 98.46%
ME G 24688 92.67% 94.72% 98.16% 98.68%
Sm 24051 91.76% 95.07% 95.96% 96.25%
UIRNP 7728 92.26% 93.10% 94.32% 95.82%
SSA-60 11186 91.23% 88.16% 94.30% 95.99%
SSA-52 9095 91.99% 93.94%, 95.69% 95.53%
SSB 6114 92.18% 92.88% 95.29% 95.37%
Scl-70 6535 91.72% 92.45% 95.43% 96.20%
Jo-1 12853 91.05% 91.41% 95.48% 96.95%
A 42 P& | 1s68 92.24% 90.62% 96.59% 98.38%
PCNA 9021 93.76% 89.99% 95.44% 98.17%
CENP-B 5112 90.35% 89.61% 94.74% 95.32%
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[0076]
PM-Scl 6296 89.61% 88.29% 91.60% 93.38%
AMA-M2 8193 92.94% 92.84% 95.15% 96.22%
Mi-2 11424 90.59% 95.42% 95.49% 96.11%
Ku 12847 91.40% 91.05% 93.80% 96.73%
MR 7665 91.35% 93.07% 95.60% 96.03%
LAMP-2 9968 90.45% 91.47% 96.20% 97.58%
AGA95 7972 92.42% 91.57% 93.00% 96.19%

[0077]  WER2WLAE th, AR B &2 A I 7 7RI R E 061218244 H i)t
S SAE, R Gt 7 SAME SEN R E, R ER, E 7240 ARRFI&, BG5S
B 57CE0.6+ 12 184 ARG SE AL , L34 F90% PA L, iE B Ak B BT id 771 &
TEARIR S5 PF T CE 2440 A AR L& B i A A e 1

[o078] 2. szt fs 17 & = R T i A e A

[0079] 3
[0080]
S ST 0 /™A 3/NA 3ANA0AA 6 ™A 6 ™~A/0AA
dsDNA 30758 30269 98% 29585 96%
W& G 25316 25263 100% 24168 95%

Sm 26431 25761 97% 25011 95%
UIRNP 8198 8147 99% 7942 97%
SSA-60 12084 12065 100% 11668 97%
SSA-52 9863 9826 100% 9626 98%

SSB 6592 6580 100% 6401 97%
Scl-70 7257 7052 97% 6869 95%
Jo-1 14024 14018 100% 13577 97%
mﬁz P& 12154 s 100% iclEEe 98%
PCNA 9788 9558 98% 9016 92%
CENP-B 5546 5531 100% 5105 92%
PM-Scl 7035 7005 100% 6611 94%
AMA-M2 8831 8628 98% 8165 92%
Mi-2 12250 12235 100% 11813 96%

Ku 13719 13696 100% 12948 94%
MR 8427 8266 98% 8035 95%
LAMP-2 10905 10886 100% 10311 95%
AGA95 8657 8611 99% 8221 95%

i 6 NMARBA

st B 40 JR A 9 /A 9MNANOAMNA |9MNABAA | 9NAKBAA
dsDNA 97.74% 28015 91% 92.55% 94.69%
WK G 95.67% 23008 91% 91.07% 95.20%
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[0081]

Sm 97.09% 23677 90% 91.91% 94.67%
UIRNP 97.48% 7298 89% 89.58% 91.89%
SSA-60 96.71% 10956 91% 90.81% 93.90%
SSA-52 97.96% 8825 89% 89.81% 91.68%

SSB 97.28% 5968 91% 90.70% 93.24%
Scl-70 97.40% 6586 91% 93.39% 95.88%
Jo-1 96.85% 13026 93% 92.92% 95.94%
w’%z P& 97.52% ks 91% 90.81% 93.12%
PCNA 94.33% 8824 90% 92.32% 97.87%
CENP-B 92.30% 5068 91% 91.63% 99.28%
PM-Scl 94.38% 6262 89% 89.39% 94.72%
AMA-M2 94.63% 7996 91% 92.68% 97.93%
Mi-2 96.55% 11052 90% 90.33% 93.56%

Ku 94.54% 12347 90% 90.15% 95.36%
M AR 97.21% 7703 91% 93.19% 95.87%
LAMP-2 94.72% 10054 92% 92.36% 97.51%
AGA95 95.47% 7921 91% 91.99% 96.35%

i R2AAOA | 124880 | 1248864 | 12AA/9 A

st B AR 12 A~ A P P P P
dsDNA 24511 80% 80.98% 82.85% 87.49%
mEG 22036 87% 87.23% 91.18% 95.78%

Sm 20182 76% 78.34% 80.69% 85.24%
UIRNP 5968 73% 73.25% 75.14% 81.78%
SSA-60 9725 80% 80.61% 83.35% 88.76%
SSA-52 6821 69% 69.42% 70.86% 77.29%

SSB 5112 78% 77.69% 79.86% 85.66%
Scl-70 5266 73% 74.67% 76.66% 79.96%
Jo-1 12147 87% 86.65% 89.47% 93.25%
M’H@z B i 82% 81.62% 83.70% 89.89%
PCNA 6233 64% 65.21% 69.13% 70.64%
CENP-B 4152 75% 75.07% 81.33% 81.93%
PM-Scl 5037 72% 71.91% 76.19% 80.44%
AMA-M2 6117 69% 70.90% 74.92% 76.50%
Mi-2 9288 76% 75.91% 78.63% 84.04%

Ku 10436 76% 76.20% 80.60% 84.52%
M AR 6012 71% 72.73% 74.82% 78.05%
LAMP-2 8821 81% 81.03% 85.55% 87.74%
AGA95 6136 71% 71.26% 74.64% 77.46%

[0082]  HHERIWTLLFE i, A BG4 Al 1 78 F IR F & 0,369 12> H i Al

F9E, AN Gt 1 &ME S ERIEE, R BRI E 179N AR ERE, G SE S
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JBUEL0 36 H BRIl SEARLE , JL-F- 240 F-90 % LA L, Uk BA A% B Bl k5] & £ T o

P CE AN AT IR L 4 e (e A e 1k

[0083] 3. 5iZ i 5] 175 S A FEHA ) S AIRIR T S e s xS L

[0084] %4

[0085]
. % SRVES R 5 451 o 18/
AR [T | AT TR e
dsDNA | 30625 | 30241 | 98.75% dsDNA | 29744 | 26885 | 90.39%
mEH | 26063 | 26126 | 100.24% mEG | 25152 | 23133 | 91.97%
Sm | 25298 | 25164 | 99.47% Sm 25064 | 23521 | 93.84%
UIRNP | 8301 | 8219 | 99.01% UIRNP | 8193 | 7862 | 95.96%
SSA-60 | 12688 | 12462 | 98.22% SSA-60 | 11862 | 11031 | 92.99%
SSA-52 | 9682 | 9515 | 98.28% SSA-52 | 9505 | 8928 | 93.93%
SSB | 6583 | 6464 | 98.19% SSB 6416 | 6015 | 93.75%
Scl-70 | 7069 | 7012 | 99.19% Scl-70 | 6848 | 6336 | 92.52%
Jo-1 | 14061 | 13886 | 98.76% Jo-1 13462 | 13021 | 96.72%
PRI 13006 | 13012 | 99.36% PRI 10287 | 11245 | 91.52%

A P&A A | P&a

6 ~A "pCNA [ 10024 | 9976 | 99.52% A PCNA | 9452 | 9051 | 95.76%
CE]I;JP' 5705 | 5642 | 98.90% CEE’P' 5396 | 5115 | 94.79%
PM-Scl | 7131 | 7068 | 99.12% PM-Scl | 6873 | 6614 | 96.23%
AMA- AMA-
g 8825 | 8781 | 99.50% 1 8611 | 8205 | 95.29%
Mi-2 | 11972 [ 11628 | 97.13% Mi-2 | 11964 | 11363 | 94.98%
Ku | 14110 14006 | 99.26% Ku 13696 | 12899 | 94.18%
Bk | 8236 | 8165 | 99.14% Mok | 8018 | 7561 | 94.30%
LAJ;"P " 110898 | 10688 | 98.07% LAl;"P T 10362 | 9856 | 95.12%
AGA95 | 8706 | 8626 | 99.08% AGA95 | 8572 | 8011 | 93.46%
dsDNA | 28901 | 12165 | 42.09% dsDNA | 28455 | 686 2.41%
mEG | 25017 | 15024 | 60.06% mEG | 24688 | 1042 | 4.22%
Sm | 24988 | 18644 | 74.61% Sm 24051 | 968 4.02%

R UIRNP | 8065 | 4525 | 56.11% - UIRNP | 7728 465 6.02%
SSA-60 | 11653 | 6636 | 56.95% SSA-60 | 11186 | 625 5.59%

A Issas2 | 9521 | 5782 [6073% | ) SSA-52 | 9095 363 3.99%
SSB | 6411 | 4461 | 69.58% SSB 6114 325 5.32%
Scl-70 | 6793 | 4515 | 66.47% Scl-70 | 6535 299 4.58%
Jo-1 | 13258 6182 | 46.63% Jo-1 12853 | 686 5.34%
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[0086]

12064 | 882 13% 11 2 340

e | 12064 | 8823 | 73.13% iy 868 | 75 6.34%
PCNA | 9189 | 6136 | 66.78% PCNA | 9021 | 488 | 541%
CE’;P‘ 5363 | 3363 | 62.71% CEE’P' 5112 | 365 | 7.14%
PM-Scl | 6742 | 4152 | 61.58% PM-Scl | 6296 | 248 | 3.94%
AMA- : AMA- )
Vo | 8s1s | 5254 | 61.70% V| 8193 | s3s | 653%
Mi2z | 11886 | 6687 | 56.26% Miz | 11424 | 206 | 1.80%
Ku | 13281 7682 | 57.84% Ku | 12847 | 611 | 4.76%
ok | 7982 | 5157 | 64.61% Bk | 7665 | 245 | 3.20%
LA;"P' 10215 | 5688 | 55.68% LAT;P' 0968 | 433 | 4.34%
AGAO5 | 8288 | 4476 | 54.01% AGAOS | 7972 | 421 | 5.28%

[0087] |y mT LA MY, A B ) Ao R0 20 A il 1 AEIRTR T i E6 . 12,18,
244~ A IS 5 {E Rl SE it 7 AR RV 1), P A 0 A5 (A B A, 45 R, T
B 118 A G, HAR IS S (BT 4a PR 2 0 R R, 25 & 3R 2 v] AW] A5
Xt BRI s R R e TiTZZDZIKﬁEU%ﬁ'Q TRV PR S5 V8 10 9 2 010 22 il DA T S P R AT e s

W o
(00881 4. st 451 142875 & Akt HE a7 & Ui AR e ME B X LE
[0089] %5
[0090]
IR 53619 1 it B8, S B8 /57 #4511
dsDNA 30269 29011 95.84%
WE G 25263 24598 97.37%
S 25761 25042 9721%
UIRNP 8147 8085 99.24%
SSA-60 12065 11363 94.18%
SSA-52 9826 9559 97.28%
SSB 6580 6391 97.13%
Scl-70 7052 6872 97.45%
e Jo-1 14018 13394 95.55%
! AR D & & 12163 11828 97.25%
PCNA 9558 9124 95.46%
CENP-B 5531 5350 96.73%
PM-Sel 7005 6885 98.29%
AMA-M2 8628 8402 97.38%
Mi-2 12235 12021 98.25%
Ku 13696 13184 96.26%
Bk 8266 8069 97.62%
LAMP-2 10886 10187 93.58%
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[0091]
AGA95 8611 8502 98.73%
dsDNA 29585 25633 86.64%
MmEG 24168 21019 86.97%
Sm 25011 22647 90.55%
UIRNP 7942 5998 75.52%
SSA-60 11668 9454 81.03%
SSA-52 9626 8828 91.71%
SSB 6401 5131 80.16%
Scl-70 63869 5546 80.74%
Jo-1 13577 11264 82.96%
6 ™H AR P & G 11861 9926 83.69%
PCNA 9016 7582 84.09%
CENP-B 5105 4438 86.93%
PM-Scl 6611 4762 72.03%
AMA-M2 8165 6889 84.37%
Mi-2 11813 9961 84.32%
Ku 12948 10236 79.05%
N 8035 6878 85.60%
LAMP-2 10311 8664 84.03%
AGA95 8221 6412 78.00%
dsDNA 28015 1186 4.23%
WEG 23008 2626 11.41%
Sm 23677 3187 13.46%
UIRNP 7298 611 8.37%
SSA-60 10956 843 7.69%
SSA-52 8825 528 5.98%
SSB 5968 395 6.62%
Scl-70 6586 320 4.86%
Jo-1 13026 464 3.56%
91™H HAER P & & 11045 411 3.72%
PCNA 8824 386 4.37%
CENP-B 5068 209 4.12%
PM-Scl 6262 277 4.42%
AMA-M2 7996 308 3.85%
Mi-2 11052 466 4.22%
Ku 12347 515 4.17%
M MR 7703 338 4.39%
LAMP-2 10054 396 3.94%
AGA95 7921 203 2.56%

[0092]  phER5 R LA HY , A% e B G A IR G 2 oA il  #E % JR N TRCE 36,91
e A5 S48, RN ge vt 7 AHRE )R, A& S S E R LR, 45 R B, i E 1761
JRR e TR &, FAR A5 S E T 46 B 25 0 R B A 179 A GG, 2 ek
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AR L, 5 5 2 SH4R T LA W 275 H 0 B AR B0 A P S B A R W AU 548 T
24 110 2 FLE T30 R A BRI

[0093] LAk T i (2 A 2 WA R 5 7 58 7 2485 4 T A HeR AT 1 3 R A
SRR 7 B A U AL T 5 T L A I 5 A R 7
WA (547 T«

15



THMBW(EF)

[ i (S RIR) A ()
e (S IR) A (%)

HAT R E (TR AGE)

patsnap

— A TERERATSNASYARIEREERAIRFI SR A& 5%

CN108398551A N (E)H 2018-08-14

CN201810186422.0 RiEH 2018-03-07

RYITAH B BB RA T

RN T EFTRHEDHRBRAT

RYFEHBENRERAT

[RIR A A
KK TR
DR
IHE
OHE
EHA KA
KK TR
DR
IHE
OHE
IPCH%5 GO1N33/535 GO1N33/533
CPCH%S GO1N33/533 GO1N33/535 GOTN33/5011 GOTN33/57484 GOTN2550/00 GOTN2800/52
REAGER) EhHL
E AT SO CN108398551B
SNEBEEE Espacenet  SIPO
() wags [ obn | onn |ebnoan| mag | PO
AEBSRBHRREAGH, , DT T —BATBRRLANENEE e L

VLR PR ERNEFEREFEFE, RABAMREAEaEs HEg 26642 26063 77.8% B 0441%
IR HERR  IrREAREERERD. #FE. PBS. HERE. Sm 26212 25298 96.51% 25064 95.62%
Tween20, MEWMBEY , FOABITRBERESEPBS, BEA, i | URP 8376 8301 99.10% 8193 9782%

EXRBRM,. PEG, FHEWMProclin300, 24K BAMESEL & T2/

SSA-60 12261 12688 103.48% 11862 96.75%
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