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L. —Fh R BRAS R KT, FARFEAE T, Bl I BRAZ 10 K BT 5 1 P 210k B T 1)z gk
& 3 A A i — B

D) i IV BRAE M KT 5 1) 2 25 B /7 F WISEQ 1D NO: 1B 7 7 B A SR B 4

2) P if IRz B A 1 IR L IR 1) 2 24 IR 7 %1 9 5 SEQ 1D NO: 1 HA %/090%.91%.92% .
93%.94% .95% .96 % 97 % 98 % 5,99 % [¥] [F] — MEFE FE ) 7 51

3) Bk NG B i Pk U IR A & 5 B2 55 41 5SEQ 1D NO: LR [T 41 2 B A8 5.4 3.
281 TR

4) Frid N B A& 1 IR BT R 1 2 24 BR /7 51 9 SEQ 1D NO = 1A A, o v B i A% 44 55 SEQ
ID NO: L) 25 S A4 AR L i 5 R0/ Blidli N — AN Bl 22 AN S IR TR R 1) s 41l 22 /D — ASN-/C-
AR i ZE A

2. — PRI AUR L R LTk IR R AP B IR 751 -

3. PPl E BRI SR 2 BT I ) A% 7 IR 3 471 1 2 PR 8

4 — PR A BRI B 3R 3 BT iR 1) 22k (R 8 ARk 1) 4 e

5. —FheH A, HFRHEAE T, Frid 4 &9 L FEBUR] 3R 1R i T ZURE A& 41 IR e J5 A2
(N

6 . MR HE BRI B R 5 il (20 &4, SLRFAELE T, BTl 10 2804 [ AR 244k, BT 3R 11 T3] 4 2%

3% F BEARAR 96 FLARFLAR B AA 4 ki o (1) — PP ER BRI DL BRI 2H A Forb, BTl sk ik B
TR EERIOER  BROR O R AP E R B AE K TR S R TR I — FRER R R DL 1)
HE

7. — PR EL R 5B 6 Bk I 2 A ) ) 5 5 3, AR IEAE T, g6 an 1~ 2D IR -

D) BARIEAL G FAR I 2SS i, FRARIOIN AN Sul £ o-NHS# R , EDCIE VR ;

2) TN FRAE Vi IR 0 it 0 4 AR R AR AR 3R T - 1) 2D 3R ) Vi A 5 B AR VR N T,
B AG A IR B iR AT B ARG

8. — PBURIEE K 1 ik 19 TN & BRAS 1 K B i B AR 22 5K 5-64F — P ik B 20 & W 7 ) 4
R N R A K TgGHL AR A/ B T g APTAAR 1) 12 I T B R 1 B s s ROge 1, Frid i N IR &
TR KL i B2 S P AE i 4 B 1 28 B O 1 26 K2 M T2 A i) R i

9. — A BT N FR IS 1 K T GHUAR AN/ B T g AP IR 2 I T B, HAREE T, fridny iz
W T B AL FERCR ZE R 1R I 1 TN B A 1 KB R s R R 5 sk 6 Frik (I &4, Horpr, T ik
2T 3% R & 2 Wil 7] FE RS Fr B s A B 5 AR I 46 ) —

10 AR SRR E RO FT IR B2 W T 5, AFAEAE T, Frid (12 W T 2Ol &, Brids 194
AR B FEARCA AR I 0 B P G P iR AN /B Ve 22 -
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— MR ERIS IRAK A H N F

RAR G

(00011 AR B I AE R 2 BRI, BRI Ryt WA BR 1B 1 K T eG4 AN/ BT g ApT A
L7 A MBI a2 0 S N BRI M RA BT I 2 W T s 46 7 ik S AECCPIAE SR
PR 28 B B B BT ) R

EREAR

[0002] BB T % (RA,Rheumatoid Arthritis) & W2 S M EH S HIEwmiks
—, HFVEEI£90. 5~ 1% NBERE B . RAE RGBS i, B35 5 AR ST 181t 28
JiE S B, T 7 P 1 P R, AT S BOIAT I TR IR LB ARl W T A o X G T R RA SR E
BN 2R I - B M S AR R RN R MR B 0 H F Pk . 270 % FIRAE
I35 H 2 A RN R BB M 88 3 H & $§i/k (ACPA,Anti-citrullinated protein
antibody) , X %8 NGRS 8 B AR 9 B B Bt Ji - ACPAs HL A4 Aar Ml J2 RATS Wy 4 s v B A
MFEDR .

[0003]  #H 5L R IAHTURN ARSI E 2 B S PUARE A FEBERA B F SR HERE R Im K12 W7 7
[, ACPAS XY RA £8 25 A5 1R /5y 1) 455 S Pk AR SR 088, P RAV I R0 38 0 A 35 R v 1) SR A0 E o 6 T
FUHRA RS , H B RIE RRER Z /T, T2 2 LA AT, R I 21N R B S U7 AE o [F] i
PN B 5 B RA S W54 EEZ AR Y, m] T2 & TR A - 75 %6 28 XU Ok 15 4% AR
BS1~ 20N, 2 KA T G2k, ACPAs B4 FH M FRACPAS P4 B PERA S 35 1 12
bR B 7 B, ACPASHLAA /K 1y , RAFE 355 J J I ) AT

[0004]  H Al ARAE FH AL IS TR R BK (CCP,cyclic citrullinated peptide) #&lia
FUEAE IRA B3 5 B2 W ar I 77 3%, COPASE M 771 6 T LA Wl 26 255 IfiL i Hh B3R TN R 12 1
kB Sk 58— RN EBRAE M F & CCPL, Pk B 25K & & 1 i (Profilaggrin) , ff
Elisate 755, Wk 2 56| B EURN ARSI E PR , Al 5 g vh M RS 16
A H &Pk 5 TCCP IR A & , - & T CCP2AG M 7 £ , % CCP LR & MR A& 1 ik 3k 4724
&K 2 KPR A 2 Z R B NIRRT, & A RN AR i IKRICCP (cyclic
citrullinated peptide) , AMXIGIN T BB R € M, [N B = 1 COPAsr il i) R i AR
St o COP2 R b A A R 1) 5 T-20024F E iy, FFadvist )32 i B T ARASE M, BAEAT) SR8 & RA
For I PR $5¢ 5 FH bt o B T 22 DA 7S M WL FR &, 43 795K H Axis-Shield (US) \Euro-
Diagnostica (The Netherlands) .Euroimmun (Germany) . Inova (US) .Phadia (Sweden/
Germany) \Abbott (US) - CCP2ar il s 7] & 2 T[] — FhCCP24t J5L ik , ZEAS I 77 THI A7 A vF 2201,
AR R A N66. 7% ~T7.7% , 45 57186, 1% ~98.8% .

[0005]  CCPHLAAAE ARASE 12 I Al b 6 v 1 L IR I PR B FH T 5% o Pl B COP 24
DAL 53 B0 IT 5 H IUAR 2 RA R Ry 3 1 TN R B 1 82 1 JUAA, WAnti-—citrullinated
fibrinogen antibodies,Anti—-citrullinated fibronection,Anti—citrullinated
vimentin/Anti-Sa antibody,Anti—-mutated and citrullinated vimentin (MCV) %% ,{HIX

SEBR S R N Tl PRAGL I o i 73 T2 W BOR A e, RAZY T2 Witk — 20 5, ik
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JUAE HBLCCP A = AR MR FICCP3 . 1 (Inova, US) 45 3792 33, CCP3 . 1Hu A4 AT A% il £ 25 1y
TBEPUARTEGC S TgA/K -, CCP3KIF FIAR AT, H2) T CCP3SL LS % M 7T , A W 78 3 A FERATZ W ¥
FH 77 THICCP3 . 145 F K T-CCP2 . Anti—CarP (Anti-Carbamylated protein) Hifk&Zir JLFEL
& H BT BIRARS SRS LA , 5 COPHLAMA AR L TR BN [ i R (1 B3R JE A8 i 1Y, 43 % U RA
B IS AAEDLEA P B PR

[0006]  CCP2AS Ml 71l XY RA 3 A6 A6 1R e A s S P AN R RS, AR T 22 R & BR B AE G T A
FHARIE, I CCP2ANREAF AT R M PU R - — BN TERASR R E AR, RIBTE R TT AL 1)
FEMPURE 51U P [N, CCP2BEHN 1 Hpt S Ze A, BRI AT A4 B Sy i pril i, Foil RS I
RIFEIRT0% .

[0007]  —HELLK, AMITHFF I E 2K 2 NCCPHURRHPERA RS, T AICN1602426A A TF T —
Tt I SEAG 8 GREDR1T 48 (10) J8 35 ROk B B PO 1) 5 v, B G BTk ) B B ok 560 B XGEE
(1) KB IT , AL 55 Xnon G2 7 (1 IR BR e B ik . T RICN101918432AA F 1 — itk 7 (1) & e I A
T FI) = A 5T, Frad 1B BSOS AOLFE B0 A0 2 48 AN S IR A 5 71 488 ) B i 380 )
H & BT R TR A1, BT it A BP0, 7 51 B8 0% $ v S IE PR A2 1 1R B 3R I H XU 1
IR AR I S DA B 12 9 AR 11 56 71T 48 Bk A rR I 3K 8 1 B e A b A T A W 1) R S
PEFNFUBAE o T FICN101957365A A FF 1 —Ffs MCCPANT g GXURE T P P AR 19 i ) & 5 %357
AT DA A7 AE T 28 G D15 48 B8 38 IV Hh ) — T R SR UK S P A, A 7 38, i #2. 5
1T o T FICN102323402A 2 FF 1 — FRCCPHUAA A ZME I 1 1 71) f5 A L il 2% T3 7 5 12055 & vl
FH 128 R 1 61 8 B A B2 B 1 FICN102796 1 T3AANTE T —Fh 2B RGE 15 R (BT R R A1
KN R izt R R A R 5 B 35 0 TeGEh &, 1 A 58 ILIE O, 7T T #1442
A R O R 2540

[0008]  {H H i i IRATIIRAE 2930 %6 28 IR 15 48 28 1) A B AR M i, IX R R PN
PORE R BT (CCP-) IR 48 [ o TN B A M55 — M ) B AN B 1 70 7, RTRAE
WY BB E A BRI — RV FL R B PUN A BR FH P (CCP+) 3 5t N R 9 1% (CCP-)
RARE & W E ARG RZ I, X T COP- 2R KR 15 & BB I RS W 5 B sl ok, 353
2R H RTRE I 5 AR 2R R BE RS I H CCP— BB 3 485 11 4% S ME FRAIE , CCP- BB M e 2 5 5 s
S N R AR EPIIRAE Y . & FF 2 AN S 2 SR JE % A B 2K, vl 4l 4y
RAEFE B B HUARISAY , I B8 4 R I R 2 VE FR AR AR TR

[0009]  EFICN106950365AA FF T —FHACPARH 14 FIRATZ Wi b 64 S FL N A, B A it 4204k
B A X0 EDDOHHER . A BELE #1l 45 F T2 W7 BTIVER R 22 R 7044 [ 4 0 2 g A D 15 46
P I T R 1 B 3% - B FICN106950366A A - 1 —FRACPARH P4 IRAS Wb £ 40 Je FL 5
B A% AyPentaxinfi X H SRIPTX3ELHL Fr B AE il £ F T2 Wbt N &R 2 K44 B 14 (1) 28 X
T 5T 98 9 9 (0 KR 1 FH s o AELIR S B 1 8 X DR 1 28 IR W R S PR 90 %

REARE

(00101 Dfig prilfi PR30 %6 AIRA B SR> B bR S 0D 1)L, A N 6 5 19 31 TV R A2 1
JK S I L2 I 2 CCPRAE SR G O 5 28 BB A v, () B Sk — ol RURE A S PR 2 1D R
Y EREN Rl

(00111 AR W5 — T 1, 8 Je— M NG BR IB 1 BRI, B i SN a iR B 1 Bk S5 1) 7 51

4
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W H AR T S —

[0012] 1) Frid NGBS Vi Kb S i 24 R /77 ZI aISEQ 1D NO = 1B J3 B (1) 4= B B 4
[0013]  2) BT i N E B A& 1 Ik bt S5 1) 28 JE 2 /7 &1 9 5 SEQ 1D NO: 1R A & /090% .91% -
92% .93% .94 % .95% .96 % 97 % 98 % 5% 99 %6 1] [7] — P AL BE () 7 41+

[0014]  3) Bk R RIS AR AR P I & 24 R /7 51 5 SEQ 1D NO: 1R 7 Al ) 22 e AN I 5
4.3 281 NEIER 5

[0015]  4) P IRZ BRAZ 1M KB B (1) S B 2 /7 1) 9 SEQ ID NO = 1Rk, o b plr iR AR A 5
SEQ ID NO: 1) % S A FEHUAR B AR A/ 8 dd N — N ak 2 AN IE R SR L 1 P 9 sk 22 /0 — A
N—/C— A iy 1L fifT

[0016]  fRIENT , BT IR N B A KB 1) 2 2 8L /7 518 5 SEQ 1D NO: 1 RAZE/090%
91%.92%.93% .94% .95% .96 % 97 % .98 % %99 % [ [F] — M A2 FE 1) 2 41, HLT iR K& 82
B IR R P R L R 90 ) S -B A 2 58 LA &= 6 R AP- (Cit) =S5

[0017]  fRIERT, Frid IR BB KPR 1 2 R B /7 51 5 SEQ 1D NO: LA /R 741 1) 22 A
HEIE5. 4.3\ 28 ISR , H TR TN R AS A A B R i U R 7 41 ) 56 B 2 3 LA I &
FPR NP-(Cit) —S;

[0018]  fRIEMT, FTIR NG BB 1 AT R 0 2 R B2 /7 71 9 SEQ 1D NO: 194844, Forp BT id AR
5 SEQ 1D NO: 11 22 S AL FE HUAR L R 26 A/ Bedl N — N B2 AN R PR R B0 )7 41 B & /b —
ANN=/C— A bty ZE A, HL R IV A& 110 IR pT st 1 U 8 7 1 5 B 28 56 LA I R TR
P-(Cit) -S.

[0019] 3k — B0 B, ol ik I 2 R A5 i K B )52 7 91 1 20 2 % /7 31 9 SEQ 1D NO: 1
GSGMSNP- (Cit) ~SLEEEKY

[0020]  fRRIEM, ATl NG R S AR BT 7 5138 2 A 7 V5 46

[0021]  ARIERT, Frids NG B AE 1 KB R 10 7 91 e 8 25 A SR KB O 1 % B8 38 B Sy fak . it
—BOIER, Bk B S Pkt 5 TgGulIgA.

[0022]  ffRIEMT, — PR IICCPRA 145G 15 28 i3 B S buiihs LW N BB K , G138 N
BB IR PTESEQ 1D NO: 1B 78 7 41 i A B 70 B 5 SEQ 1D NO: 1R A %/590% .91 %
929 .93% .94% .95% .96 % 97 % .98 % 599 % 1 [8] — P AL 11 #1 5 5 SEQ 1D NO: 1R
AR 2R AEIE5.4.3. 280 I MR LR ESEQ 1D NO: 1RYAS 44, Horp frid 4814 5 SEQ 1D
NO: 11 22 e A dE B L Sl 2R AR/ iy N — AN Bl 2 A 2 B PR PR R 1) 7 91 B 48 /b — N-/ C— K g

JEAH
[0023] A WK 25 — 05 1, ¥ B — Al i 65 265 — T P 3 TV R A2 1 R T D ) A R P
A

[0024] A B IA) 58 = T3 T » 2 e A5 58— 073 T 3 PR A% EF R P 31 ) 2k DR 284K

[0025] 7 B AA) 585 DY 1 T » 96 o 00,5 55 =1 T Tk ke PR 38 ) 1

[0026] 7Y B A 55 1L 5 1T, 0 be — ML &, ik A & W) AL 45 58— O T Pl ik ) TN iR 18
Wi AR S AR

(00271 fILik ] , Fiv idt F) 48044 Dy [ A 2844

[0028] A< i B ik 1) [ AR 28R 8 3 Pt 96 FL IR FLAR B MR < Bl i — ﬂﬂiﬁﬂiﬁ'u
ERIH G ARIEHT, Frid ERE B A A REAER IR RO R ROk AR Ry

5
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EER ) —Fh P R LA B E LI 0, Frids (R sk o 582K 2 0@k

[0029]  FEA K A B ARSIt 7 20, BT ik () 28 N 456 2O RURHI BEOR IR Tk
[0030] AR, B i SN 2 R A2 1t AR it JiR 0 e 2 [l AH A 4k 1) 2 9 1-25m.g/1, 000, 0004 fik
BR o3 —2DARIER , BT IR TN R AZ 1 KB S5 6 22 [ AR 4 Ak 1) =2 25mg /1,000, 000 EK
[0031] ARl , Frid i) 4-& Wi il £ 07 V2 L

[0032] 1) #ARVEAL K B M BWE G2 v, FEAK IR II N Sul fo-NHS¥E R , EDC (1-
ethyl-3-[3-dimethylaminopropyl]carbodiimide hydrochloride) V& ;

[0033]  2) JNZPRAZ A AT 500 4 AR DR AE AR R 1 = ) P IR 1) W& A0 5 M SR s inoN
JRZ RS IR BT R AT B B AR G

[0034]  HLIERT, BT 4 & o] DAAE SN 25 T 3AE S i COP T 4 XU 5 15 46 B85 B S Pk
MR

[0035]  RR3EFK) , AITiR 2D B8 1) HF Sul fo-NHSTE VR EDCYA VR TAF ¥ & A50mg /mL .

[0036]  ikE—ARIEN] , BTk 2H -G W10 il 7 A

[0037] &) fERTIALIE . BB J5, 37 BiE s BB T /KEBMEK, 77 HiE;

[0038]  b) Rl BkyE AL - FHIE AL 22 P B B AR, KM AN Sul £ o-NHSA R \EDCIA R » 7B % R
51, FiR B E 53008, 7 LI

[0039] ) IR BRIk )R SR AR IR - FHARIDC S il 35 2 BBk, 3¢ B3 s I AN 500uL A
RGP, FE I TN B A4 IRt S 21 EE B AR g AT AR IR S B, 2 iR BE G 5 0. 5-3 /1N
F 3F , FTE BR22 MREE BRIk I R a2 AR EER , RIS 54

[0040] R DARIENT , BT IR 2D IRD) H = iR 0 5 I 8] 2070 8

[0041]  EEF— B HLIEI) , TP PR e) v S iR RE I & I 8] 92 /N

[0042] AU BHII SN TT I, 5 S — A BR 5 — J7 T ik ) I 0B A2 1 R 0 DR AR A
B 77 T I I (1) 41 S D ALE A T 0 R Z B A 1 A Te G A A/ BRI g ABLAR I 2 I T R R
R, B B2 W T2 28 045 5 — 777 T I it (%) ) 20 RR A8 A R 70 Ji7 B0 568 T 777 T Pk () 40 &
W AR A BH 58— J7 T BT IR 1) T 2 R A2 1 K B Jir B4 i B 25 . 777 T P ik 1) 41 & ) A
il 2% 8 IR G715 A (1) 2 I TR rp i o, Fer, i B4 288 XU 515 48 DA B 1H S8 B R 19 2%
[0043]  fRIEM), N T ETIRAF , BTk (2 W T2 A i B K77 i 7)o

[0044] A BAI LT, ¥ K — Pk MK A B2 1 Ik TeGHi Al / Bl T g ALK 1) 12
TR, Frik 2 TR 2 /D3 58— 7 1 B ik 5 Iz BRAS 1 ikt S5 5l 28 0,77 T B ik 1 4H &
/e a3 T = S = R i 3 T TN 375 D S s I =1 S22 8 R e 3 R i
[0045] AU B EE )\ J7 1, ¥5 S — Pk il Pt N B 12 1 Ak TgGHi 4 A/ 8 Tg ABi A4 (1) 125
& IR B AGRE A E 5E — T TR PR i TN RS M AP 5 56 T 7 T R 54

[0046] AR, Frid )05 S B AR 10 A PR e 0 35 P e vl TS TR G2 R
[0047] AR BHRTIREGHIE T LU H 5, el DO 2 I B 1.

[0048]  HLIEHT, BT i AAS M BT TN 28 R AB A K T g GHi A A1/ B T g ABUAAR 1) 77 V2 D[] 92 7 1t
oall

(00491 DLl , BT i B k) S A FH A2 BR AU -

[0050] (1) ffil] & A< & BH 58 .07 Th Frad (R 4650400 s AR Ae 1), BTk 2 & 9 b R BRAE 1 ke S
REMS 256 TgCHIR A/ BT g AL o iE— 2B I , BT id TG i A/ B I gAdLiAR v H B hidsk .

6
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[0051] Q) WG FRATIFEA 52D B (1) il & 3R 13 1 1 & P Hefil s

[0052]  (3) MOAARICA bRt —HT, T BN ABAZ i PR - T gGHUA R / B T g ABT A
WoME AW

[0053]  (4) Peik: DIk (3) SRR E AW, HEM XM hric AT R .

[0054]  fRIERT, IR (2) o BTl A e R A AR 3k B I3 2R Bk« it — Rk i, Brids
Ry ar A AR L3

[0055]  fRIENT, FTid 25 5 (2) H A MIRE AR 5 20 A 0B i 5T I ELF5 RS DA A A R o ik —
IR, FR FE RS I RE AR B BN 1 20-1: 2000 55 33— B R GE 1 , BT I MG I RE A 77 R %
#N1:50.

[0056]  ARIERT, Frid 9 (3) Hh BTk AR iC B AR i —Piik B brid A B el e &2 1
F PR S AR o Fob, B f I A B A 1l R g i ot S5 1k P g sl At AT T ) L o BT 1) 5%
HRIE AT RCy R5IW I H Alexa Fluor RHIH 5 BRI EUERUOG 1) — Fhak 5y
FROL BRI A o BT iR 8 E BTk S ARk B 28 FI 2 B R AR Hh & e Puig AR
1 NN 1 5 s =100 X a1 N 1 R X AT i G R A E

[0057] @ — DARIERT, FriR bR id B bRt 0 — 5t NAlexabb58m 1t I PT N TgGEHT A TgA$t
(U

[0058]  fRIERT, Frid (AR LA AR IC ) P IR B 9 1-100g/mL o JFE—BARERT , B
AR A AR P IMNIR B N 4ng /mL

[0059]  FRIGERT, Bk 0 5% (4) W BT iR A I RS S A I o 1 — 20 PRk i, PTid A5 5 ks ik
H GRS I L 5 EEyFar I LA S ar 0 g 2 I DNA G B 23 58 sl v s I ) — A iy
FRCL LRI A

[0060]  FEAR & B — AN BAR STt 77 U, Frid (R4S 54 A 28 a2 Aa Il ;s B ik 145 5 4
M AE B K 532nm A6 35nmik 4T 5 Yo ks I .

[0061]  FEAS I B 1) — /N BAR St 77 s, B 3w 1 0 R BRAZ 1 K T GHifas A/ 5
TgAFLAAAE M 77 VA0 45 - B 96 FLARFLAR , BN 1001L 3 P 22 Wil , 37 °C 4t B L/INIS 5 N T S B
A KBTI AR B ER A IFE A , 4°C 07 & I 1 5 15 PG i ek =100 TN D Sehmic — 3
TE VR MREI5 —I  AS DU 28 b il 2 A AR, 156 A B A

[0062] A<k B Firids (1) VR BRAS 1 IR T 5 B T A I T g GHAR A/ BT g APLAR AR 4, X T4
T2 RAE ST 98 B e PR (98%) , JU @& FHCCPRA 1 I8 S S5 R (12 Wt , RS BL— IR
SRS = Fhml, = R L B FERR NI RIZ R TR ALK o [ A R B SR AIL R 2 I T B B
LRMEVE I T e A T EE L G BRI AR A

[0063] A BHRTIA M) “H/EC BFEFE—F I H DL AR A s i I H A

[0064] Ak BH BT i 1) “ELFE” 2GR B HR , &8 FrifiR 0 8 e i 8O 3R DL R A 2
SE s () F A T gy BOD BR

[0065] A BH BTl (1) “U2 W A2 i DA A B AR 0 25 V12 W I B SR 75 AR R B R B IE
B R A B ()t R BOKE SR T Re 1t L B0 R VA R XA I RN

i [=115¢ BR
[0066]  DATT , 25 Bt B SR 4 1 B A 5 W ) S it 451, e

7
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[0067]  PE1: ST % H B P I i) e Il = i

[0068]  [K|2:SEQ TD NO: LfHk370 5 & Bl 5T it A i 4%

[0069]  E&]3: & A SEQ ID NO: 1JPRHLER I 28 XS 5 15 2% A iK1 0 07 a2k 375 S B ZH A
MR, Hodr  HC: i@ FedH , a—CCP—_RA: R R i A B 14 28 X 5 15 4 835 21, MFT (Median
fluorescent intensity) : %é){a S1EPALEL;

[0070]  P&4: R HE A SEQ ID NO: 1PRHLER I 28 XUNE 5 15 2% A I 0 077 42k 1375 4 ik ZH A
Mg R, Hodr  HC: i@ FedH , a—CCP—_RA: R BR i A B 14 28 X 5 15 & 35 41, MFT (Median
fluorescent intensity) : Y615 S {EHHALEL;

[0071]  E&]5: B HE A SEQ ID NO: 1JPRHLER I 28 XS 5% 1 28 A 0 X751 6 7 a2k 1 375 I 56 4 1)
ROCHI £k ;

[0072] &6 HE A SEQ ID NO: 1PRHLIER I 28 XS 5 1 28 A 0 X751 26 07 42 1 375 46 1k 4 1)
ROCH£2.

B A

[0073] "IN T A &5 A A R BH St 451 ) B L St A R B S it A1) R R B R O AT #E L 5
R IR, AR BT 1 St 91 S R AR R BH R 4 S A8 T AN S A B T AR R B A Y
St 51, AR AT I B AR N TR i A 1 55 shan 32 N BT IRA 16 B At St 5], 4R
J& T A BRI [ E

[0074]  Sijit 5] 1IN BRAE R K 1) 6 A

[0075] 1. JNZERE MR P 24N T -

[0076]  GSGMSNP- (Cit) —~SLEEEKY (SEQ ID NO:1)

[0077] 2. & I « AN 1) Coig 21N , 2 SR AT

[0078] 1) ARHXO. 3ght i N B B89 S 92 3+, I ANDCM (58 FF ) 4 ik 30434

[0079]  2) #hi#iDCM, IO N B8 /7 91 b 28 — N2 E R0 . 6, IO .6g DIEA(ZRNEL
fi2) \DMF (- F 35 FE ) WDCM, 80/ B30 e 6070 B, st Sz N2V, I NDMF JMEOHP: % = 1K

[0080]  3) e BidRH IR 7 51 b 28 — AN HE R0 . 6g, IO AHBTH (1-$2 2%, K1, =&
M O FR LS SRR £R) SDTEA , B E00 [ R 3070 Bl , bt vl A , B = FRG 0 , SR S5 FHI bk g A
TR T i o o i 0% 5 I N TG £ Bt W VR 22 B Pmoc (927 FEARFIRIE) (R 973, 1%, i = iG
5

[0081]  4) KA BR3) , IR IO T B P B 2 PR

[0082]  5) M TR A SR TG, IR BAEHHCT « B 2 10mL &0, A 6mL YJEE (95% TFA,
2% 4 R, 2% = SRR, 1 %K) L BV SRR R

[0083]  6) JEWH A NN KR LBk, B UKL =9, 98 J5 B8 0o, T Ve S5 BV 15K =420 5

[0084]  7) Z ikaAlifh, , & A5CBUAE € B KA S HRAE 3290 %

[0085]  8) L iki% T, Alifk JE AR N T HUHEAT VR A8 , T B A Ef K

[0086] 3. kG B o v A I 25

[0087] & RLMISEQ ID NO: LSk i i vl &5 5 W 2 ffr o o 7 91 & BUEf , BT8R
2039.22Dalton,

[0088] iz jifh f51] 2 5k T~ i 3 kG W A TV A 15 JUA AE CCP I A 288 XU 2 71 48 £ 28 A+
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VAR IS vy v S R i

[0089] 1) EALZE P : 0. IM NaHoPO4 (Sigma—Aldrich,St.Louis,MO,USA) ,pH 6.2;

[0090]  2) EDCYA : 50mg/mL EDC (1-ethyl-3-[3-dimethylaminopropyl]carbodiimide
hydrochloride,Thermo Fisher Scientific,IL,USA) ;

[0091]  3) Sulfo-NHSYAK : 50mg/ml sulfo-NHS (Thermo Fisher Scientific,IL,USA) ;
[0092]  4) fELLZE M : 50mM MES, pH5.0 (Sigma-Aldrich,St.Louis,MO,USA) ;

[0093]  5) B R £h 2% PP PBS : 2mM KH2PO4, 10mM Na2HPO4, 137mM NaCl,2.7mM KC1,pH7.4
(Sigma—-Aldrich,St.Louis,M0O,USA) ;

[0094]  6) K il /T WELE tH:0.05% (v/v) Tween 20 F-0. IMPBSZE K ;

[0095]  7) d5f [41 2% i : PBS—TBN, 1 % BSAVAE T-0.. IMPBSZZ #HK ;

[0096]  8) A& IPT4A : AlexabbbhricHanti—human IgG or anti—human IgA antibody (4u
g/mL) (Jackson ImmunoResearch,PA,USA) .

[0097] 2,556 7575

[00981 (1) a7 &) il 2%

[0099] G B HELH & M AT JEg 71 o

[0100] 2 &%) ((RERIMIR) i 14 - BL1, 000,000 = R ER B 1. 5mL 250, T Bk i s
Ja B 0E BT I 5%, 3 HIE s 100Ul 5 B 1K ELE TR, 51 BIE s IMA8OuLIE {2z iy
T B AR AR RN 1ORL Sul fo-NHSY R W EDCYA W » 7 T 1R 51, = iR BE 6 0% 5 2070 % i
H e, 7 LI IO 250uL AR IR S i B &K, 13 I N B00uL AR RS2 M, 0 A\ Bug
JRZ RS IR B R 2] 2 B AR AT AR I S N, SR G & 0 B 2/ 52 BIE ST SE
MR ERAMR P O, 35 P 9% i B R AR IO AR & iR 0 B 30708 7 HIE  RITE VR GZ e
BRAER =, SRAF AR IBR IR B Y 2050 o it 2 L (SRS U 5 Tk B8, A T2 B ok
BRIV £ 1% 20004/ 100uL , fif 474 H o

[0101]  (2) Faril A2 %

[0102]  HWO6FLAFUALAR , O AN 100RL At P 42 ik , 37 °C & A1 17NN 5 150uLYE BE 42 Ml e ik 1
U BEFLMAT0ORLAR & BRI, HMA 20L I35 , 4°C & I s 1 P e i =1k ;
AAlexabb5bpicffanti—human IgGikanti—human IgA antibody, & RN BRAE 1 KT -
H S PUR—FRL ZHUE AW s 1B VLR MR =K, RS I 2% b 25 2 ek , A PR AR I,
F1532nmiE IO IR IC —PUE T IIME , 635nmELEURERID S

[0103]  3.SEEG##mabH

[0104]  {FEHUE S K MMEMFT Median fluorescent intensity) , JF1ER

[0105] 4. FEA(ER

[0106] Lt £ {d Fe NAEAS 110451, CCPRF 1 38 KT 5% 19 4 63 1 14451, Hdfa 70 B - Jifi  (4 af
TEFEARFEHL 3 L E6 2] (Training) FEGUEZH (Validation) , SEE6GZH A8 BE N 5241, CCPFH 1428
PR < 5 2% 5 E 53401, B8 UE 20 {6 g A\ 58451, CCP ¥ 14 28 X E < 15 48 F & 6 1491 o I IR PR AE 12,
WL LFNFR 257~ , Hodr  HC A HE4H , a—CCP— RA: JIRE R T4 BH 11 38 X 56 15 48 Hidlr o B I
KR B S s R S s = B LA L.

[0107]  FTlRFEAAS B
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HC a-CCP-_RA

7] ¥ 52 53
- 2N
[0108] L 51.844.0 57.2+16.0
(MeantSD)

% (%) 14(26.9%)  15(28.3%)
% (%) 38(73.1%)  38(71.7%)

[0109]  FK2lfRFEA(S B

HC  0o-CCP- RA

W 58 61
[0110] TR 4584227 55.0+14.1
(MeantSD)

2 (%) 12(20.7%)  14(23.0%)
Z# (%) 46(79.3%)  47(77.0%)

[0111] 5 K ilZs

[0112] 58 7) 46 75 34 I 975 i 5 2 RN 56 E 2H RO A I 25 S L R 3 AN IET 4, o, TgA: TgAH S fifk
R 5 TgG: TgG H B P I o 128 771 155 0775 34 1 ¥ 52 96 2H R B8 E 20 25 SFEROC iy 28 1 A6 0 25 51 DL,
KIS AN 6 o Forbr, S 2H R R AR e 1t 40 0 N 15,09 %6 98 %6 , B ik 2H 7R M0 ANy e 4 4 i)
$918.03% .98% .

[0113] DL EVEAFEIR 1 A K BH B Ak St 75 X AE 2, R R B AR T Bk szt 77
() BRI, 78 AR I B R AR AL JESE B Y W] DA AR & B R 4R 7 St AT 22 R s AR Y, 3
S i AL AR R 357 J T AN K BRI ORGP L

[0114]  554hFs BRI A2 , 75 3R Bk sl 75 =X b Bl b (10 25 A B AR B R KHAE , TEA T
JERIE BT, T LB AT ] A3 i 7 SR T A, N 1 B AN B B, A R BH 6 5 b m]
RERIAH & 7 ST AT UL

10
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