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I

FrlE] 2~ ¥4 <9 (Rheumatoid Arthritis, RA)S wHA el X 3JAl AAl(progressive systemic) @=Zstor F=2
olg] Fdol U HHsle] wel AZS FJATE, RAE AAA A9 0.5%~1%14 UEhY, RE Q%
9 WEEAA] B2 A JERUAITE ofdo] A HT 2-38] 2 HIEE HRIY RAVE EE A#EdA YEhg F

UARE 40-60A] Abolo] AolA FEHAA HYels Aot

RAS] Hbol M= it A & = Astehd Axu Hyad, 9848 59 &9 25 2'v=rt g
ol ofe] AFe £FE AHE ERvIEeldte WS St xdsiA #

2 "= F{vlE] 283 (American College of Rheumatology, ACR)oIAl FwlE]2 % 4

Har vk, FrtE s ks WS REY 1g6o] Fo g9 Adtels A7haAelw, Frtels wded gate] of
80%o A F7FH ol AANE, wAEF W Sol=rb E=A &ew, uE Ayt W

oMIFTY, AT wRlAAE YEls dol Atk Frbe s $E Y Bt A 2
E%+ RA33 9 Sa, p68, calpastatin, perinuclear factor 5ol Wik A7} A7} EAs} o] 5ol g 84

14 Ak ok Aol 9X @

v 9 {9 {ebels 8hsE 20100 A FebEl s dw Bl 84sA Az dOPEA HAE F
7¥atith. 3CCP (Cyclic Citrullinated Peptide) A& AEEH 7S X33t dd4dA 7o w3t &
VAR fillagrin A9 & FRHolvh. HT FulE s Qxbel Bl WIEE HolWHA o 953 Bolk
(80~100%) & 7Fz1 241t CCP &A7F s o] o] &5 gk, ICCPHAE F& AT Solkef tjEo] #AE
o] 7154 AdeHete o] glom, 7] FulEls #AEQd Ao AR E Ao dE AR HiEH

aL ot

71 e oy 2.

ICCP A HAFE F& microplate ELISA (ezyme-linked immunosorbent assay)$} As3bgH] o] &3k ZHAMR o]

AbgEla gt} SHhaE EAH o R Euro-diagnosisAhe] CCPoint A9 rapid kit7} A&3t5o] ¢l

Microplate ELISA HAPH2 CCP7F I”HE ZHEd AEE FAste] vh-gA7l & a2Z2F IAE A7

24 FCCP FAE AARSY. AEsdnE o] 83 FHAPH-S chemiluminescent microparticle immunoassay,
HEo| AREET (ofd] & Fx).

L

electrochemiluminescence immunoassay ‘3

<Microplate ELISA #21¥>

Incubation time Mo. of Prone
HZEAM (serum, conjugat calibrat Conjugate Substrate d cﬁtoﬁ
e, substrate), min or
Axis-Shield o AP anti-human | Phencphtalein moncph "
Diagnostice 63030 ? 19G osphate (PMP) 3 Wy
Eurgimmune 60; 30 30 5 2 anf;—gumen T™B 5 U/ml
Imtec 60: 30 25 5 HEE 2o} g TMB 25 Usml
n lga
; s AP anti-human | Phenophtalein menoph
- 0 o 7
Big-Rad 60; 30; 30 B e osphate (PMP) 5 U/ml
<AES B>
Architect i2000 Axsym E411
Chemiluminescent J ; ) o
Assay format microparticle | Micioparticle enzyme. | - Electrochemiluminescence
immunoassay 03333y 5
Labelled substance Acridinium Akaline phosphatase Ruthenium
Measuring range (U/ml) 0.5-200 1-200 7-1000
Proposed cutoff 5 5 i7




ZIHSd 10-2018-0023563

[0014] FrbE] 2902 HAPH-S RF-Ighs HAAMSE AHHS QA3 &2 &9 g6/l ¥ % particles (4, latex,
sheep erythrocytes)®] SRS T2 ARET Latex SHW2 g W oyt gl A veped
T don, gl A ujEeld SNk T3 YEeRdtt. @Al nephelometry/turbidimetry #4718 o83t
Adrtlel 7hs @ Awst Aol 7 el AR g (oFlE ).
[0015] <RF HAM>
Test Principle Calculation st Remarks
ype
Lok Latex beads coated with human gamma- SE;TE. Sg_itable 2 a_"irst-
| ?:'EKt' globulin are agglutinated when mixed thlarllLacllvre g £ |:nﬁl5;reemn€£
gl aiicUlL with serum sample containing RF i D y E_?'. 9 nu_rr_1__r
fiter of false positives
Sheep red blood cells coated with rabbit Semi- For confirmaticn
Waaler-Rose antibodies are agglutinated after guantitative 1M of latex
test addition of a serum sample containing “antibody g agglutination test,
RF titer” historical test
e bt - e Presence of IgG or
i Sl of ot o BA - rhiled
Turbidirmstry gG and RF in 3 sample is measured Quantitative | IgM to poor
hotometricall aggrbinatioe,
photal ¥ false negative
Cloudiness caused by the interaction of P:’e;er;“c:e o‘?‘!?(}dor
L heat aggregated human lgG with RF in Quantitativ laM . s ey ed
RPRERTETY the sample is measured by light HERESEENE g _lc-t_pcct;r
scattering Egg L 'Gn
false negative
IgM-, 1gG- or |gA-RF present in the Greater sensifivity
serum sample binds to human IgG and measuring
immobilized on a microtiter plate to IgG RF and IgA RF
form antigen-antibody complexes. IgM in additicn to IgM
Enzyme-conjugated anti-human Igh, s ' RF commen
EHB IgG, IgA is added and binds to the e Ilgi' laboratory
antigen-antibody complex. Bound g method, easy to
enzyme conjugate begine a hydrolytic perform,
reaction causing color development, automation
which is measured photometrically, possible
[0016]
[0017)  Fulels wage o gele] Buskd @on), A, $3H 2 /13H 29l Fo| AN Y Ao 4
ZHEv, st Adshs WS dAA flew, 53 EakeEelA S 7kxelde wiA HEol Thed
POCT (point of care treatment)”]¥Fe] AEHH-S AA7MA NEEA] At
yigel g
st = HA
[0019] U2 FrtE s deks dsty] e JOCP FASE FrtE s A4S @ T1EA sl A¥E ¢ = S
HEINY QNER PP AGENPRS ATt b,
Ae] F 5
(0021]  ERe ZWiE WA Jluke] FOP GA 2L FrlEl A4S o &3 Frhels wAY A wE @ 4] g
AgEE T1E, 3 AsR AT
[0022] G FEel A BE2 FubEls WA o] Aa g oAl feAel ARE A 9 A7) ARE FP
A 8 FelEaddA AF Aoke EFeHE SUAE AEgd 29t wAR 1 A% 47 AR Fo F0P
FA 9 Folels Al Zzke] 1E Alote]l BAzt 4w, oo, A7) BFAE HEde @A FAES
298k AR, 2 A3 A7) S3A AEdAY A2 57}AE 4L, olo] A2 HA A WEsE Al
S5 HAEshe dAE Tdehs JHIERCAA SUFE 7luke] Frtgadddd virle] A WS Aleddth
0023] vl wE A PRl A7) Alaes A9, 93 == ot
-5-
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sto] =g Wit 1 43 Feld sheAde AREE A, @4 AR SulE A F ukE #EE 100ulE
A3, e e AL e 100ul & 41 % 100ulE Asatoict. 742t
128 A3 ¥ test, control elelAel FFA o F& ¥4 F test/control? ratios TR, A4 Al
29 ratio g BHH3SDE VIEoE SIS W FPARS FHAAE (S AAsEAT.

>
oo
ol
onl
o
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o
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o,
= L

Aske ® 1 Al vk AREQTIE B2 Fel HolgA ge Al dolA anti-(CP A NAE 3
% BAHAL W, AY BRF 574 FrrEls B IS VN, F 56709 FHARAAY WgEE A
2EQT} gl ASun Qi A9 1260 4w Y 29 At

[¥ 1]
MEEOIT
ZAB2 (N=56 = g
I EO|E (N=25) 100% (N=25) 100% (N=25)
% DIZHE (N=31) 65%(N=20) T7% (N=24)

23 T3 Agke] HSE 8l A 40ulolA HA BulZ7FA] anti-CCP ¥/S4 control S &3k A3}
ofg] & 20 el wle} o] HA sul, HO 20ulE AFES HF %/SA control ratio®] xFo|7) 68 o],

[% 2]
Az Relative ratio of a5 OV)
pos vs. Neg
40ul 21 264
30ul 36 173
20ul 6.0 ik
10ul 74 51
Sul 75 23
Aul 34 342
Jul 21 285
= e
A=Y (gH5//49) =4 HH| YHAR9| ratio H|E (54 ofH| YEA|=9| ratio H|E
/ %CV) / %BCV)
40ul 2.1/26.4 12/315
30ul 3.6/17.3 3.9/229
20ul 6.8/8.3 6.5/14.3
10ul 7.4/5.1 6.9/14.1
Sul 7.9/2.3 3.5/30.8
4ul 3.4/24.2 -
3ul 2.1/289 -
EF RA S 8 EF (n=44) 3 A4 EF (n=32)& oto]AEvE Anti-CCPE AT AR bulE AR

RA

Tl A5k F ouke Mgl 100ulF Hshe] 128 F% P test/control eINA] FFFS HFatol
tiof Ton £4 AR ratio @ FEHDE FOR S92 W PR IYVHE

AR, Ak = 3 % b K U PP VRS SOILE AR A Folw o7, A 60p
FUR=1
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[ 3]
OHOI3 =0} anti-CCP

pos neg Total
RA 35 9 44
Diagnosis non-Ra 1 31 32
Total 36 40 76

specificity 57

%o sensitivity &0

ek RA SREE 83 (n=46) 3 A4 @ (n=44) S O}O]iiﬂ} RF IgMS A=Zslalgitt. A8 suls NEE
ol 243} T k2 WHEAS 100ulE A3lste] 5% AI F test/control FRIolA ] FPFLFE AHLs}o
ratios T3l S AR ratio @ HITH3DE Vo= NS uw FAHARe Ook*é%xég (%)=
F30itE. A & 4 9 ofg] F 49 Fo] WIHES} BolkE ERIg A¥ ok 70%, WHE 8% AIE

[3 4]
OFC|= 201 anti-CCP

pos neg Total
RA 35 5 48
Diagnosis non-RA 13 i s -
Total 52 36 50

% specificity 70

¥ sensitivity B3

w3 FOCPEA S RF IgMe AASH] 913 £33 E4 S test line 13 20 nA3 @A J|EWolA FCCP A
ETEAS BT, d9e = 50 ZIAEY . BEEde uE nkgA B4 (a) ¥ BEEIA B4
(D)ol A test 1 FollAe] CCP & TFEZ gt FFo] FHHS BTFEH we) vks &z 5
7heheE HES Blon, test 2 ZFRlolA e RF EA 1A} WAL 0.60]5t2 WHgAd 2 AfolE Holx] gksk
o, o5 ngo® FFEAFHTHY curve fitting & 3 A (b)ollA Kol npe} o] AA r-sq. >0.99
& el

ol-&], 3BHCCPHA|9F RF IgMS AASH] 3 XEEZAS test line 13 20 43 @d F|EVo|A RF 5
EAS B3R Y. 2o & 60 Z]AE] k. BEEEA digk vhgA B () 2 EEIFA B4 (h)edA
test 1 @lolAe] RF EFE2o izt 3o FHFZS test l/control ratio 0.7 ©]at& WHEA 9] xjol= gl
Ak, whE test 2 ZFlollA o] RF EZFQIAlete] wm-eAL FFEE o] ulel wsA ZUlES BT, olE vl

gog TEAITMO curve fitting = 3 A= (b)ollA EO]E vlo} o] AAA r-sq. >0.992 vERWY.

AAlel 2. FAAA FTEA AN AR AA

NC (HF90, HF135 & HF180) ol ¥ &3¢ o A0EAAY A9=22 59 6 (Img/ml)E test line 1, A9 =
B9 G9 Fe (lmg/ml)ZE test line 29 Attt nAstE Z£33AS A 3mg/ml7HA] A3 4 9t}

otk
-0,
o
o
N

ro

FCCPEA ] FA=A2> biotin®] conjugation Ho] A= CCP Heto]l=d FFAZL AFdd ~EFEH]
(streptavidin) @} 37%=cllA 2A17F ¥+ A17) BEAE 1-dug/ml 2 AHE3FATE. Biotin¥ streptavidin® w3
H|&2 molar ratioE® 1:2~1:107FA] AME3 4= 9tk ojnf HAES A XA+ 24, ==9A Fo] A 7}
Sty HFom ALIE A= Y=

RF &A1 &A= anti-human IgM& FA ot ZFAIA AHE (2ug/ml) sHlew, dug/ml 7-A] AFEE 4= Qlt). o]

_9_
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