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{ Abstract }

The direction of the study regarding
the treatment of Rheumatoid Arthritis

Kim Yung-tae, Lee Jae-dong and Lee Yun—ho

Department of Acupuncture & Moxibustion,
College of Oriental Medicine Kyung~Hee University

Objective : To research the trend of the study related to rheumatoid arthritistRA) and to establish the
hereafter direction of the study on RA.

Methods: : We have selected 12 medical report about RA in Arthritis & Rheumatism and Journal of
Rheumatology recently, reviewed them, and investigated their methods.

Results & Conclusions : The pattern of study was as follows: physical & serologic research in 2 articles,
immunolegic research in 7 articles, and genetic research in 3 articles. There is now evidence of the benefit of
treatment early in the disease course and evidence of the impact of treatment on outcomes. New classes of
therapeutic agents have also been introduced. Wherever possible, these revised guidelines are evidence—based.
By the above results, it would be needed further research on RA mechanism related immunologic and genetic
process
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HZ RASH HHE UYWAY R Y

1.#& - |

Fvole]A @AY (Rheumatoid arthritis, ©13F RA)
£ geAR G WAl A% Wy, A, 4F
A4 AR diA, vidd 8999 9 o8 F¢
o ojME #AY FAE Tk AtEgAE
ofchY Q179 1~2%°lA olgEH Fr 30~50t)
g AAeAN FHshe ABOE AFeM o
2~4u} @2

o] el WAl U Wele] djF olAx ¢
A FYEHA Fagn, T8 ol o] AL &
AN & YAY AHY A%E g F Qs A
gl AHEA 4L AAolt

HT &2 4B, st ol g8 9 "o
A2 RAS) oig AEL AT 10993 B¢ w2
ik A eie

A, RAS H2EHE(typell collagen ¥ Gp
39 B9 a7y AEFER 4 dggFl el
TR 52 2Ao] YUTh (o} Typell col-
lagen specific T cell %, Collagen induced ar-
thritis, adjuvant arthritis &) B4, A¥& 4o
71e fEfdAt At AdEAe) dd ¢
ZE wehlle do) 7hedtAl =gt & A
H42H(e) : HLA-DR4Yl disease susceptibility
epitope)t HHY FEAAS] immunodetermi-
nant sequenceE°] YA L QUrk AH NEE A
%4 24 (biological response modifiers)?] &
A% #2 "I /dolvh(d : AXEA ©
UdaE A, ¥AF #- cytokinesH 1 FEA
a2ln #E AR AGAA A
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-
ol #e ATFFY AR A, HI
AREA JeEln FAHAL 94 R AHEEE
of RA A8 oA F5& o|Fxm St wely
229ME RAQ X go] #F HA A4 2 4y
+=%& O Physical & serologic research, @ Im-
munologic research, @ Genetic researchg& £
AHET, ol Ediz @8 8o g ¢
Aolut AE R3] QlojA Efo] Haa} gk

I.A& @&

RASH #¥d 4§ 9 dd=FE 20019 %
9] SCl(science citation Index : SCD% Arthritis
& Rheumatism® J, of Rheumatology®l &%
=8 2 1298 d442F 8l9 Physical & sero-
logic research 2%, Immunologic research 74,
Genetic research 3H22 HF3l AF Ao
hate] dund vhga

1. Physical & Serologic research

1) RAY Z7) ¥ PdgolAe 2g?

RAS 7] €4 JwrgolA minocyclined] &
£ vlsl7] $)3ked DMARDR! hydroxy chorg-
uineg WETOE dAge 2¥A] American
College of Rheumatology (ACR) 50% %43 (ACR
50) 3} prednisone® &% ¥} minocyc
-line RAS 7] ¥ FINEAM EHAHQ 3
BAZAM ACR 50 ¥H3-elA minocyc-line® A8
& W& @A7} hydroxychorquine® Xg& e
gt A7t Qe F419AE2EQ predn
isoned] £%& Fol=ul AFF 0|t
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2) RAARA methotrexates} Interle-
ukin-1 receptor antagonist?l anakinra
o Agxe?

RAX &0 methotrexate(MTX)$} A an-
akinra®] &5 dAlel dfs) HYE =Foz M
TX%HE AHE$ placebo group® MTX)l anakinra
0.04, 0.1, 0.4, 1.0 or 2.0mg/kgS AEF group
2 upro] Adageh 12F80) lo] ACR200.2
s An MTXsF 2%€ 5709 groupald MT
X2H& ARE-3 placebo groupXth 2% Zjols}
AT (P=0.001) &3] anakinra 1.0mg/kg(46% ;
P=0.001)% anakinra 2.0mg/kg(38% ; P=0.007)
£ groupolA placebo group(19%) 2Tt F9A4
of ESith older Hel A%AHQ BFA RA
o] anakinra$} MTXE AEL FHsps, MTX
tgAgRc BgAast s & 24971 9l
A5 HERITH

2. Immunologic research

1) RACA lymphocyte F# cytokine
QAR & dexamethasones] EH°

dexamethasone (Dex)< #4193 F2go
& concanavalin—A(Con—A)dl A=¥ peri-
pheral blood mononuclear cell(PBMC) 8 ZF4]ef
2288 3t Con—A A=Fo lymphocyte 5
AL gaAsed, 22 Dexd 47 tE §%
oA A =iQitt, Basale]l INF-7 leveld W27
3 wmsis ot w4tk Con-A 232 71854
of uls} IL-44 IN-68 F7HA71A] kA IL
-10& %94 A F78Ih IN-63 IN-102
Dex 107 Mell oJ# %24 slA JA1=%ch Con
-A A2 TNF-e, INF-7 & #24 A F7}
AAE ¢ A¥elM Thl celld RA #Ate] B4
HAZz2E g FFs=Y B AHEE F
it

2) ¥549 RAARH slo] CD49] &
anti-CD4 9% Z&4Al4 primatizeds) &7}
£ dFshs A®o) s 28y, CD4 A
&3k B f

472 AWFALR placebo$} keliximab(40, 80,
120, 140mg/15°%e] 28], 240ng/15YGl 13) 4]
F ACR 20 2.2 H71319it}. study 1 groupelA
+ placebo®} keliximab 40, 80, 140mg/154l 2
3|18 AHEsIeE 242 19%, 42%, 51%°, 69%°
(xP<0.05) 877} 91t} study 2 groupolAe
80, 120mg/13Yel 23], 240mg/157Yol 13 AHg
e 30%. 39%, 46%, 47%S] EHI} ATk
2702 groupollA] CD+ T cell® o &3] ule}
£ UM B2ivh 28 CD4 dol Qo)
Ae o8 e JeERT dekA keliximab2
A% CD+ T cell o] %S YA F23 2
A7} dok. 2@y CD4 FEds Fasic

3) RAZZ|st AUPHAE AB3A] gL
#2159 2ol steroid hormoned interle-
ukin-63} tumor necrosis factors} T3}
of RAAsA A B2

RAZ7]S} APU#AE (reactive arthritis : ReA)
£ Az o4& BAE 310 steroid hormo-
nes? FAE cytokines®} H|ZE I cortisol T&
dehydroepiandrosterone (DHEA) & T8 adrenal
hormones® ¥ 23ttt

RABAE A IL-6, TNF, cortisol, and
DHEAS} <7} Bkol ul#} ¥3t3 ACTH$} DH
EASE ol7} g%tk 12y RASH ReABAIES
2738 Atgtel wis] ACTH, cortisol, ASD, DHE
AS 183 17-OH~progesterone®] 4-X]7} IN-6
2 TNF9 FXRT #A 8 A 2k o] AN
RA #7189} ALPEAE A853A ¥ @AELS
278 AREEo] vl8] ACTHS cortisol?] F3x]7}
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IN-63 TNFS A8}t vlmd sl o] =&
o8 9%3} #A89) adenal steroid ¥vl& ¥3
Al Wkl RA% ReANo] hormoned] FA¥
3= v]5eEkR T RA @A steroid®] 4+7°] ¥
Q% Zlojt},

4) RA9 ¥/44%4 3lo] CD4+, CD57+ T
cellse] d4?

RAEALY Bx9] CD57+ T cellsd WIES} of
std Avejo] B@AlS B7MEtT CD57+ T cellsd
AT BAo ofs] B3 RAS 948 ¥
7H= modified Health Assessment Questionnaire
(M~HAQ), joint score, face scale, and visual
analog scale(VAS)& %3 ¥5% #%4& %7t
stk CD4+, CD57+ T cells®] WIET erythro-
cyte sedimentation rate(ESR)# #94 & #
#g BT CD8+, CD57+ T cells® ESRE
#do] AAdrh

T8 CD4+, CD57+ T cells®] BIEE mHAQ
score, VAS 181 face scalecld #94 Q&
g e YehSith RASAIA CD3+ cells 59
CD4+, CD57+ T cells®) ¥1=& ESR# f240]
e wHEE JERINE ¥ opzt #x19] o|EH3
Arejel ol glth, CD4+, CD57+ T cells& IF
N-7 2 A48 4 A3 RAS AEEH WA #
AL 7T Tk

5) Cyclosporine rheumatoid syno-
viocyteso] Al 524 interleukin-10, in-
terleukin—-15 18|32 tumor necrosis fac-
torg AgHeg zAg”

g4 Eo)M  enzyme-linked immunosorbent
assayE F8 ESA A IL-10, IL-15,
and TNF-aolt}. cyclosporin A (CSA)& IL-
109] A4S F74A AR IL-15, and TNF-a 9]
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A $%o] bl 2433k SAE rheumatoid
synoviocytes®lA] THEOIZ PAEE MgHoF
%48} cAMP—dependent pathway® 7}2t}.

6) RAS %3 AYellM Interleukin
10(IL-10)& o] glxjgt IL-4 =+ inter-
feron- 7 & #Ao] gic}?

23 IL~100] RAY 7% 8A FoAM FAA
QA F7FsHch RAS BRI Aoy L
IL-10& B&Eojo} & Folt},

7) Collagen induced arthritis(CIA)e]l
Al anti-Fas antibody$] #& &3}

anti-Fas monoclonal antibody (Mab, RK-8)
Agy CIAE 7o ¢xshA ooy @39 7%
g ZaA7Ned fod ARE JMAgen, 293
£3 dF &g A8t anti-Fas Mab
RAS Z7|dAoA #&3 Xg¥ol & Aol

3. Genetic research

1) friEol= A detoMe ps3 F
ok oA $AA} o'

FrtEolE BAE §xolAAM Pzl gt =
o)A p53 FRAA {4zl #o] fFE B
12 gt Wy 2R BAelA 1399 Fuie
ol $EY B BE F 6olelM DO-1 ©@F
B4 gAY Gl s Aol

p53 FAz €47 MY &4 2 HPA) -G
gate] BEoAE wolzp dojubal ggtot, 13
Heo] Hrigel: FAEY 49 EE F 4oJoA
¥o)7b

#Hol= codon 177 (CTG to CTA, G—A), 277
(TGT to TGC, T-C) el HEEHAT 294+
codon 237(CAT to TAT, C—T)olA wols} #
ZHrk p539] Ed¥olE AF gl A% At
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E FriEelz #HFY Hol d%e & How
Atg gt

2) p53 codon 72 polymorphism and
rheumatoid arthritis.'®

p53 codon 72 polymorphism$ RAel w7
o A AN E ¥R T} S

RAZA}L 11483 375 A 11499 p53 co-
don 729 A widE FMstn /A Y
Y H Clinical/serological %8 ®Asiich 4
7, p53 codon 729 §AA wjdelr RA A8}
2T Aol f-ogt Aol7} gigith

PEHeRE W G AP F3t Ajolr}
3tk ESR, CRP, RF titer, extraarticular and
cervical spine #¥4Y, FEFE HE FoME
Aol W) st o]4delM p53 codon 72 poly-
morphism$ RAY] i@ ¥ el st
T} RAS HQlolA) p53 E¢ol A%e whshy
o o & A7 g2# ol

3) RAY $lo] HLA-DR djg-42xte o
3 olz el fale] st Ayt

RA @zt tigt T5€ AR wixo] s
AHRT o] AL 7HEATIE dYfAte &4
of s Awrwa gl dEo] Wald AuE
Larsen's®] W02 #7185t HLA-DR thgH
Hak= PCR-SSPE ©]8313lth. DR4: RAEA}
AN o B2 WMEE Yehidid, RAGAIA
+ 70/1409) 50% 2T 47/2029) 23.27%E
Uehglct. DR4 o185 04049 +04010] 713
Hol HAEAT(37.7%% 29%) ol A%e
&= DR3%} DRI1Z ulzTAM RA @7t}
BARoR FoAo] stk

Ak Grle] FE kel et 27 1o o
o] B9 QKRAAS QRRAA TF%E& 713 dIg$

Az HEE F A9 2deM FARIT oY
F ofF AL Nxer §781 «10017F 55 1
M #9949 dUe AEE JEMQUT (P=0.03)

o] A FFMAQUNAM BFE Aoz g
® otugzt Ade vtz dxu 5 A§s
dodly ¥ TEE dYFAANE AAE 23
AR o}y F «10017F $& WEdE BFEin
HAMAA EAFol Qe ExbolM FYA UA B
2513

I % %

1. BFEleyn 25

FolEl A BEEe 49 BY wEEA A%
oF WEY g9 dFo] sjgwdeln, o] dF
& XM8] Ao PEy AF, AZse U #A
F9] Az B E 2D Folglx o
e BAAS ZA £¥sio, A Q7Y o 1%}
o] Wel o]gsle} glrh. 1} o] He] wgel
% A distoie obd @As| FHEA Eay
I, £ olAE o] Aol APL o £ QE A
B0l YA @ AAonh?

AT zie), Q8 vigEe, U @At
g Fulel §EGMY dFukee] g4l
o} FE2 711 Ee] Mz #4H 1 Yok A Fo}
ElA AR Class 1 MHC fazel 98 @
A7t Jew, AJEH AT 3 hAME,
T 9 B 494789 45, o5 AXEY PiE
Q) cytokines @ WAZFZ R o] PZo] WA
3HAl HSith o] HFS FAME BAze F4)
£ 25tT BEAE, AZ3, 2 AYE A
Zlq_'lﬁ)

HLA-DR4 ¢} RASI?] @A edavy
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H2 RAY BIRIE 94 % dH =R AR

24 ok Ad 533 FAR-Aee dgE HL
A-DR4$} DR1 ## 33, 53] grdne 3¢
A491 3rd hypervariable region®] RA suscep-
tibilityE YehE 3% obv]:Ate]l T2 (QK/RRA
A7} w827 =) (Shared epitope hypothes-
is) ©] HA2E-E o]ejg common epitopeE ¥
3o RA U A3ty AEEe] Hxs
74 BIE o A8 dosle RoE HEAY.
$eluet RA 829l E HLA-DR4 ¢} % H
LA-DRB1 *04057} 714 ot M9 #3421 D
RB1 #0401 && +0404 E3 gegz oz o]
7} 9094 common epitopet FUF Aoz g
W@k RA 49 ¢ 70% ©]A2 ol#{ 3 epitope
sharing®] 13 °]8 9 #akso] @3 Iy
#E9l HAILHS (extraarticular manifestation)

ol o AsA wH.

1) FE 9 &3

RAS FNE ol3] 48] o Addlely, Ut
Ho 7 ] FHol AAE qlon, F2 &
Gefvt vigive] AR5, 528 F2EET A
0 B M B ARRTY 28y O @l
My EES] RN W BRI kw8
KR, MEWERLRS) A48 AF 39 3] 5
oA HEZE YD ey FE O BEMN] A
HolA oz FHKE Adstn Ah'® RA
o] EEY BEHE olRY AAetryt dd 4
AolollAl iFikEE 207 Hol FEMSQ 4w
BAZE sle Zelch R MK EAT HAR
(major histocompatibility complex, MHC)&! HL
A(human leukocyte antigen)-DR4¥= th#-% RA
FAEANAN YuiA F7lste], HLA-DR49 &

< FUlElAQIRNS] Y, MES) G, Felelx
HAF, Felty '# FFTH A8 AP E Bolx
oit}. E3], EBV(Epstein—Barr Virus)® #vlE]
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|
AQAE EYW ARGAHEY Y48 AFE £
A+ polyclonal B cell®] iEM#2A, EBVY] 74
2 BAZAN ZHHE B A i oo
79 RA 8AAM 2= T, Ot Eolq 4
o] RA §xtofAA wde] drk e EBV
REEL RAY IAAF FA7F & HLA-DR4
F2e} e 5749 oprjxAtE FRIE Ao
A “fF Fll(molecule mimicry)” 9 7FsA &
Foli ek

FEHANA N BT Ei fRo] B
&H=ul, RAY) WiiskolA o] Hr)de] Higo] A
& Algto] HolA gon AAE Wy glk Mk
IO 2 E DR+celld] I8iM 2@sE R
o] el oSl A&E THEF7: AgHez
sl TYZPA FE8 lympokines©] #
£ LIl FAREE B, TEE T o3
A BAsME ST dAMEe] A3 A o
st} AAHE L1 & BEMRE A28 colla-
genase$t PGE2 AAHe A7) o] SAEAE
< B WY RITH BEE 2 2o B
¥ ORBES RIS 4 FrlElls Qe
A, 1gM9 Al A4, Wige Wikest
HEfEAd 23t FHol Hidl, d43or 84
3t BAE 89 FaE FMAT EES
fao] o AT ARMEMAE APAFH, o} &
ERAMEE AT U398 UETE RA cell &
¥ ‘Ragocytes’ 2t1 HEt} o|gA 3l 4=
fEcg At AERAL] A aEA 2ARAF
I AdfAge] ¥aEoA g HIlE s,
gl EEAHE RAA, BAAEY A2
7} kinins, lysosome EZAWEE FAHAA E
o7 A FAEAL GAMEE F4AA pro-
teinases®} PGE HABIEE 2§}, o] g
AL WEHET BAHEE B2 oME doy)
o, MAAX7L BAMBEE (fibrosis) & AAEE
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LA

2) & N2AY

Folelx #29 A5E sl AEHoR Ho
AHEEOlE e 49 Fepnj=yges HaHo
2 3% GEE dAdeE 718 7R ol
o] i M nigd RFgo] FHE nlAHRO]
=4 AQAE AR anpl glod gl
oAl FAAME AMGETE o]¥A Hx At
Qe A9lE= penicillamine, methotrexate, aza-
thioprine® & AE AMEHA = 7)oz
A oS Sl qerkA A¥AQ Aay
oju AEEGA7} ol gt 23 dAlE HE
FE gRviEl2AAE Ao r AR 7Y
§ ZIAE 9 O BYsigtee]l a1
k. I olfE FulElA BHEE ¥ 2dy
of ¢ 60~70%°04 Evige] WAP3tT, Aot WA
o sast Y= AjFetd B APE AAE
7] J37] wi&olct. FulelA #HYG 259 AW
A EXE F39 74 €59 94, ¥&449 2
Zold, FHA EX: 283 BB BE
AGPEEY WE B Fu U

Friglx #2E AgokdE gy gol 2RY
 ag.?

AR, u2ezol=Ad AU (nonsteroidal an-
ti—inflammatory drugs, NSAIDs)

EA, $49 252243 (corticosteroids)

AR, FFobe) A4 A (disease modifying anti—
rheumatic drugs, DMARDs)

A, AE=A AA, A8 28A, lefluno-
mide ¥ 7]et A@HQ A8

2. MERY BE
RATL MEEMOR i, RO, WE, AEE,

BRR, B FEREREGER 59 WEd &g
s % _)F_ %gq’l%zl)

I FAME 7 ZgFolm ANke-F, A
g A= HBL FHOT B, EOE, FA
RuBEx £ dAse o] W FR ik Kik
& FA8T ae] Ysior stelet AlgE )

HE AIREY BREA, fmo] =81 &
o] Tgdtol Wley, KM Foll MR, K5 WE, K
Aol A7Iw, 1 FERT ke kel mel wrael
5% Btol A0 EiEe FHRS HERE
<ERD HREDD N AER CREE SNBE
HASBE BITH, REBE BEE REkX B
M, CHARETE, KEEEaHE BA. 1Y
RERIE Bih 2 AFHUT, Ve HE RE
B SR, STHLARKZED. T o,
Do mgrt WA Halo] Felrt A HER
ot e BEb Fdste) gEe] dARtin &gl
o FPe e 99 mmEe FRsgon,
EPE MR #hEe) A% Re sols &
o, RHOZE Mol #EIL7 #8 B¢ X 3
gt wrgsitin it #itols EifEo] KRN
B, GREGE, MR S0 Belgon, A
B wES BT, BERM, LSRN, WK
B KHED, URAKR =RoTAR, AT,
FABEN BTy s #0e ARRMZ
H7h e, BEel @Asle gmo) SHAES
TiNEBRETo) &S SdoIM wAEcim agc
& o] WEhe Jebd diE AER#HS BRI
QA9 #HE KWAANY BEI TEST EEO)
BN BE AYst] Mol gmsAY R
170l MEAEA £ 2ol 90| Hoj yehdtin
3ot

RAE 2ty m@EstA =9, el g3 =
e, AR Wiole aA 89, @r, W w8
i o)
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3o RASt BIRE BY ¥ YE RO AE

WESME RAZ ZMHsh=l £49 Wi
¥ 2HREE F Aot Fol fEmEEy BE
T2 AR MEREE Foste] RAY LRI
olgsty, E @A WY TEHT fuixg
gk, e Eoo] EREsigE AMIE AR
A @2 2287 Bl Wi delg Rimmez
T T UEF ok 3l EWEE, BR, HERME
&, YR 8 LY W BRI EY
Z RAS fhiol S KR BH9Et s, E
fagmoz gas) Jesojor & Aoz Exdd

V. &

RAS A& #¢ HY Y 4 d¥=EE §
o o 22 dES A

1 AG9sliE ohazty 38% Aol wal
A7 oA Hod ddsE 12T fARE
QU4 % UREEEC) RA A YoIH 5
2 o231 U

2. AEEA Q¥ U3 $AZA & CD4,
¥ CD52 9 CD5 ¥AE FALEl @xbe) @A@
dEn Aol T4 ALL = AXE AAse
o] olgHL oy YREE Bk A @
237 Zaio

3. Cytokineol\} 1 F&alo) thg ANr2A 2
¥ 2719 9% AgEel et ABA AEo] B
2 = ik

4. AT B8 FEE T8 5o #E2 /A7)

ry
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T Y 7Y R o) AEFRAA AhEd
W2 AN,

5. Gene therapy Y Gene transfer technique
€ o]8% WHOR anti-inflammatory cytokine
ol\} anti-inflammatory mediator gene %< an-
tisense oligonucleotide 58 AH&-¥ict.

6. RAE WEBNCT WE BE WE, B

FUERY REe] §¥dn B 4 don Bkl

o] BB BEEH PPEE Wk AT
7h sl & Aoz Fie
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