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a3 1. RA ZZH0A AO|EFQI 2kE HA (ALE: Front. Immunol., 09 July 2021)

* 9f0f: ADA, adalimumab; CZP, certolizumab; ETN, etanercept; GLM, golimumab; IFX, infliximab; CAK, canakinumab; GEK,
gevokizumab; TOC, tocilizumab; SAR, sarilumab; CLZ, clazakizumab; OLK, olokizumab; SIR, sirukumab; OTL, otelixizumab;
IXE, ixekizumab; SEC, secukinumab; OTL, otilimab; GIL, gimsilumab; NAL, namilumab; MAL, mavrilimumab
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1) JAK (Janus kinase) inhibitor
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LS F7ISI¥UE W, MTX+baricitinib 80| Z4F 2IAH0| 7t F/UCH, JAKT MEHA AZF|Ql
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2 2. JAK/STAT Alset AZ(AFZ: J Inflamm Res. 2020)

2) IRAK (Interleukin-1 receptor-associated kinase)-4 inhibitor

IRAK-4 AA|Al= RAOA ZAQ| Mot FF F=ot AHE HY LS HYS Aot/ 2l &
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AE 4ok =2 SZO[CL IRAK-4 HAA= T2 BA 2=zAQt Tl M BHY AA 7 240|522 5
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J3 3. IL-1 MMM IRAK-4 g2 (At=: J. Biol. Chem. 2018)

3) BTK (Bruton’s Tyrosine Kinase) inhibitor
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(phospholipase-Cr)7t NF-kB & MAPK Z=2E Z/d3tA7{ BMZe| &3t & 34, CD40, CD69
2 CD862| & 0| AAE
Ct. RA SAtS9| 2 BAMIZOIM QUMEHE BTK sZ7t IOl CHH| =ton, Q4SHE BTKe| sk=
FOME|A R} Tt ZHAH0| ULt

EOI

rh
mjo
=o]
H1
rol
i
8
]
x
o
_|
i
Q2
=
_o'y
rg
o
=
kel
0[N
1=
g
o8
ON it
0x
>
i=]
Hm
Al
ro

A i F2 BTK AAiHl:= d+2 =28 7hsSHH 712
LA BTK AAA2| HHg2 Selz|olt, as2 7[tHAE TS
AdE Sl E8 RA 2RAR20IM REEA| OWLH CIE A=Wt S8 M 202 A| SO tholl A7t
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B cell receptor Interference of BCR
signaling in RA pathway to treat RA
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Antigen Antigen inhibitor
Y B B cell vu"' ™ introduced
B cell (\L\/ ) receptor L\_",}
receptor g fl N

B cell \.\ C/( 'S)
membrane T‘j =i
BCR signaling BCR signaling .

| . o

Inhibitor
BTK binds to
activation BTK

Phosphorylation of Less
substrate PLC-y phosphorylation
l of PLC-y
Inflammation
Inhibition of RA
development
RA in mice

% 4. RAMIM BTK A 7|M(R=: Immunotargets Ther. 2021)
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1. HAAL Q& (Tolerization) -$A| AN HHAl
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A 2ol Al MZE(dendritic cell) & 22iot= EH0| s 23S &1 A+ SO|Ch
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4
| z=

Z|Z RAO| CHer BEfde(sta Aol HH2 M22 A2 HUS 7HsstAl AT JAK EZE AA|

-

O|H, £7H JAK AXMHEE i SO|ch =5t IRAK-4 X2t

ofo
OfN

o= ZIRAl= 0|0 YoM At

BTK A4 & FSoH U2 F=2E HHlost= A=AS0| 7HE S0 A0 RA SAS0HA Crfet
A2 FM0| 2 = US AO|th 1 o= FAYMES 0|8t HIHUE R SUYE S7IMEES O
8t ofE HE 7ladt 22 M2R E2e AzYES0| A7 UL, o2 27| TAZM JtsdE HAl
ot QUCh g2 RA Z2BR= RO YHO| /M Es CiYel BA ARY SS Sdll S 2HE A=
7|CHEICt.

QFAL Point

o 7R zI20 JHLE JAK HAHE 712 A=A | 53t 46t F7=E80 20| oL, AE M &
222 23 mEo| 2214 X|2AH2 ARREICE JAK MEiMO| 242 HAIZ0| ZASIHs A7ZLt Jon
Z7HAQ1 JAK AA|HIS0| 7L SO|Ct.

o JAK AAIH 2ofl= BT S8 7t5St kinase HAHH|Z RAK-4 AA[A|, BTK AA|A| S0| 7HL SOICt.

o 19U HIAUE FEE 0|8 A=Y, SUEY S7IMEE 0|8 A=UE AILHZ0| MEZ2 29| 2 =A|

=0| &+ SO0Ict.
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