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4) EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying
antirheumatic drugs: 2019update.  Ann  Rheum  Dis. Epub  ahead of  print: [4  April 2020].
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'E?HI 2l adalimumab, etanercept,
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Recommendations LoE SoR LoA
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9. csDMARDE &o| A" F gl= 4% IL-6 inhibitors?t 1a A 89
tsDMARDsE AtE2& A8 Hgh
b* &= tsDMARDs™ x| 2ol Almjst < C}E b" =& tsDMARD?
0 = AFRE: TNF-inhibitor Alm| A| CiE ofal7|Mel ot2g Abgs ™ A g9
=& A1 2K} TNF-inhibitorg A& Tk US
Glucocorticoid &% Fo|x= , 59| csDMARDs
b = tsDMARDs Z#&& 13e = U 1b A 92

1. & Hast= x| =52l B2,
12 EF8H7P SFX|=ctH csDMARDS| 22 12 &t 25 B 90

5) Poor prognostic factor: @O Moderate(after csDMARD therapy) to high disease activity according to composite measures,
@ High acute phase reactant levels, @ High swollen joint counts, @ Presence of RF(rheumatoid factor) and/or
ACPA(anticitrullinated protein antibody), especially at high levels, ® Combinations of the above, ® Presence of early
erosions, @ Failure of two or more csDMARDs



* For defnitions of remission, low disease activity and poor prognostic factors
T Abatacept, rituximab, sarilumab, tocilizumab and TNF inhibitors: adalimumab, certolizumab pegol,
etanercept, golimumb,infliximab (whether boDMARDs or EMA—-approved/FDA—-approved bsDMARDS).
T Janus kinase inhibitors.
bDMARDs, biological DMARDs; boDMARDs, biological originator DMARDs; bsDMARD, biosimilar
DMARDs; csDMARDs, conventional synthetic DMARDs; DMARDs, disease modifying antirheumatic drugs;
EMA, European Medicines Agency; EULAR, European League Against Rheumatism; FDA, Food and Drug
Administration; IL—6, interleukin 6; JAK, Janus kinase; LOA, levels of agreement; LoE, levels of evidence
(according to the standards of the Oxford Centre for Evidence Based Medicine); MTX, methotrexate;
n.a., not applicable; RA, rheumatoid arthritis; SoR, strengths of recommendation; TNF, tumour necrosis
factor; tsDMARDs, targeted synthetic DMARDs (currently Janus kinase inhibitors)
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6) Smolen J, Landewe R, Bijlsma J, et al. EULAR recommendations for the management of rheumatoid arthritis with synthetic
and biological disease-modifying antirheumatic drugs: 2019update. Ann Rheum Dis. Epub ahead of print: [4 April 2020]
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9) MAA 9 121, 7I7ke vl AR 4= A= F4% 2 F 9FAl. Korean J Gastroenterol;71:81-88
10) Ferri's Clinical advisor, 2021, Elsevier, Inc.

11) Goldman-Cecil Medicine 26e 2020

12) EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying
antirheumatic drugs: 2019update.  Ann  Rheum  Dis. Epub  ahead of  print: [4  April 2020].
doi:10.1136/annrheumdis-2019-216655
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adalimumab & H|luw A 2HozE & 5H

[@® SELECT-MONOTHERAPY(EIS2H): MTX Alil| £ Ck=]14) MTXE F0{5t% 2
L} HF20| 25235t 2010 ACR/EULAR 7|&15)2 Tt=ESH= 18AM| 0| At
A ZoOlE|A ZAEYE SHKH(n=648)E CHAloZ Z2ZFQ| dfjXN, Q{tri=x,

st
=

ol
1:

Oy,

=
ZSWAHOZ AMAEE 15mg == 30mg, continued MTX 04 37He| o=
1:1 H|E& L}50{16) Al&st Z 1},

- 11X} Zn ol 14FW ACR20 T2 H|IE2 AIHE 15mgrollAM
68%(147/217H), AIHE 30mg=AIA  71%(153/215%), cMTX oA
41%(89/216W) o|A20{, 14Fm DAS28(CRP)<3.20f TEst H|E2 AlIF
EZ 15mgol| A 45%(92/217%1), AMHEE 30mg2 53%(114/2159), cMTX
T2 19%(42/216H)22 FIIX| X|x 25 AHEE FolAM FelstHA =H
LtEF=Hp<0.0001)

- 2xF Zip #1438 HAQ-DI'H=st= AMEE 15mg TOIAM -

0.65(-0.73 to -0.57;p<0.001), 30mg=> —0.73(-0.81 to -0.64;p<0.001),
cMTXZOllAM —0.32(-0.41 to —0.24)2 Z4235t0 7olst X0l E EUZ

- ot M3} AEHsSH] 14F S B8 HME2 MTXTE 47%(102/216YH),
MAEZE 15mg 47%(103/217H), 30mg 49%(105/215H)0|U S
= 143 Zob plZish EAtg HMER2 cMTXE, AlEE 15mg, 30mg=ofl
M 242t 3%(6/216%), 5%(11/217%), 3%(6/215%) 0[S
- JMMES AMEEZE 15mgollA risk factorg X UE BXZEE 13
HIiEort X272 W Ha Eam =5 JHE

O [@ SHECT-OOMPARE(HE2H): MIX X2 T MIX #E, adalimumaotMTX 25 H[w]!8)
2010 ACR/EULAR 7|&19)2 BtSst= 184| ol4& =M JFOMEA 2EH

=
13) BE 4AEA JAK inhibitior =2 o]go] Q= b= ALH A

14) Smolen JS, et al. Upadacitinib as monotherapy in patients with active rheumatoid arthritis and inadequate response to
methotrexate (SELECT-MONOTHERAPY): a randomised, placebo-controlled, double-blind phase 3 study. Lancet 2019;
393: 2303-11.

15) 631 o<l SICE6(F-5 W5, 65 o] TIC68(HE a3 3mg/L o]l hsCRPE 714
o] A%

5 5
16) AA QM= 57 A A7 fste] 145 o F flokre] AAF 15mg = 30mgs Folshglon, 27158 AHE A%
o3h= AlET 15mg, 30mg, H"ﬁk? W 145 3 AHFE 15mg, 30mgE Folshs & 47 o2 2:2: 1 LH &R Uro] AJgsgloy
AFdAE 145 I 2IE F45H%0 7] 14T77]'X] Fold HE&Z MEde

17) health assessment questionnaire-disability index

18) Fleischmann R, et al. Upadacitinib Versus Placebo or Adalimumab in Patients With Rheumatoid Arthritis and an Inadequate
Response to Methotrexate: Results of a Phase III, Double-Blind, Randomized Controlled Trial. Arthritis & Rheumatology
2019;71(11):1788-1800.



23X & MTXE ™Moz 370E o|Ar X|Z8H2 2HAH(n=1,629)E OjAt2
2 52| uid, o|zUH 34 AFZE AMEE 15mg, #2ka*, adalimumab
40mg 37 FPOZ 2:2:11 H[8Z LHF0| MTXS HEQWo=z 50§50
Aled st 2o}

- 11X} Z3ofH=ol 123 ACR20 T2 H|g2 AMAEEZEDD 71%,
36%, adalimumab 63%2 2 LIEIGSn] AMELZT £
34.1%(p=0.0001), AMHEZZT} adalimumabze
o1 =220)
AN (3

|2 2| 7EfOI._
| Xtol= 7.5%(p=0.05)

» 12Fm ACR50, 70 25 AHEZF0| @2k, adalimumab=ol sl

ool =*s21)

iz A3

- 12FW DAS28(CRP)<2.60] TEsl Hlg2 AMHE
adalimumab=0lAl 18%0|2A 0], AMHEES {2, adalimumab CHH|
EAMoRZ ROt XI0|7} AU S22)

T 29%, ?leT 6%,

- 12 HAQ-DIHisH= AIEE 15mg TOllAl -0.60, adalimumab=oA -
0.490|A11 XIo|= —-0.11(-0.18 to —0.03;p=0.01)=2 Ho|o{ FA23

=S
- OHHN B0 Sob ofx FoF ZEOZ 0/0{7 BAHS AlH

1 2
3.5%, ?ekt 2.3 % adallmumab—E._ 6.1% 2 adalimumab/0| 7}
olon AlZF

UfO AMZEsE 22 AMAEEZEL 1.8%, 22k 0.8%, adalimumab
1.5%HU=
- VTE= AIHEL |A‘| DVT2F PE 15(0.3%), <2+ 13 PE(0.2%),
adalimumab= PE 335[(0.3%)7} UJ2n{, ZE= VTIE &A= Z|&0| risk

19) 63 ©]/e] SIC66, 67 o] TIC68% bmg/L ©]’¢¢] hsCRPE 7+
20) 12} AAH(125F4 ACR20=93 &) 4 A3

AHET (n=651) Yok (n=651) adalimumab<* (n=327)
1257 ACR20 =23t H]& 71% 36% 63%
Algatze] afo] (95% CI) - 34.1% (29.0-39.2) 7.5% (1.2-13.8)
p-value - p=0.0001 p=0.05
21) 12 A3piS(1255] ACRG0 =23 H&) w4 A3}
AAET (n=651) ok (n=651) adalimumabw (n=327)
125# ACR50 45% 29% 15%
AlEtke] zte] (95% CI) - 16.1% (9.9-22.3 30.3% (25.6-35.0)
p-value - p=0.001 p=0.001
22) 12 A3 5(1254 DAS28(CRP)<2.6 =23 H]&) 4 A}
A AET (n=651) okt (n=651) adalimumab* (n=327)
124 DAS28(CRP)<2.6 =23 v & 29% 6% 18%
A& kel 2ol (95% CI) - 22.6% (18.6-26.5) 10.7% (5.3-16.1)
p-value - p=0.001 p=0.001

23) multiplicity—controlled superior
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O [GM48F AM@H HAEAE), MIX HE, adalimumab+MTX Z&H[m, switch]24)
2010 ACR/EULAR 7|&25)& HESI= 18AM o|4t &3AM FoOlEA HEY
2txHn=1,629)5 A2 2=t i, o/ZUWH 34 AF=2 MHE 15
mg, ¥k, adalimumab 40mg 37l F4FA2 2 2:2:11 HE2 LT 48=F

R AZA|E 50 EAM 5 A1}
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- AIM
switch &=

SF-36 PCS, FACIT-F, DAS28(CRP)<2.6,
MAHEZ+MTXFEO{ 20| M adalimumab+MTXE
= Xlo|& EF327)
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-|I'I e
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Mol=l 7|z28)of w2} Zt ol A

ARen{, switch O] 67H& =S¢t ¢
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switch 2tAt=t CHH| adalimumab—4&E &
LMoz O I LiEHH?9)

- oH M b e s5tod

adalimumab=0ll H|3H %A

SHE Azt 280l

24) Fleischmann RM, et al. Safety and effectiveness of upadacitinib or adalimumab plus methotrexate in patients with rheumatoid

arthritis over 48 weeks with switch to alternate therapy in patients with insufficient response. Ann Rheum Dis 2019;78:1454~
1462.

25) 63 o]4e] SIC66, 64 o]4e] TIC68% 5mg/L o4+ hsCRPE 7}
26) 4854 ACR 20/50/70° Z=g3t $hx} v]&
ACR20 ACR50 ACR70
A7d -+ MTX 65% 49% 36%
adalimumab + MTX 54% 40% 23%
p-value < 0.01 < 0.01 < 0.01
27) 485A A3 AxE A3 4 p-value
DAS28 DAS?28 LDA
AAQ-DL | SF36 PCS | FACHTTE | cppicas | (cRPI=3.2 | (CDAIZ10)
A E+MTX -0.73 9.8 10.2 38 50 47%
adalimumab +MTX -0.60 8.1 8.9 28 35 34%
p-value =< 0.01 < 0.01 =< 0.05 =< 0.01 =< 0.001 < 0.001
28) 14, 18, 22l TIC} SIC7T baselineol H]3l 20%33-& 3HA] b 9okt —A14 %, 213 F—adalimumab, adalimumab—417 %2

2 washout ¢}

29) WA Fo]

¢] blind rescued}} L, background MTX+=
25 A3t Aol 3, 671 LA

o o1

A3k

O A} A] 7]‘—;<4 u].o

upadacitinib 15mg — adalimumab adalimumab — upadacitinib 15mg
(n=251) (n=159)
n/N(%) WAFS T 370 A | AT T oMY A | aAF F 3 A | wAFS F 671 A
DAS28(CRP)=3.2 71/255 (30.5) 91/230 (39.6) 77/150 (51.3) 82/147 (55.8)
DAS28(CRP)<2.6 34/233 (14.6) 49/230 (21.3) 45/150 (30.0) 51/147 (34.7)
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2 Bz 9 o= T2t MEEAAAM O BUAS(7.4 vs 11.1)
*» herpes zoster& Eeol= 2
7

H () x
_I_EII__a_ HE%:& i%

O [@®SELECT-BEYOND(HE2H): bDMARDs Alif £ csDMARDs H&]31)
ACR/EULAR 7|&=32)2 BtESI= 18AM| o|AF &5 A JOlE|A AN SR}
= 35tot o|Ate] bDMARDsSE 37H€ o|AF X220l =AM JoOlEA

|

£ ez Fxel uid, o/sWd cfrah 34 A7 =2 MEE 15mg, 30
X A

ng, YT 125 5 AHE 15ng, AAR 127 0|F AHE 30m 4 T
OfROZ 2:2:111 HER LIFO| csDMARDSIE HE Foist0f AlZet
234,

- 1xt Z1f #H=el 1255 ACR20 =2 H|E2 AMAEE 15mgT 65% 2t

T 28% 2 et VMME HF204(p<0.0001), DAS28(CRP)<3.2 Tt
St &tAl H|E ESH MEE 15mg 43%, LT 14%=2 F2dt IIMES
E?i g 34)

- OFM M zESH], JHE BHo| EE BAER2 MVE 4Y, HFE, 2
229, ROlE|A BEEo| ofsion, B2 olst Halg M ujge
AMEE 15mg2at UF2 H|XZSIF2LH(56%, 95/169H vs 56%,
01/164%) MAHZ30mgollM L =A%S(67%, 111/165Y)

» 123 ot AMZiet EAZE2 AMEE 15mgTAHlAM 5%(8/167H), MEE
30) Exposure adjusted event rates(EAER) for TEAE(E/100 Patient Years(95% CI) *TEAE: treatement-emergent adverse events
upadacitinib 15mg once daily adalimumab
(n=1417, PY=1243.3) (n=579, PY=467.8)

Serious AE 12.9 (11.0-15.1) 15.6 (12.2-19.6)

AE leading to discontinuation of study drug 7.4 (6.0-9.1) 11.1 (8.3-14.6)

Inection 86.8 (81.7-92.1) 79.1 (71.2-87.6)

herpes zoster 3.1 (2.2-4.2) 1.3 (0.5-2.8)
Hepatic disorder 17.7 (15.4-20.2) 13.9 (10.7-17.7)

31) Genovese MC, et al. Safety and efficacy of upadacitinib in patients with active rheumatoid arthritis refractory to biologic
disease-modifying anti-rheumatic drugs (SELECT-BEYOND): a double-blind, randomised controlled phase 3 trial. Lancet 2018;
391: 2513-24

32) 634 o]Ake] SIC66, 63 o]de] TIC68% 3mg/L o] hsCRPE 74
33) c¢sDMARDs : methotrexate, chloroquine, hydroxychloroquine, sulfasalazine, leflunomide

34) 1254 12k B IAE(ACR20, DASZ28(CRP)=3.2 &4 H| &) A3

upadacitinib 15mg upadacitinib 30mg S okt
% (95% CD) /N % (95% CI) n/N % (95% CD) /N

ACR20 65% (57-72) 106/164 56% (49-64) 93/165 28% (22-35) 48/169
S eFtat 2ol % 36% (26-46) 28%(18-38) B

(95% CI,), p-value p<0.0001 p<0.0001

DAS28(CRP)<3.2 | 43% (36-51) |  71/164 42% (35-70) | 70/165 14% (9-20) | 24/169
9 okrta} o] % 29% (20-38) 28% (19-37) B

(95% CI,), p-value p<0.0001 p<0.0001
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30mg 3501 Al 7%(12/165H)0]

O [®SELECT-NEXT(H3L2%): csDMARDs Al
O

ACR/EULAR 7| &E37&

IFE=3H= 18AM O|Af
= =z 270 o|Ate| csDMARDsS8)E 370 &

oni gletFolME Wi

OlE| A AHAH0| U= 2K n=661)E A2

7|2k 3 AFZE AMEE 15mg, 30mg, I 123 = AHE
= 123 Oo|F AEE 30mg 4 FAoz 2:2:1:1
csDMARDs39E H 2 F0i5t0{ Alglst A1},

- 1X} Z1} g0l 128 ACR20 R H|lg2 AMEE

i, o|=™WA Ct
15mg, *I2F

HE2 Lt5+0

15mgt 64% <2t

T 36%= welet ViME EU20{(p<0.0001), DAS28(CRP)=3.2 TE

5t A B8 =3 MHE 15mgT 48%, T 17%E RS MM

H 3l =240)

- 12Fm e o#M 2 MAHH s A A4 X E(HAQ-DI
DAS28(DRP), CDAI, TJC68, SJ66, hsCRP &) 2&F AEHE Foi

O ?lef=toil Hlsh w2fet 7HdES E&,

- OIFA BRIBIOY, JHE BO| BEDE RA8S JATE, H|oIFH, A
T 2%, FE0[}on, ok ZToz olofFl PAR WAl H|g2 A
= 1omgtdt k22 SLsIF2LH3%, 7/221H vs 3%, 7/221H) 2
HE30mBOIAl CH EAS(6%, 13/219%)

- glorof blsl AMETOIM O B2 2Hol LMsIHOL Azter U
o2 MHE 15n2I YIRS 1% 0|2 | 25U S

35) A7 30mg Fol= AoFA s7AHY

08T A PIFARE 4ok §USF 17

&% 15mg 19 13] BF1)

36) Burmester GR, et al. Safety and efficacy of upadacitinib in patients with rheumatoid arthritis and inadequate response to
conventional synthetic disease-modifying anti-rheumatic drugs (SELECT-NEXT): a randomised, double-blind, placebo-controlled

phase 3 trial. Lancet 2018; 391: 2503-12
37) 674 o]Fe] SIC66, 64 olde] TIC68% 3mg/L ©1’¢<] hsCRPE 71
38) csDMARDs
39) csDMARDs
40) 1254 12} LA E(ACR20, DAS28(CRP)<3.2 =% Hl%) A3}

methotrexate, sulfasalazine, leflunomide

methotrexate, chloroquine, hydroxychloroquine, sulfasalazine, leflunomide

upadacitinib 15mg upadacitinib 30mg S ok
% (95% CI) n/N % (95% CI) n/N % (95% CI) n/N
ACR20 64% (58-70) 141/221 66% (60-73) 145/219 36% (29-42) 79/221
p-value p=0.0001 p=0.0001 -
DAS28(CRP)=3.2 | 48% (42-55) |  107/221 48% (41-55) | 105/219 17% (12-22) | 38/221
p-value p=0.0001 p=0.0001 -
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O AMEE2 EULAR #HI1et SofA bDMARD %! ’[SDMARDQI' ANEd 554
2 1 Y1 .":!’éi*l?:.4 2 1tol| A adalimumab 2! ?[2F, MTX tHH| 2|5t

H FEst AMEFE ERS. adahmumab 2 cCl2 bDMARDSs,
S| o

M Hlmda2 glot ZHHH| W AFo|M topacitinib}b H]
Al 2Tt FEAMI FAlSE MM ES HOIEZ 7| AlSEHLD U=
bDMARDs % tsDMARDs2} sgsot Z20{7|&F22 MI o & He=z
THoHE!

(6) DEA HHEAl TSt oM QIX[ol et ZE

O MHEEF2 "stt ol 4o eHFolE|AXM M (DMARDs)ol M &3] H

S SHA| A
LE LHetMo| gles Melo| S530M 5352 g4 FOMEA 2EH A
270 SotEE UMz, A s H3S3ol FIHEE  adalimumab,

etanercept, golimumab, infliximab, abatacept, tocilizumab, tofacitinib,
baricitinib S0 SME0N USEZ, O 7tsd 52 I Al kAo 2

o=
FTO{LiAO R Sof HWIP|E Y MA Sof e A MEZ(FRA e
Al st metsls okm|)ofl i DietA| are

LS =

—

(7) 2047|= HEZAIH(2AHZ07|Z= A5, 20204 7¢ 32)

T E

ME2oIdZ|E J 2
[142] S{7tAMEE He| LfollA otz 2t 75% 7|2-:-2§ F0i Al A=0{E 1™,
Upadacitinb | = olg7|x o|ojol= otgt MAUS FA} Hetes
Z7H
(BY: - ok A -
2t A LR 15 7h Foiid
22| 2#) ACR/EULAR ZIEt7|=(2010 ®M)of £atsts Mol FolE|A 2HEY
2HAL & ChE e 7ol siEstl & JHK| &/ ol &H(MTX(methotrexate)
xZghe| DMARDs(Diease Modifying AntiRheumatic Drugs)Z 670& OfAt
(2 371 ol&h) R =SR2, (251t | SSHALE A7| 2 &2 &
g S22 X2E FHEh SHRHCigE, MTX ALSO| 27ts¢eh, s =
= MM S Aol MTXE Mgt & &7 ol&2| DMARDs ARS)
— E'I' % —
41) ojgk-FriE] 2~8H3( ) gk #}8}s](( )
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1) DAS280| 5.1 =x}

2) DAS280| 3.2 ~ 5.10|10 HAF AA} A 2AH &Ako| F

o2

ol Y= BT

rir

% DAS28(Disease Activity Score in 28 joints)

o DAS28(ESR) = 0.56X+(TJC-28) + 0.28X%+(SJC-28) + 0.014%XVAS
+ 0.70XIn(ESR)

o DAS28(CRP) = 0.56X+(TJC—-28) + 0.28%+/(SJC-28) + 0.014%XVAS
+ 0.36XIn(CRP+1) + 0.96

TJC: && HHEF

SJC: B35 pES
VAS: gxte| MetEol AlejE T

=P 1= =s
1) & A4ME 6712t A8 = "Il DAS280| 1.2 o4 Zash 4=

F7} 67MYztel AR S olF

ol

2) o|=oll= ez &otct GIHE Stol A eiEmiel ot 2oyt wAI=H

0
Of
=
5_
|'|JO
E
%
=

TNF—a inhibitor: Adalimumab, Etanercept, G
olimumab, Infliximab FAIH|) = Abatacept, Tocilizumab FAFAO| &
oIF AL BEECE TS XS5 5 s 89 E= SUS T A
Mol ERAMO| U=
nehol 5 M2 Wx

A

H Fofof et F0q

2l WIR Al 18] XHWo|2h2 EeE 2 % olzfel ZRolE Alh 302 27|
2 B Cipl 2 Fol2RE 247 0|50 oHYE WWHECES Ho|T $A

wh2fof ot
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O (M =g MEE2 A7 =71 T 77i=(0l=, d=2, =
gh2jol, A=) A7Ho A= UZS
O Mel= grtEzt

_ Al

MAHEEZ2 NICE, CADTH, PBACOIAM Z0{E HI5tD
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