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2>UYKPOUON OUUPEPOVTWV

TNtk apolBn amo tnv etatpeia Abbvie
yLOL TNV CUYKEKPLUEVN TTapoucioon



MepLoTaTko: ApXLKR EKTLLNGCN

AcOevig

['uvaika 52 eTwv, epyalouevn Kal TTOAU
opaoThpia

BMI: 29 kg/m2

KarmrvioTpia

AiaBnATtn ToTTOU |l

Aidyvwon PA 16 prjveg
DAS28-CRP =5.2

AITAry opoBeTikoTNTA (aVTI-CCP/RF)
Pain VAS (100 mm) = 50

O¢partreia

TwpivA eTiokewn / ETravektipnon

DAS28-CRP 5.9
TJC/SJC (68/66) 20/13
CRP (mg/L) 8
Patient global assessment (VAS 100 40
mm)

Pain VAS (100 mm) 66
HAQ-DI 1.6

* MeBotpegdrn (15mg/efd pos —» 20mg/ed pos) + PuAAIkd o¢u (5mg/ed)

* [NpedvioAdvn (7.5mQ)
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AUOLEVELC TTPOYVWOTLKOUC TTOPAYOVTEC
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* No artodUyeL ta «TIOAAG» PappoKa +

, e Amtotu)ia otn pebotpeatn
Koptilovn

, , * Artotuyia otnv T2T npooeEyylon
* Na punv emdbewvwOel oto peEAOV , ' ,
, , * ... XOOEL 16 «TTOAUTLOUG» NVEG
* Na eivat aodaAng



O Bepamwv Latpoc...
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Emtikatpomolnpevec katevBuvtnplec odnylec ya tnv
Bepametla tnc Pevpatoedbouc ApBpitidac (EPE 2020)

csDMARD monothera
. I . STEP1 - sulfasalazine (55Z) or Hydroooychlorogquine (HCQ),
L The_ |n|t|§1I treatment step is the Mi;,-;;;_cf;g:;;mm 2. During treatment initiation or
admlnlstratloln of hetic di l_ ________________ ; disease flares, glucocorticoids
lc‘:noc?c\l/i?yri]::gnaant?r/ﬂfauer;[wlgticlsc?rizes- Comrindicions | y e | (prednisolone or its equivalent at a
_ | ! dose of <7.5 mg/day) may be

(csDMARDs) as monotherapy: | change of cSDMARD manotherapy | [ continuation of comaso added for a short period of time

o — . = with rapid dose tapering (up to 6
A. The 1.option is methotrexate(MTX) || e months).
at a dose of 15-25 mg/week pos or csptaout Nopmeamien !
subcutaneously in combination with | — '
folic acid (5 mg/week pos) vz | o | [ oot o i || ety | [mecommees |

1* bDMARD or JAK inhibitor # csDMARD Mono- or combo- csDMARDs

+
At 3-6 mo: DASZE = 3.2 | | At 3-6 mo: DASZE = 3.2 | | At 3-6 mo: DASZE < 3.2
i l i

continuation of
csDMARD + bDMARD

| | ’

Sustained disease

switching of 1" bDMARD or 1* JAK inhibitor to: Add to csDMARD:

remission
- 2™ bDMARD Or -1* bDMARD or []
STEP 3 - 27 JAK-inhibitor - 1% JaK-inhibitor 1

= *
sDMARD

4 csSDMARD dose
and/or

4 dose/
4 administration

Figure 1 Therapeutic algorithm of rheumatoid arthritis e

A 3-step algorithm for the management of patients with rheumatoid arthritis is shown.

Vassilopoulos D, Aslanidis S, Boumpas D, Kitas GD, Nikas SN, Patrikos D, Sfikakis PP, Sidiropoulos P. Updated Greek Rheumatology Society
Guidelines for the Management of Rheumatoid Arthritis. Mediterr J Rheumatol 2020:31(Supp 1): 163-71.



Emtikatpomolnpevec katevBuvtnplec odnylec ya tnv
Bepametla tnc Pevpatoedbouc ApBpitidac (EPE 2020)

csDMARD monotherapy
- Methotrexate (MTX, 1* choice) or
- Leflunomide (LEF, 2 choice) or
STEP 1 in patients with contraindications or intolerance both to MTX and LEF:
- Sulfasalazine [55Z) or Hydrowychloroquine (HCQ),
®
Glucocorticoids
(Prednisoclone, 7.5 mg/day pos)
________________ 1
Toxicity or ¥
Contraindications to
CsDMARDS I AL 3-6 mo: DASZE > 3.2 | | At 3-6 mo: DASZE < 3.2 |
1 [
¥
I change of csDMARD monotherapy I Continuation of csDMARD
\ monotherapy
|
Adwverse prognostic Adverse prognestic factors - -
factors presant absent S"'“’a'“':"_d E““a‘e
- RFfanti-LCPs or - RF/oiyti-COP - ond remisskon
-~DAS?E = 5.1 ar - = 3.1-5..1 and 1
= Joint ercsions - nt erosions I
mMonotherapy with: Add: Switch to: Add: Taper csDMARD dose I
STEP 2 -1 bDMARD or -1* bDMARD or 2 csDMARD 2™ csDMARD
- 1* JaK-inhibitor - 1% JAK-inhibitor [mmefLEr S5z o)

1* bDMARD or JAK inhibiter £ csDMARD Mono- or combo- csDMARDs

AL3-6 mo: DASZE > 3.2 | I AL 3-6 mo: DASZE » 3.2 |

| At 3-6 mo: DASZE < 3.2

I

Rheumatoid factor (RF) or anti-CCP +

e Joint erosions of hands or feet (by plain X-rays)
* High disease activity score (DAS28-ESR > 5.1

Step 2

1. In patients who fail csDMARD monotherapy and in
the:

B. Presence of 21 adverse prognostic factors
(Supplementary Table 3)

(RF or anti-CCP: +, DAS28 > 5.1, joint erosions),

a bDMARD (or its approved biosimilar) or targeted
synthetic(ts)DMARD is added:

A. Biologic DMARDs (bDMARDS) B. JAK Inhibitor

Tofonitinil
Anti-Tumor Necros Add: VIA approved)
Adalimumab -1t bDMARD or (EMA approved)
Certolizumab Pegol - o
Etanercept - 15t JAK-inhibitor
Golimumab
Infliximab

C. Rituximab: Only in patients with
or history of:

- Lymphoproliferative diseases or
Non-anti-TNFs - Demyelinating diseases or
Abatacept - Solid organ neoplasias

IL-6 inhibitors (Tocilizumab or
Sarilumab-EMA approved)
IL-1 inhibitors (Anakinra)

Vassilopoulos D, Aslanidis S, Boumpas D, Kitas GD, Nikas SN, Patrikos D, Sfikakis PP, Sidiropoulos P. Updated Greek Rheumatology Society
Guidelines for the Management of Rheumatoid Arthritis. Mediterr J Rheumatol 2020;31(Supp 1): 163-71.



2€ aaodevn ue SUOUEVEIC MPOYVWOTIKOUC tapayovtec Ja
urropovoayv ot JAK avaotoAeic va eivatl mpwtn EmtAoyn;



Amavtnon ota «BeAw» tTNC aobevouc

e AntoteAeopatikotnta papuakou (BeAtiwon apbpitidoc)

e Juvexlon dpaotnplotNtwy (BeATiwon MOVou — AELTOU PYLKOTNTOC)
* Artodpuyn moAAwv ¢appakwy (Lovo ta «armapaitnta» — oxt K2)

* Aopalela (Alyec avermlBupunteg evEPYELEC)

e Artopuyn emdeivwong — poviung BAapne

.22 €Tn o Latpo¢ xelpiletal ta anti-TNFa (pia aplotn emtoyn!!l)

...MTopeL va glvat to 6to a&lomiotol ot JAK avacTtoAeig ;;



Amavtnon ota «BeAw» tTNC aobevouc

e ArtoteAeopatikotnta papuakou (BeAtiwon apbpitidoc)

e Juvexlon dpaotnplotNtwy (BeATiwon MOVou — AELTOU PYLKOTNTOC)
* Artodpuyn moAAwv ¢appakwy (Lovo ta «armapaitnta» — oxt K2)

* Aopalela (Alyec avermlBupunteg evEPYELEC)

e Artopuyn emdeivwong — poviung BAapne



MpooBnkn JAK avactoAea otnv MTX ¢aivetal va €xeL to (5Lo 1) kal KXAUTEPO armoteAsoua;
otnv UQean o€ oxeon Ue pooOnkn anti-TNFa avaotoA&a otouc 6 LAVEC

3,4
ORAL STRATEGY!? RA BEAM? SELECT-COMPARE
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- < .
DAS28-CRP <2.6 DAS28-CRP <2.6 DAS28-CRP < 2.6
W PBO + MTX (n=488) W PBO + MTX (n=651)
TOFA 5 mg BID mono (n=384) = UPA 15 mg QD + MTX (n=651)
B TOFA 5 mg BID + MTX (n=376) B BARI 4 mg QD + MTX (n=487)
B ADA + MTX (n=327)
M ADA + MTX (n=386) B ADA + MTX (n=330)

*statistical significant vs. PBO; # statistical significant vs. ADA; COMPARE Upa vs PBO multiplicity controlled and Upa vs 1. Fleischmann R, et al. Lancet 2017;390:457-68. 2. Taylor PC, et al. N Engl J Med

Ada not multiplicity controlled; BEAM: all endpoints shown were not multiplicity controlled; no information on 2017;376:652-62. 3. Fleischmann R, et al. EULAR 2020;Poster THU0201
multiplicity control in STRATEGY DAS28-CRP, Disease Activity Score 28 based on C-reactive protein; UPA, upadacitinib; 4. Fleischmann R, et al. Arthritis Rheum (2019) 71 pp1788-1800
TOFA, tofacitinib; BARI, baricitinib; PBO, placebo; ADA, adalimumab; LDA, low disease activity



O avaotoAeic JAK (+MTX) mapouolalouv kaAUtepn n mapouoL KALVLKN
avrartokplon katd ACR o€ ouykplon pe to adalimumab (MTX-IR)

ORAL STRATEGY? RA-BEAM? SELECT-COMPARE?#

100 7 = ADA 40 mg Q2W (n=386) = ADA 40 mg Q2W (n=330) = ADA 40 mg Q2W (n=327)
90 TOFA 5 mg BID (n=376) = BARI 4 mg QD (n=487) =UPA 15 mg QD (n=651)
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ACR 2020 1. Fleischmann R, et al. Lancet. 2017; 2. Taylor PC, et al. NEJM 2017; 3. Fleischmann R.
et al. ACR 2018; abstract 890; 4. Fleischmann R, et al. EULAR 2020; abstract THU0201



To Baricitinib 4 mg mopouolalel mapoOpoLa Tocootd UPEONC UE TO CUYKPLTLKA

40 ~

35 A

30 -

Patients (%)

ue to adalimumab tnv efdopada 12

ADA

ADA BARI 4 ADA

DAS-28(CRP) < 2.6 SDAI <3.3 CDAI 2.8

*P<0.001 BARI 4 mg or ADA vs. PBO; **P<0.01 BARI 4 mg or ADA vs. PBO;

MTX, methotrexate; IR, inadequate responders; DAS28-CRP, Disease Activity Score 28 based on C-reactive protein; CDAI, Clinical Disease Activity Index; SDAI,

Simple Disease Activity Index; baricitinib; PBO, placebo; ADA, adalimumab

Taylor PC, et al. N Engl J Med. 2017;376:652-62



To Tofacitinib 5 mg mapouvolalel mapoOpoL TTOCOOTA UPECNC CUYKPLTIKA [LE
10 adalimumab otov xpovo

40 -

Patients (%)

TOFA  TOFA
sen e TOFA  TOFA

(MONO) (+ MTX) S BID 5BID
(Y(e)\[@®)] (+ MTX)

DAS28(CRP) <2.6 CDAI <2.8

Non-responder imputation (NRI) for treatment discontinuation; last observation carried forward (LOCF) for missing
values for patients. ADA, adalimumab; BID, twice daily; CDAI, Clinical Disease Activity Index; DAS28-CRP, Disease

Activity Score 28 based on C-reactive protein; IR, inadequate responders; MONO, monotherapy; MTX, methotrexate;
PBO, placebo; SDAI, Simple Disease Activity Index; TOFA, tofacitinib

TOFA TOFA TOFA

5BID 5BID S BID
(MONO) (+ MTX) (6> Du2g)

SDAI £3.3 Boolean

Fleischmann R, et al. Lancet. 2017;390:457-68.



To Upadacitinib anedelée otaBepd vpnAotepa moocootd UPeoNC
evovTL Tou adalimumab

DAS28-CRP <2.6 Remission at Week 26

HitH #i#

Hi# .
## %k %k k

40

41

-~

30 HHt

% Patients

20

10

1 1 1
0O 2 4 8 12 14 18 22 26 DAS28-CRP <2.6 CDAI<2.8 SDAI<3.3 Boolean

Time (weeks)

=== PBO + MTX (n=651) =4 = UPA 15 mg QD + MTX (n=651) == ADA 40 mg EOW + MTX (n=327)

Full analysis set. Comparisons adjusted for multiplicity: [***] p<0.001 vs PBO; comparisons unadjusted for multiplicity: **p<0.01, ***p<0.001 UPA + MTX
vs PBO + MTX; #p<0.05, ##p<0.01, ###p<0.001 nominal UPA + MTX vs ADA + MTX. ACR/EULAR definition of Boolean remission: At any time point, a Fleischmann RM et al. Ann Rheum Dis 2019;78(11):1454-1462 (supplementary
patient must satisfy all of the following: TJC <1, SIC <1, CRP <1 mg/dL, and PGA <1 (on a 0-10 scale). data); Fleischmann RM et al. Arthritis R|:1eumato|. 2018;70(supp! 10):A890.



To Upadacitinib anedelte avwrepotnta evavtL tou adalimumab

100 - -40 - o -1.0 1
o P 32.1 o
80 - c £ -0.8 - [##]
T -30 D
0 ) [***]
© @©
X 60 - ] : -25 :
) o o
= [TIMH],2 % 20 >
Q Qo Qo
© 40 - c c
a 3 .15 e
(@] O
& -10 o
[T ]
20 + S S
-5
0 A 0 .
ACR50 Pain HAQ-DI

Week 12

M PBO + MTX (n=651) B UPA 15 mg QD + MTX (n=651) B ADA 40 mg EOW + MTX (n=327)

Full analysis set, Non responder imputation
Comparisons adjusted for multiplicity: [***]p<0.001 vs PBO; [##]p<0.01, [###]p<0.001 vs ADA
Comparisons unadjusted for multiplicity: Nominal ***p<0.001 vs PBO Fleischmann R, et al. Arthritis Rheum 2019;71:1788-800



Amavtnon ota «BeAw» tTNC aobevouc

e AntoteAeopatikotnta papuakou (BeAtiwon apbpitidoc)

e Juvéyton dpaotnpiotntwyv (BeAtiwon rovou — Asttoupyitkotntac)
* Artodpuyn moAAwv ¢appakwy (Lovo ta «armapaitnta» — oxt K2)

* Aopalela (Alyec avermlBupunteg evEPYELEC)

e Artopuyn emdeivwong — poviung BAapne



BeAtlwon tnc kabnpeplvotntac tne acBevouc (mMOvoc — AELTOUPYLKOTNTA) UE
TO upadacitinib

Pain HAQ-DI
Time (weeks) Time (weeks)
024 8 121418 22 26 30 36 42 48 60 72 024 8 1214 18 22 26 30 36 42 48 60 72
0 | | 1 | | 1 1 1 1 1 1 1 1 [ ] 0.0 L1 1 L1 1 1 1 1 1 1 1 1 [
Q ()
= =
g -10 3 -0.2
o ©
0 0
5 5
= -20 1 =-04
[¢)) ()
e e
-0.62
° . -31.6 ©
< -30 " S-06 — N
C O
© HEH *** ex F . S + .
% -40 - oo *;; ***## ! ! # # #H §-0.8 1 o AL b H# # Hi
i -37.5 H# -0.75
50 - -1.0-
0~ PBO + MTX (n=651) ~#= UPA 15 mg QD + MTX (n=651) —&— ADA 40 mg EOW + MTX (n=327)

Full analysis set
Comparisons unadjusted for multiplicity: Nominal ***p<0.001 vs PBO; #p<0.05, ##p<0.01, ###p<0.001 vs ADA
VAS, visual analog scale Fleischmann R, et al. EULAR 2020;Poster THU0201



Amavtnon ota «BeAw» tTNC aobevouc

e AntoteAeopatikotnta papuakou (BeAtiwon apbpitidoc)

e Juvexlon dpaotnplotNtwy (BeATiwon MOVou — AELTOU PYLKOTNTOC)
* Artouyn noAAwv @apudkwv (LHovo ta «anapaitnto» — oxt KZ)
* Aopalela (Alyec avermlBupunteg evEPYELEC)

e Artopuyn emdeivwong — poviung BAapne



Meta tn uebotpeéatn ...xwplc tTn pebotpetatn;

Table. Week 12/14 efficacy outcomes in patients receiving monotherapy and combination therapy.

Monotherapy (Week 14)

Combination therapy with MTX (Week 12)

p-value {(mono vs combo)®

[SELECT-MONOTHERAPY) |SELECT-NEXT)

Endpaint MTX | UPA15mgQD | UPA30mgQD | PBO+MTX | UPA 15 mg QD+MTX | UPA 30 mg QD+MTX

c mg mg + mg QD+ mg QD+

UPA 15 D | UPA 30 D

(n=216) (n=217) (n=215) (n=165) (n=148) (n=153) meg Q mg Q
ACR20, % 412 67.7 712 38.2 66.2 65.4 0.962 0.561
DAS28(CRP) <3.2,% | 19.4 ; 53.5 18.2 486 497 0.564 0.878
ACRS0, % 153 41.9 52.1 16.4 412 43.1 0.578 0.217
ACR70, % 28 326 33.0 48 30.9 26.1 0172 0.134
DAS28(CRP) <2.6, % 83 281 ) 40.9 9.7 ( 284 ) 30.7 0.594 0.142
CDAI 2.8, % 0.9 12.9 19.5 3.0 9.5 13.7 0.063 0.069
CDAI =10, % 245 34.6 46.5 20.6 412 438 0.164 0.661
HAQ-DI change 022 0.56 0.63 0.32 061 -0.60 0.593 0.108
from baseline

“Based on logistic regression (binary outcomes) or ordinary least sguares (continuous outcome) analyses for the comparison of monotherapy versus combination

therapy, with treatment group as the fixed factor and various demographic (age, sex, race, region, weight, and smoking status) and baseline characteristics
(h=CRP, DAS2E[CRP], HAQ-DI, RA duration, and RF and anti-CCP positivity) as covariates.

LDA
ACR50%

Remission

Kavanaugh A, et al. Sustainability of Response to Upadacitinib as Monotherapy or in
Combination Among Patients With Rheumatoid Arthritis and Prior Inadequate Response to
Conventional Synthetic DMARDs. 2020 EULAR E-Congress; THU0207.



..Xwplc Tn pebotpetatn o faboc ypovou;

SELECT-MONOTHERAPY Results* at 84 weeks'?

cMTX to cMTX fo Continuous Continuous
upadacitinib 15 | upadacitinib 30 | wvpadacitinib 15 | upadacitinib 30
mdg mdg mdg mdg
ACR20¢ S0 %% 90% s 96%

ACRS0® Ba% 1% Ta% ACR50%
ACRTD® 40% 20% s b B6b%%
Clinical Remission® 56% 63% 60% TT% Remission
Low Dizease Activity® 795 C 76% ) 55% LDA
"Results are based on as observed analyses

bClinical remission is defined as Disease Activity Score with 28 joint counts C-reactive protein (DAS28-CRP) less than 2.6.
cLow disease activity (LDA) is defined as Disease Activity Score with 28 joint counts C-reactive protein (DAS28-CRP) less than or equal to 3.2

Smolen J, et al. Upadacitinib as Monotherapy in Patients with Rheumatoid Arthritis and Prior
Inadequate Response to Methotrexate: Results at 84 Weeks From the SELECT-MONOTHERAPY
Study. 2020 EULAR E-Congress; THU0213.



..l€ tapering otn pebotpecatn;

Methotrexate withdrawal in patients with rheumatoid *“'ﬂozzﬂ'f‘f %
arthritis who achieve low disease activity with tofacitinib  #erg %200y . %rg " 7
modified-release 11 mg once daily plus methotrexate o ,
(ORAL Shift): a randomised, phase 3b/4, non-inferiority trial 7 try

Stanley B Cohen, Janet Pope, Boulos Haraoui, Fedra Irazoque-Palazuelos, Mariusz Korkosz, Annette Diehl, Jose L Rivas, Tatjana Lukic, Shixue Liu,
Lori Stockert, Noriko likuni, Edward C Keystone

Week 24 (randomisation) Week 36 Week 48
9 ~- Tofacitinib monotherapy ! —-
—@- Tofacitinib plus methotrexate 99% gge 97% @ Tofacitinib monotherapy (n=264)
81 100 89% ey 96% O Tofacitinib plus methotrexate (n=266)
7 _8_5%
%
— 807 7% 4% 73% 4% % 76w
= 3 66% __ 66% [T a6 [ 66% [T 655 | | 66%
7 o) — ] ] —] — ]
-
5 T 60~ 5%
3 2 75
~ & — . 45% —
. B — 42% 2|
8 _—— ————— 8 404 ]
=
o
24 ) T
= 20
1 —
0 I I | | 0 | | |
Day1 Week 12 Week 24 Week 36 Week 48 DAS28-4 DAS28-4 CDAI SDAI  DAS28-4DAS28-4 CDAI SDAI  DAS28-4DAS28-4 CDAI SDAI
(baseline) (randomisation) (ESR) (CRP)  =10% =11 (ESR) (CRP) =10 =11 (ESR) (CRP) =10 =11

=32 =32 =32 =32 =32 =3-2



Amavtnon ota «BeAw» tTNC aobevouc

e AntoteAeopatikotnta papuakou (BeAtiwon apbpitidoc)

e Juvexlon dpaotnplotNtwy (BeATiwon MOVou — AELTOU PYLKOTNTOC)
* Artodpuyn moAAwv ¢appakwy (Lovo ta «armapaitnta» — oxt K2)

* Aopalela (Alyec avermlBupunteg evEPYELEC)

* Artouyn emideivwonc — uoviunc 6AaBnce



Kal pe touc JAK avaotoAeic emBpaduvon tnc aktvoloykne BAaRBNC
(Upadacitinib pe n xywpic MTX)

Upadacitinib in combination with MTX Upadacitinib monotherapy
SELECT-COMPARE (MTX-IR)? SELECT-EARLY (MTX-naive)?
Week 48 Week 48
2.0 1 2.0 -
2 15 a 151
£ £
9 o
"g'g 1.0 - S 107
c c
£ <
(8] Q
& 05 039 . § 05 1 o
= : . xs  0-23 021 0.7 = ok *k % 0.09
0.09 0.03 0.02
mTSS Erosion JSN mTS5 Erosion ISN

PBO + MTX (n=599)
@ ADA + MTX (n=298)
UPA 15 mg + MTX (n=604)

MTX (n=268)
UPA 15 mg (n=287)

Linear extrapolation

**p<0.01, ***p<0.001 UPA + MTX vs PBO + MTX (SELECT-COMPARE); UPA vs MTX (SELECT-EARLY). P values are unadjusted. .
Full analysis set. Peterfy C et al. Ann Rheum Dis 2019;78(suppl 2):369. . Peterfy C et al. Ann Rheum Dis 2019;78(suppl 2):369.



...0€ BpaBoc xpovou;

Radiographic Inhibition at Approximately 2 Years (96 1|.~'.'»='..~~E'.~If.s]"‘!3

SELECT-EARLY SELECT-COMPARE
Placebo
plus MTX
Continuous to
RINVOO RINVOGQ | Continuousz
Upadacitinib | Upadacitinib 15 mg plus 15 mg adalimumab
30 mg 15 mg MTA MTX plus MTX plus MTX
in=231) (n=233) (n=136) | =33 (n=323) | Ar=t&y
No Radiographic Progression’ 91% 59% 7% | (82% ) | 7w | 75%)

" Upadacitinib 30 mg is not an approved dose. RINVOQ is not approved for th&"[?emﬁ;&nt of MTX-naive pa'iml'l{
“ No radiographic progression is defined as a change in modified Total Sharp Score (mTSS)=0.

* Ooo vwpitepa ...T0OO KXAUTEPO
* Hypnyopotepn dpaon iowe avravakAa os Badoc (UPA 82% vs ADA 75%)



To Upadacitinib dtatnpel otaBepa vPpnAotepa moocootd UPeonG EvavTL TOU
adalimumab kat BeEATLWONC TOU MTOVOU KoL TNC AELTOUPYLKNC LKOWOTNTO EWC
Ta 3 Ypovia

DAS28(CRP) <2.6

80~ '
1 .
: HAQ-DI Pain
: | 0.0 =] i |
1 (11] 11]
' £ E
! -0.24
60- ' 2 o
: (T L
" | Q 0.4 &
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= wy o -0.6 o
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S 40- 8 -0.60 o
o o 2 .0.8 o
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1 -
o o 32 n 0.75 ## 7] -39.8 ###
## - 1.0 - .50
B.E i) =l I ] = ] 1
/ Week 156 Week 156
20= " : 22 N= 445 222 N= 446 222
P I
7 : B UPA15mgQD+MTX mE ADA 40 mg EOW + MTX
! ' Nominal *¥*P <.01, **P <.001 for UPA + MTX vs ADA + MTX. Treatment groups are by initial randomization. Observations after rescue were
) i replaced with the last observation prior to rescue, and analysis was based on ANCOVA model with treatment and prior biologic-DMARD use
A 1 as fixed factors and BL value as covariate. HAQ-DI is rated on a 0-3 scale; patient's assessment of pain is scored on a 0-100 mm scale.
0 4 ADA, adalimumab; bDMARD, biological disease modifying anti-rheumnatic drug; BL, baseline; Cl, confidence interval; EOW, every other
:‘ 1|2 2Iﬁ 4I-8 7|2 9'6 150 1&6 week; HAQ-DI, Health Assessment Questionnaire-Disability Index; LOCF, last observation carried forward; MTX, methotrexate;
QD. once daily: UPA, upadacitinib.
Weeks
® rBO @ UPA 15 mg QD + MTX @ ADA + 40 mg EOW + MTX
N = 651 N = 651 N = 327

Fleischmann RM et al. POS0087 EULAR 2021



Amavtnon ota «BeAw» tTNC aobevouc

e AntoteAeopatikotnta papuakou (BeAtiwon apbpitidoc)

e Juvexlon dpaotnplotNtwy (BeATiwon MOVou — AELTOU PYLKOTNTOC)
* Artodpuyn moAAwv ¢appakwy (Lovo ta «armapaitnta» — oxt K2)
 AopaAcia (Aiyec avermi3uuUNTeC EVEPYELEC)

e Artopuyn emdeivwong — poviung BAapne



MepLoTaTko: ApXLKR EKTLLNGCN

AcOevig
['uvaika 52 eTwv, epyalduevn Kal TTOAU dpaoTrpla
BMI: 29 kg/m2

’ Auénuévog
KamrvioTpia KopSLOYYELAKOC
AilaBATn T0TT0U I kivéuvog

Aidyvwon PA 16 prveg
DAS28-CRP =5.2

AITAry opoBeTikoTNTA (aVTI-CCP/RF)
Pain VAS (100 mm) =50

O¢partreia

TwpivA eTiokewn / ETravektipnon

DAS28-CRP 5.9
TJC/SJC (68/66) 20/13
CRP (mg/L) 8
Patient global assessment (VAS 100 40
mm)

Pain VAS (100 mm) 66
HAQ-DI 1.6

* MeBotpegdrn (15mg/efd pos —» 20mg/ed pos) + PuAAIKO o¢u (5mg/ed)

* [NpedvioAdvn (7.5mQ)




2092 Ww¢ GHUEPQ...

Rituximab (Mukntiaotkég Aotuwéeig)

TNFd ot\louﬂ")\‘c'iq (

dMNpoooxn o€ EUKALPLAKEC )\OLWg@xxdﬁtﬁmpLaKeg LOYEVELG, LUKNTLOOLKEG

JAuvénuévoc KLVSUNWWOELLBOMKQ)V ETELOOOLWV e,
JAvénpévn enimtwon avalwnupwon gprinta {wothpa

TNFa ava, , Tocj/i
Otolsic (@y Hatiwon) Cilizumap (Baxzy Plaxéc

Abatacept (avTIOpAOELS gyxuong)

'mab (PML)

uxi Rituximap ,
Rit (Avedunspwon yg V)

Rituximab (avtidpaoceic Eyyuong-ocuvépouo AUon¢ oyKkwv)




[Tapayovtec Klvduvou yLa coapn Aolpwén o€ acBevelC e
Peupatoeldbn ApBpltda

Older age (> 65 years)

High disease activity (i.e. DAS28-score)

High disability score (i.e. HAQ score)

Comorbidities (i.e. chronic lung or kidney disease)
Glucocorticoid treatment (> 7.5 mg/day)

History of previous serious infections

Current immunosuppressive therapy (b- or ts-DMARDSs)
History of previous DMARD failures

J. A. Singh, C. Cameron, S. Noorbaloochi et al., “Risk of serious infection in biological treatment of patients with rheumatoid arthritis: a systematic review and meta-analysis,’
The Lancet, vol. 386, no. 9990, pp. 258-265, 2015



RABBIT Risk Score

EKTLLWEVN eTtimTtwon Kivduvou yla ocoPBapn Aoitpwén oe
100 aicBevo-£tn , ava Beparteia Kol mapayovteg Klvduvou

Napdayovteg Kvéuvou

50% ' s —— - . H)\ud(’x>60
| . Bamee « XNA A XAl
45% ‘~ P ) ' 7 o - i + >5 anotuyiecg
40% B - - - bopUAKEUTIKWY Bepamelwv
35% | . }I:Is&rg;nbuevn coBapn
30% ~
25% *\
20% -
15% -
10% 1 :
o J‘ = '?”“- / Three
iy — %' ' ~ M’ - TWo, dditional
DMARD TNFi R S ’ 4 risk factors
o DMARD  1nEi ——— 7/ None
Glucocorticoids: DMARD .
none or <7.5mg/d Glucocorticoids: TNFi
7.5 -14mg/d (;I:lggcgc;;ticoids:

DMARD, disease modifying anti-rheumatic drug; RABBIT, Rheumatoid Arthritis
Observation of Biologic Therapy; TNFi, tumor necrosis factor inhibitor.

Strangfeld A et al. Ann Rheum Dis 2011;70(11):1914-20;



H Udeon kat N YapnAn evepyotnto CUCYXETLOTNKAV UE XAUNAOTEPO
TTOOOO0TO CORAPWY AOLUWEEWV
Retrospective analysis of data from the CORRONA RA registry

Adjusted IRR

Group (95% Cl)
LDAvs Remission | —a—ji 1.69(1.32, 2.15)
MHDA vs Remission | * - 2.08(1.28, 3.36)
MHDAvs LDA |+=— 1.30(1.09, 1.56)

0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0

The adjusted rate of serious infections was 69% higher in
patients in sustained low disease activity (LDA) compared
with patients in sustained remission

Accortt et al.,Arthritis Care & Research Vol. 70, No. 5, May 2018, pp 679-684



[Tocoota enumTwonc ywa cofapn Aolpwén oe aoBevelc pe PA umo
Oepamelo pe bDMARDs and JAKi oe RCTs kat LTE peletec

Drugl?2 No. trials? Incidence rate (95% Cl), per 100 pt yr'?2 No. of patients?
TNF inhibitors RCT+LTE 57 A 26492
_ RCT —  — 5.50

Adalimumab RCT+LTE 18 } P | 5.04 6570
RCT : - i 5.47

Certolizumab pegol RCT+LTE 5 7.59 | | 3212
RCT 7.59 | |

Etanercept RCT+LTE 17 —&— 4.06 7141
RCT [ i 3.90

Golimumab RCT+LTE 6 b i 5.31 2820
RCT : | 5.31

Infliximab RCT+LTE 11 —— — 6.1l 4592
RCT : | 6.42

Non-TNF bDMARDs

Abatacept RCT+LTE 18 — — 3.04 5953
RCT — — 2,97

Rituximab RCT+LTE 8 — —F}A 3.72 2926
RCT —  — 3.5

Toclizumab RCT+LTE 13 ! | ) 5547

tsDMARDs RCT : 1 5.39

Baricitinib 2 mg QD 6 ’ < t 4.75 1657
4 mg QD 6 ’ g 1 3.67 3546

Tofacitinib 5 mg BID RCT? 15 —@—— 2.71 5939
RCT® | - i 2.35

Tofacitinib all doses RCT+LTE 17 A 2.74

6194
[ | | | | |
0 2 4 6 8 10

Patients with events/100 pt-yr (95% Cl)

a Estimate from pooled patient-level data

b Estimate from random-effects meta-analytic model

Cl, confidence interval; BID, twice daily; bDMARD, biologic DMARD; DMARD, disease-modifying anti-rheumatic

drug; JAKi, janus kinase inhibitor; LTE, long-term extension;ptyr, patient year; QD, once daily; RA, rheumatoid 1. Strand V et al. Arthritis Res Ther 2015; 17: 362.
arthritis, RCT, randomised controlled trial; TNF, tumour necrosis factor; tsDMARD, targeted synthetic DMARD. 2. Strand V et al. Poster THUO211. Presented at EULAR 2017.



O kivouvoc yla coPapec Aotpwéelc dev avéavetal pe Tn dLApKELR XOpNyNoNg

Tou upadacitinib

Exposure-adjusted Sl rates at 6-month intervals over a 2 year period

UPA 15 mg QD
10 »
A
o 81
- 5e62)
g 61 T
= ] 3.2 2.8 2.3
L )
2 (2.2-4.5) o) (1.1.4.3)
A A4 l l 1.9 ‘
) ] (1.1-3.1)
& l | l
< 2 l
L |
D | ] | | L | | | L}
0 1-180 181-360 361-540 541-720 721-500
E/100 PY 58/1209.2 33/1019.9 27/955.1 15/788.4 10/429.0

Cl, confidence interval; PY, patient-years, BL, baseline; BMI, body mass index;
DAS28, Disease Activity Score (28-joint count)

Winthrop K, et al. EULAR 2020: FRI0141



[Tooo npemnel va poPouaocte tov EZ otouc acBevelc pe PA umto UPA;

Risk factors for HZ (multivariate analysis)

MTX use at BL (vs no use) o
CS dose at BL (vs 0 mg/day)?

>5 to <10 mg/day m

>0 to <5 mg/day H—e— []

. . = Bmomn
History of HZ (vs no history) —e— 100¢//0”//€y
Regi E 7

el =] Wy,

orth America — Jf/’mﬁ /yalow
South/Central America i g [a/d//ylw ’ oay//a’mla/
Asia . Jé'/ fadév' / /. /l.ﬂl'ﬂa//o”
— Yeny: Yty

Other —le— 4 yl/oy'
Agetvs <50 years) e /

=65 years —1

—&—

>50 65

>50 to <65 years :_._. e UPA15mg
Female (vs male) —e—h ® UPA30mg

071 i 1.0 1(.)O

Hazard ratio for HZ (95% CI)

Cl, confidence interval; CS, corticosteroid; csDMARD, conventional synthetic disease-modifying antirheumatic drug;
HZ, herpes zoster; PY, patient-year; QD, once daily; UPA, upadacitinib
aPrednisone or equivalent dose Winthrop K, et al. EULAR 2020: THU0218



[Toocoota kapdlayyelaknc BvnoLpotntoc o PA

UK primary care database; 6591 RA vs 6591

controls, follow-up 5.4 yrs?

Relative risk of cardiovascular morbidity and mortality. 1 61
Disease CAD Risk (RR or OR) Cardiovascular Mortality (RR)
Rheumatoid Arthritis 1.5-2.0 [26,27] 1.5 [28] 5 =
Systemic Lupus Erythematosus 2.2-2.6[29,30] 1.7 [31] § £
Psoriasis (severe) 1.5-7.1[7,25] 1.1-1.6 [7,25] L 4
Ankylosing Spondylitis 1.9 [32.33] 1.32% 5] © g RA ' B
Inflammatory Bowel Disease 1.2-1.4[6,34] 1.0 [34,35] v 'T'u !
5 E "
= 3 5 o 2
E o ot
3 E s i asneseees ;
7 " NoRA
. . o=t
J___,..-‘j::o"-.. -
et <0.0001
O M"f"t p

o 1 2 3 4 5 6 7 8 9 10
Time (years)

CAD, coronary artery disease; OR, odds ratio; RA, rheumatoid arthritis; RR, relative risk. 1. Steyers C and Miller F. Int. J. Mol. Sci. 2014;15:11324-11349. 2. Nikiphorou E et al. Heart. 2020;106:1566—1572.



Kivouvoc yia ME kat EBOG oe aoBeveic pe Pevpatoeldny Apbpitida:
a UK population-based outpatient cohort study

Cumulative incidence of pulmonary embolism and deep vein thrombosis in the 9589 patients with incident RA as

Cumulative Incidence of Deep Vein Thrombosis

0.005 0.010 0.015 0.020

0.000

compared with the 95 776 non-RA subjects

Deep Vein Thrombosis

1 2 3 4 5 6

Years of Follow-up

RA

Cumulative Incidence of Pulmonary Embolism

0.005 0.010 0.015 0.020

0.000

Pulmonary Embolism

— RA
= = Non-RA

Choi HK, et al. Ann Rheum Dis. 2013;72(7):1182-7



[TO00 «TMpoyLATIKOCY €lval o kivduvoc yia VTE o€
aoBevelc pe PA umo Beparmeio pe JAK avaotoAelc

Study Year Group Size of study Rate/1000
patient years E/100 PYs
White [53] 2003 Normal population From 6 major studies 1
Heit [54] 2015 Normal populations From 11 major studies 1-2
Holmgqvist et al. [34] 2012 Controls 207,271 controls 2 0.1.0.4
Choi et al. [35] 2013 Controls 95,776 controls 2
Kim et al. [36] 2013 Controls 920,697 controls 3
Ogdie et al. [41] 2017 Controls 1,225,571 controls 4
Bacani et al. [37] 2012 RA 813 cases T
Holmqvist et al. [34] 2012 RA 45,490 cases 6
Choi et al. [35] 2013 RA 0589 cases 3 0.3-0.7
Kim et al. [36] 2013 RA 92,827 cases 6
Yusuf et al. [38] 2015 RA 70,768 RA cases 5
Kim et al. [42] 2015 RA biologics 5920 cases )
Ogdie et al. [41] 2017 RA DMARD 31,336 cases 8 0.4-0.8
Kim et al. [42] 2015 RA methotrexate 17,614 cases 4

DMARD, disease-modifying antirheumatic drug; E, event; PY, patient-years;
RA, rheumatoid arthritis; VTE, venous thromboembolism. Scott IC, et al. Drug Saf. 2018;41:645-653.



Ta moooota AE petaéy UPA and ADA ntav mapopola (ektoc of HZ and CPK)
Results from SELECT COMPARE (3 yrs)

E/MD0PY (85% CI)

Y 214.9 (209.5, 220.4)
Any AE HBH 2342 (2246, 244 2)
Serious AES o 10.9(9.7, 12.2)
| 14.1(11.8, 16.7)
AE Leading to discontinuation [ 5.1 (4.3, 6.0)
of study drug Y 7.5(59,04)
Serious infection :—I :g E";":' 3';;
Opportunistic infection® | ® | g'; Eg'i E';;
[ 3.1(25,38)
Horpas Zogter® e 1.3(0.7,2.2)
CPK elevation® | Db
26(20,32
Lymphopenta |—|||—|h.I+ 14 En.sl 1.9;
Hepatic disorder? @ 13.9(12.6,154)
[ 9.4 (75,11.6)
Any Malignancy HB- 0.6 (04,1.0)
(excluding NM5C)** —— 0.7 (0.3, 1.5)
—& 0.3 (0.1,0.5)
Any NMSC | ® | 0.1 (0.0, 0.6)
8 0.4 (0.2,0.7)
MACE (adjudicated)* s 0.4 (0.1, 1.1)
— & 0.3(0.1, 06
I VTE (adjudicated)™ —o— 0.5 :D.E. 1.21
T 06103 00)
Deaths*" P o 0.9(0.4, 1.8)
L L] L] L 1 l L l
0.01 0.1 1 10 100 200 250
EM00PY
® UPA 15 mg QD + MTX ° ADA 40 mg EOW + MTX
N = 1417 (2795.8 PY) N = 579 (947.8 PY)

Fleischmann RM et al. POS0087 EULAR 2021



he Great Debate on ACR 2020 Convergence

Janus Kinase Inhibitors Should Be Used Jak inhibitors should NOT be use
Before Biologics After Methotrexate before anti-TNF therapies in RA
Failure in RA

Vs Michael E. Weinblatt, M.D.

John and Eileen Riedman Professor of Medicine, Harvard Medical School
Bruce and Joan Mickey Chair in Rheumatology

Vibeke Strand, MD, MACR, FACP
Biopharmaceutical Consultant

Adjunct Clinical Professor, Division of Immunology/Rheumatology ‘. | BRIGHAM AND 2
Stanford University, Palo Alto CA \ - WOMEN'’S HOSPITAL A

Brigham and Women’s Hospital

2 HARVARD
Z\¢/ MEDICAL SCHOOL
TEACHING AFFILATE

31% vs 69% |
InConchElon: COHVETEEI](E JAKs vs Anti-TNF [ssues

The JAK Inhibitor class is an exciting development for rheumatology and a broad variety of * Colonic Perforations— Yes with Jaks not with anti-tnf

autoimmune diseases, and in RA they should be used early! . . . . . . .
* Reproductive- OK with anti-tnf including breast feeding—not ok with

Based on phase 3 RCTs, responses are better in progressively earlier disease duration, less jaks

treat t i d patient
i by * Lab monitoring- Yes with Jaks not with anti-tnf

Well established efficacy in RA; H2H comparisons w/ one TNFi indicate equivalent/better efficac . Dosmg _ dall\/ with Jaks= WEEk|y to every several months with anti-tnf
Convenience . DVT/PE?
Short half-life; AEs can often resolve over short time-frame * 22 years of clinical use and over 30 years of clinical data with anti-tnf

sl

* Biosimilar Anti-tnf major cost savings!

Risks identified: need for vaccination and careful history, attention to risk factors for VTEs, ATEs
surveillance for SIEs and malignancies




TeAlka TL Ba dwooupe peta tn pebotpetatn;

* bDMARD 1 JAK avaotoAeic (ibleg Suvatotntec: mAEov ocadeg oe OAEC TIC KatevBuvtnpLeg 0dnyieg)

e KaAn «mpoetolpacia» tou acBevoulc (screening aopaieLac)

e JwoTth «emhoyn» Tou a.cBevouc (mpPonyoUUEVO LOTOPLKO — CUVVOONPOTNTEC)

* Emdoyn yia ypnyopn Udeon A €0Tw YapnAn evepyotnta (LETPAEL OTNV TTOPELQ)

* Emdoyn yia pakpoyxpovia mapapovr) (drug adherence/compliance)

 MovoBOeparmela Kol AmoyaAAKTLOUOC

* Amoduyn povipwv BAapwv (ypnyopn udeon =2 kaAltepn €kBaon)

» H owotr npostolpacio odnyet og Alyotepec avemBupntec evepyeLeg (ELBOALR)
» Nolpwéelc onwc HBV, TBC bev epdavilovral tAeov toco ocuxva (EZ?)

» H Udeon slvat o otoxoc =2 n Udeon odnyel o€ YAUNAOTEPO TOGOOTO AOLUWEEWV
(amoyaAaktiopog amd DMARDS kal KOPTIKOOTEPOELST), KLOXUPOTEPO» OVOCOTIOLNTLKO)

v H avéavépevn xprion twv JAKinbs Oa 0dnyriost otn Staxeipion the achdAerag toug onwe atoug TNFa inh






MeAetn JAK-pot: 2UyKpLon TNC AMOTEAECUATIKOTNTOC KO TNG
nopapovne otn Bepamnela petatv JAKI, TNFi, Abatacept, IL-6Ri

International Collaboration of RA Registries: Drug Discontinuation by Type of Treatment

Sirata abatacept THIF IL-6 nhibitors: JAH imhibions

Table 1. Registers
Couny g N WEin (% bl I

Y
AUk, BIOREG n
Belgium, TARDIS 6288 2113(326) N
Canda, RHUMADATA 528 114 (216) R
e Repube, ATTRA 3 263 66) 8.551 \ _
Denmark, DANBIO m 506 (10.7) ey
Finland, ROB-FIN a7 24 (%)) =z R
Gemany, RABBIT E . H;;?‘x —~—
al, GISEA 757 250 (30) s T
578, -RECORD m 0 (235) 80501 ~ T T
Nethelands, METEOR 1642 4(02) E e T
Norway, NOR-DMARD B 9 (105) .—% e T
Porugel, REUMART 7 155 e ~——
Romaria, RRBR 5 ) TS e
RUssiz, ARBITER 5% 483 019) 025 R
Soveria, BIORX.S1 53 146250 -
Spain, BIOBADASER i 139 (178)
Switzariand, SCQM 056 9 25.4)
Turkey, TURKBIO 150 207(185)
UK, BSRER fff B 0.00 -
“Reqisters planning o partcipate i future sfudies but ot included yet o 1 Time(years) 2 3

Lauper K. et al, EULAR 2020. DOI: 10.1136/annrheumdis-2020-eular.346



AOLUWEELC TTOU artotoUV voonAela o€ aoBevelc pe PA

RR=1.8
(95% Cl:1.6-2.2)
3.5 —
3.1 RR=2.8

2.4

Incidence Rate/100 PY

Pneumonia Skin/soft
tissue infections

Cl, confidence interval; PY, person years; RA, rheumatoid arthritis; RR, risk ratio.

(95% Cl: 2.2-3.5)

M RA population M Non-RA population
RR=1.5
(95% Cl: 1.1-2.1)
RR=21.7 RR=10 6
08 (95% Cl: 7.4-257.6) (95% CI: 3.4-126.8)
.
0.4
0.2
0.01 _ 0.01
Bacteria/ Septic Osteomyelitis
septicemia arthritis

Doran MF et al. Arthritis Rheum. 2002;46(9):2287-2293.



2oPapec Aolpwéelc oe aoBevelc pe PA uno Beparmela pe JAK avaoToAelc

JAKi Placebo . 0
JAKi and Study event person-years event person-years Rate ratio (35% C1) Weight %
Tofacitinib
Kremer 2009 0 7 1 7.5 - * > 0.36 (0.01, 8.77) 1.68
Tanaka 2011 0 6.2 0 6.5 = - = 1.05 (0.02, 52.84) 1.12
Fleischmann 2012 0 28.4 1 214 — 0.25(0.01, 6.17) 1.68
Kremer 2012 1 36.9 0 27.7 o - = 2.25 ?0.0Q, 55.28 1.68
Fleischmann (ORAL-Solo) 2012 2 137.8 0 30.5 < * x 1.11 (0.05, 23.05 1.87
van Vollenhoven Heijde (ORAL-Standard) 2012 7 239 1 41.8 + 5 1.22(0.15, 9.95) 3.92
van der Heijde (ORAL-Scan) 2013 12 372 0 60.3 — 4.05 (0.24, 68.44) 2.15
Burmester (ORAL-Strep) 2013 3 83 0 33 - =N 2.78 (0.14, 53.88) 1.96
Kremer (ORAL-Sync) 2013 3 364.5 0 60 P & S 1.15 (0.06, 22.31) 1.96
Lee (ORAL-Start) 2013 11 746 5 372 +* 1.10(0.38, 3.16) 15.41
Tanaka 2015 1 12 0 12 < " :-,- 3.00 (0.12, 73.64) 1.68
Subgroup (I-squared = 0.0%) e — 1.22(0.60, 2.45) 35.12
Baricitinib
Keystone 2015 0 38.1 0 22.6 - # - 0.59 ?0.0l, 29.89) 1.12
Genovese (RA-Becon) 2016 6 76.4 5 72.7 - 1.14(0.35, 3.74) 12.22
Tanakaya 2016 ‘ 0 5.5 1 113 == & = 0.68 (0.03, 16.81) 1.68
Dougados (RA-Build) 2017 4 103 4 97 * 0.94 (0.24, 3.77) 8.96
Fleischmann (RA-Begin) 2017 11 374 8 181.8 —— 0.67 (0.27, 1.66) 20.76
Taylor et al (RA-Beam) 2017 5 224.8 7 225.2 + 0.72 (0.23, 2.25) 13.07
Subgroup (I-squared = 0.0%) _.;-:?_ 0.80 (0.46, 1.38) 57.82
Upadacitinib
Genovese 2016 0 11.5 0 11.5 = * = 1.00 (0.02, 50.40) 1.12
Kremer 2016 0 12.7 1 12.9 = & = 0.34(0.01, 8.31) 1.68
Burmester (SELECT-Next) 2018 1 51 1 51 -“ & % 1.00 (0.06, 15.99) 2.24
Genovese (SELECT-Beyond) 2018 4 90.5 0 39 - =3 3.88(0.21, 72.04) 2.02
Subgroup (I-squared = 0.0%) o — 1.14 (0.24, 5.43) 7.06
Overall (I-squared = 0.0%) _ 0.95 (0.63, 1.44) 100.00

125 .25 5 1 2 4 8
Favours JAKi Favours placebo

Cl, confidence interval, JAKi, Janus kinase inhibitor; RA, rheumatoid arthritis. Bechman et al Rheumatology 2019;58:1755-766



