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Jakinibs-Ma kalvoupyLa BeparmeuTIkn
KOTNYopLoL LE TaXELQL EEEALEN
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Next generation jakinibs
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Recommendation

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2019 update
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Clinical and epidemiological resear ’ °f
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Clinical and epidemiological research

EXTENDED REPORT

Optimal methotrexate dose is associated with better
clinical outcomes than non-optimal dose in daily
practice: results from the ESPOIR early arthritis cohort

Cécile Gaujoux-Viala,"* Nathalie Rincheval,® Maxime Dougados,” Bernard Combe,*
Bruno Fautrel>®

Table 3  Symptomatic and structural efficacy of MTX optimisation

Optimal MTX dose

Non-optimal MTX dose

n=76 n=212
n (%) at M12 n (%) at M12 aOR* M0-M12 aOR* M12-M24
Outcomes n (%) at M24 n (%) at M24 (95% Cl) (95%Cl)
ACR-EULAR Boolean remission 20 (27.4) 16 (8.0) 4.28 (1.86 to 9.86) 2.75(1.33 t0 5.70)
23 (32.4) 34(18.1)
SDAI remission 23 (31.9) 27 (10.8) 5.14 (2.27 to 11.60) 3.08 (1.54 t0 6.14)
27 (38.0) 33(17.6)
DAS28 remission 42 (58.3) 57 (28.8) 4.09 (2.01 to 8.29) 2.71 (1.35 t0 5.45)
40 (57.1) 74 (39.4)
Normal functioningt 56 (73.7) 107 (50.5) 4.36 (2.03 t0 9.39) 2.02 (1.03 t0 3.96)
52 (68.4) 110 (51.9)
Absence of rapid radiographic progression (ASHS 46 (68.7) 132 (70.6) 1.17 (0.60 to 2.28) 1.70(0.79 to 3.65)
score <5) 46 (75.4) (80.6)

754

145 (80.6

* Optimal MTX dosage
* >10mg at 3 mos
* >20mg at 6 mos



Clinical and epidemiological reseal = >

EXTENDED REPORT

Effectiveness of methotrexate with step-down
glucocorticoid remission induction (COBRA Slim)
versus other intensive treatment strategies for early
rheumatoid arthritis in a treat-to-target approach:
1-year results of CareRA, a randomised pragmatic
open-label superiority trial
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Defining conditions where long-term glucocorticoid
treatment has an acceptably low level of harm
to facilitate implementation of existing

recommendations: viewpoints from an EULAR
task force

eeialdoveTedt ||
SO0ELC KATW aTto 5mg
5 .9 10

. 0 15 mg/d (prednisone
prednisone
benefits > risks in the benefits < risks in the
majority* of patients majority** of patients

The actual level of harm is patient-specific, i.e. it depends
on the presence or absence of risk factors and/or
preventive measures

)

shifting towards a shifting towards an
lower level of harm increased level of harm
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ATIO amoPn KALVLKNC QITOTEAEOUOTIKOTNTOC. ..

* Me background MTX oAot oL BloAoyLkol TtapayovteC paivetal va
£XOUV TIOPOOLOL ATIOTEAECUOTLKOTNTO

* Evbeilelc evioYUMEVNC OITOTEAECULATIKOTNTOC TOU UVOUGUOU
MTX+Jakinib vs MTX+ADA

* AvwTtepotnta upatacitinib evavti abatacept (background DMARD)



To Baricitinib ntav Ztatiotikd Avwtepo tou Adalimumab wg pog tnv
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To Baricitinib 06jynoe o€ otatiotikd onpavtikn BeAtiwon o€ cUykplon e tnv Adalimumab
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+++ p<0,001

++ p<0,01
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Taylor PC, et al. N Engl J Med 2017;376:652-62

w¢ TPOoG TNV avtanokpion ACR50 kat ACR70 thv eBdopada 12 os acBeveic pe MTX-IR
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The NEW ENGLAND JOURNAL of MEDICINE

Upadacitinib or Abatacept for Rheumatoid Arthritis

PHASE 3, DOUBLE-BLIND, RANDOMIZED, ACTIVE-COMPARATOR TRIAL

Oral upadacitinib IV abatacept
oy % ‘ 612 (15 mg once daily)
G

' - | Patients with
- '« ' moderate-to-severe

rheumatoid arthritis (N=303) (N=309)

Change in DAS28-CRP at 12 wk —2,52 —2,0()
(range, 0 to 9.4; higher score =

greater disease activity) Difference, —0.52; 95% CI, —0.69 to —0.35;
P<0.001 for noninferiority; P<0.001 for superiority

Pa.tie'znts ach?ev.in g 30.0% 13.3%

clinical remission

(DAS28-CRP <2.6) Difference, 16.8 percentage points;
95% CI, 10.4 to 23.2; P<0.001 for superiority

Upadacitinib was superior to abatacept at 12 wk but was associated with more serious adverse events.
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> € Teplmtwon dvoaveciac oe MTX.....

* YITEPEXOUV OE ATIOTEAECHATIKOTNTA

 |L-6 inhibition (TCZ avwtepo tou ADA w¢ povoBeparmeia)
* Jakinibs



ORAL Strategy primary endpoint: ACR50 at
Month 6
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inferiority
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Tofacitinib 5 mg BID + MTX vs 2.2%
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Z
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201
10 - Non-inferiority not demonstrated
. 7, nierior T e
Tofacitinib 5 mg BID Tofacitinib 5 mg BID + Adalimumab 40 mg + Difference between groups in
N=384 MTX MTX ACR50 response rates at month 6
N=376 N=386

ACR50, 50% improvement in American College of Rheumatology response criteria;
BID, twice daily; MTX, methotrexate.

Fleischmann R et al. Lancet 2017; S0140-6736(17)31618-5.



Upadacitinib as monotherapy in patients with active @R ®
rheumatoid arthritis and inadequate response to

methotrexate (SELECT-MONOTHERAPY): a randomised,
placebo-controlled, double-blind phase 3 study

Josef S Smolen, Aileen L Pangan, Paul Emery, William Rigby, Yoshiya Tanaka, juan Ignacio Vargas, Ying Zhang, Nemanja Damjanov,
Alan Friedman, Ahmed A Othman, Heidi S Camp, Stanley Cohen
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Clinical and epidemiological research

EXTENDED REPORT

Rituximab versus an alternative TNF inhibitor in
patients with rheumatoid arthritis who failed to
respond to a single previous TNF inhibitor:
SWITCH-RA, a global, observational, comparative
effectiveness study

Overall Inefficacy Intolerance
(n=405) (n=323)  (n=311) (n=236) (n=89) (n=79)

M Rituximab
M Alternative TNFi

Mean change in DAS28-3-ESR
S
co

-1.8 - -1.7
p=0.007 p=0.017 p=0.894



@ JAMA Network:

From: Non—TNF-Targeted Biologic vs a Second Anti-TNF Drug to Treat Rheumatoid Arthritis in Patients With
Insufficient Response to a First Anti-TNF Drug: A Randomized Clinical Trial
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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

Roy M Fleischmann,’ Mark C Genovese © Jeffrey V Enejosa,3 Eduardo Mysler,4

Louis Bessette,>® Charles Peterfy,” Patrick Durez,® Andrew Ostor,” Yihan Lj,"
In-Ho Song®
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Ao armoyn acpaielac??

e Aev daivetal va urtapxel onpavikn dtadopa otnv achalela Jakinibs
vs bDMARDSs
* JoBapEC AOLUWEELC
KokonBeLec
MACE

CLINICAL SCIENCE

Safety of synthetic and biological DMARDs: a
Epring {woTthpog systematic literature review informing the 2019
update of the EULAR recommendations for the
management of rheumatoid arthritis

Alexandre Sepriano @, Andreas Kerschbaumer @ ,* Josef S Smolen,**
Désirée van der Heijde @ ," Maxime Dougados,>® Ronald van Vollenhoven,’
lain B McInnes,® Johannes W Bijlsma,” Gerd R Burmester,'® Maarten de Wit
Louise Falzon,'? Robert Landewé' ™

BpopBoepBoAika enetcodla??
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OL evepyelec Tou FDA

* To 2012 evekpve to tofacitinib yio PA

* Alyo EPLOTATIKA BpopPwoewVv oTo KALVIKO Tipoypappa tou TOFA kal
BARI-XWPLC OTATLOTLKI) ONUOVTLKOTNTO O€ oXEon ME opadec avadopag

* To FDA Intnoe va yivel peAetn o aoBeveic pe PA kat upnAo
kKapoLayyelako kivouvo wote va ocuykptBouv TOFA 5mg vs TOFA 10mg
vs ADA ooov adopa kapdlayyeloka cupBapata, kKakonbeLeg ko
AoLpwéeLc.

* Mapopotla peAetn yivetat nén pe baricitinib (BARI 2mg vs BARI 4 mg
vs ADA)



H avakolvwon

* To TOFA 10mg nipokalel meplocotepec BpouPwoelc o oxeon pe TOFA
5 mg kot ADA

e Kapia dtadopa petaév TOFA 5 mg kat ADA

FDA approves Boxed Warning about increased
risk of blood clots and death with higher dose of
arthritis and ulcerative colitis medicine
tofacitinib (Xeljanz, Xeljanz XR)

FDA Drug Safety Podcast

» 19 cases of blood clots in the lung out of 3,884 patient-years of follow-up
in patients who received tofacitinib 10 mg twice daily, compared to §
cases out of 3,982 patient-years in patients who received TNF blockers



Jakinibs otnv PA
2 UUTTEPAOUOTLKA.....

* Mmopouv va 600600V cav pwtn ertthoyn o MTX-IR

e Evdeléelc eVIOYUMEVNC ATTOTEAECUATIKOTNTOC TOU cUVOUACGUOU
MTX+jakinib vs MTX+ADA

* YIEpEXOUV WG povobBeparela
* Mapopotlo tpodiA acpaAetoc pe BloAoyka
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