: ] EMIZTHMONIKH ENQZH

NMA TH MYOZKEAETIKH YTEIA

10+ xpovia JAK avaoTtoAeic: Tt
aAAaée otn {wn Twv

pevpotonabwv;
2 raspaomis uimen AcOevn¢ pe PA og ypriyopn Udeon
‘ ' ne JAKi

—

lwavvng AVTwvVOnouAog

30 Maiou- ;
02 louviou 2024 PeupatoAoyog

KaAapara

Eevodoxeia
Filoxenia & Elite City

www.epemy.gr



2UYKpouon cUUDEPOVTIWV

Kapia yia tTnv mopouoo oAl



2V

Phase |

& N\ :
No contraindication for methotrexate Clinical diagnosis of Contraindication for methotrexate
Rheumatoid Arthritis’ 4

Recommendation

EULAR recommendations for the management of rheumatoid
arthritis with synthetic and biological disease-modifying

Combine with short-term . .
: Start . glucocorticoids + | Startiefunomide | antirheumatic drugs: 2022 update rree
' methotrexate? (reduce and stop as or sulfasalazine
rapidly as possible)
Phase Il
Poor prognostic factors present Poor prognostic factors absent
(RF/ACPA, esp. at high levels;
high disease activity, early joint damage;
failure of 2 2 csDMARDs)
Add a bDMARD?; Change to or add a second
Consider use of a conventional synthetic DMARD
JAK-inhibitor l
5 Leflunomide, sulfasalazine,
oty Ge sk Saseesion alone or csDMARD combination’
(plus glucocorticoids)
Improved

at 3 months

and achieved target at Yesy ]
6 months?* . Pone meduetion
Continue mtetyal IW in
sustained remission*
No
Phase Ill ]
Improved
Change the bDMARD *or at 3 months
JAK-inhibitor® ? and achieved target at Yes
6 months??

Dose reduction /
Continue > |ma\@I 'W o
No sustained remission*




1989
O

Wilks discovers JAKs

o 1996

First JAK inhibition study

Plasma membrane
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JAKi Manufacturer | JAK Dose Recommended | FDA EMA Japan
selectivity by NICE for RA | approval approval approval
for RA for RA for RA
Tofacitinib | Pfizer (New Pan-JAK |5mgBD Yes: severe RA | November | March
York City, 11 mg OD 2021 2017
USA)
Baricitinib Eli Lilly and JAK1and |2mgOD Yes: severe RA | May 2018 | February July 2017
Company JAK2 4 mg OD 2017
(Indianapolis,
Indiana, USA)
Upadacitinib | AbbVie Yes: severe RA | August December
2019 2019

(Chicago,

l 'l' linois)

Astellas
Pharma
Ltd. (Tokyo,
Japan)

25mgOD |N/A
50 mg OD

100 mg OD

150 mg OD

Gilead JAK1 100 mg OD | Yes: moderate | N/A September | September
Sciences, Inc. 2020 2020
(Foster City,

California,

USA) and

Galapagos

Galapagos

(Mechelen,

Belgium)

N/A March
2019



2012 FDA Approval
Tofacitinib 5mg BD

2018 FDA Approval

Baricitinib 2mg OD

2016 FDA Approval
Tofacitinib 11mg OD

}——s—o—-o-—’-—o—-‘———-&- e e e S e B B S S B S Tt T

2011

2012 2013

2014

2021 FDA Black Box
Warning

2019 FDA Approval
Upadacitinib 15mg 0D

.

2017 EMA Approval
Tofacitinib Smg BD

2020 EMA Approval
Filgotinib 100mg OD

Filgotinib 200mg OD

2017 EMA Approval
Baricitinib 2mg OD 2019 EMA Approvel

Baricitinib 4mg OD Upadacitinib 15mg OD




«® Medicine Matters® e

07-06-2019 | Rheumatoid arthritis | Case study | Article

Tofacitinib in a patient with refractory severe rheumatoid arthritis

Authors: Paul Emery, John Fitton



ATOLLKO QVOUVNOTLKO

* 75 etwv opoBetikn PA 30 €1tn

* uTtepBupeoeldLopOC Kol Bupeostdbektopun 1967
* TIETITLKO EAKOC

* LOVOKAWVLKN yoppomaBeta 2006



DapUaKEUTLKO LOTOPLKO

oTePOELON Kal xpuooc (Stakomn Adoyw €abrpatoc)

MTX, AZA, kukAooTtopivn, couAdpacadadivn (dtakorr) Aoyw vautiag, avopesiag,
KakouxLog)

ouvtripnon pe mpedviloAovn 5-15mg OD

2001 AepAouvopuidbn kKaAn avtamokpLlon

2003 €¢apon DAS 5.4

2004 etanercept 25mg 6vo dopec tnv eBdopada KaAn avtamokpLon
2005 deutEpPOYEVNC OOTOXLOL OTO XPOVO

2006 adalimumab mpwtoyevnc aotoyia

2006 rituximab (clinical trial) aotoyia peta 3 kUKAoug

tocilizumab IV kaAn avtamnokpion, 2017 deutepoyevn g aoTtoyia
abatacept ywpic BeAtiwon kot kuttapitido CTOMATIKA EAKN



* TIC 26, SJIC 25
sile * VAS 100
 CRP 56mg/L
* DAS 28 8.07

* tofacitinib 5mg BD

e ipedvilohovn 10mg OD

e Taxeia BeAtiwon

e 4/52 vavutia Kot udeon

* 8/52 nveupovia

* 14/12 tofacitinib xwplc otepoeldn
 DAS 28 1.77 (TJCO, SIC O, CRP k)




AnoteAeopatikotnta JAKis

* UTLEPOXN OE OXEON HE TN pHeBotpetatn
* gUYKpLON HE TtapadooLakoUC BLoAoyLkoUC ToPAYOVTEC
e Suoaveéia otn pebotpetatn?



The NEW ENGLAND
JOURNAL of MEDICINE

Baricitinib versus Placebo or Adalimumab 1n

Rheumatoid Arthritis

Authors: Peter C. Taylor, M.D., Ph.D., Edward C. Keystone, M.D., Désirée van der Heijde, M.D., Ph.D., Michael E.
Weinblatt, M.D., Liliana del Carmen Morales, M.D., Jaime Reyes Gonzaga, M.D., Sergey Yakushin, M.D., s , and Yoshiya
Tanaka, M.D., Ph.D. Author Info & Affiliations

Published February 16, 2017 | N Engl | Med 2017;376:652-662 | DOI: 10.1056/NE)Mo0a1608345 | VOL. 376 NO. 7




A ACR20 Response B DAS28-CRP
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80 Baricitinib
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SELECT CHOICE

The NEW ENGLAND JOURNAL of MEDICINE

Upadacitinib or Abatacept for Rheumatoid Arthritis

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

Oral upadacitinib IV abatacept
6 12 (15 mg once daily)
Patients with
moderate-to-severe g

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

Change in DAS28-CRP at 12 wk -2.52 -2.00
(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

Patients achieving 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.

A. Rubbert-Roth et al. 10.1056/NEJMo0a2008250 Copyright © 2020 Massachusetts Medical Society




A Tender-Joint Count of 28 Joints B Swollen-Joint Count of 28 Joints
0- 0

Abatacept
Upadacitinib
Abatacept

Mean Change from Baseline
Mean Change from Baseline

-10

I I
0 2 4 12 16
Weeks Weeks

No. at Risk No. at Risk
Abatacept 304 300 300 295 284 Abatacept 304 300 300 295 284
Upadacitinib 298 295 295 290 288 Upadacitinib 298 295 295 290 288

C Patient's Global Assessment of Disease Activity D High-Sensitivity C-Reactive Protein
0 0

-10-

Abatacept Abatacept

Mean Change from Baseline
Mean Change from Baseline
(mg/liter)

Upadacitinib

-15

1 I
0 2 4
Weeks Weeks

No. at Risk No. at Risk
Abatacept 301 299 299 294 Abatacept 296 296 291 286
Upadacitinib 295 295 295 290 Upadacitinib 291 293 290 287




CcAN COLLEGE Arthritis & Rheumatology
Yal. 71, No. 11, November 2013, pp 17881800

of EUMATOLOGY
X DOl 10.10027are 41032
Enspowering Rheumanlogy Peafersionals & 2019, American College of Rheumatology

Upadacitinib Versus Placebo or Adalimumab in Patients

With Rheumatoid Arthritis and an Inadequate Response
to Methotrexate: Results of a Phase Ill, Double-Blind,

Randomized Controlled Trial
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Avoaveéla otn pebotpetatn??

Yriepoxn
* Tocilizumab
* JAKis



THE LANCET

Efficacy and safety of tofacitinib monotherapy, tofacitinib with
methotrexate, and adalimumab with methotrexate in patients with
rheumatoid arthritis (ORAL Strategy): a phase 3b/4, double-blind, head-
to-head, randomised controlled trial

Prof Roy Fleischmann, MD 2 [ « Eduardo Mysler, MD « Stephen Hall, MD « Alan J Kivitz, MD «
Prof Robert J Moots, MD « Zhen Luo, PhD « etal. Show all authors « Show footnotes

Published: June 16,2017 « DOI: https://doi.org/10.1016/S0140-6736(17)31618-5 »




—&- Tofacitinib monotherapy
-8 Tofacitinib and methotrexate

—&~ Adalimumab and methotrexate Tofacitinib and methotrexate
vs adalimumab and methotrexate*

2:2% 10-9%
N

Tofacitinibmonotherapyvs ~ ~140%;  -5:5%

adalimumab and methotrexate

#

Tofacitinib monotherapyvs ~ -163%}  -77%
tofacitinib and methotrexate

-13-:0% 0%
Difference between groups in ACRS0 response rates at month 6

Patients attaining ACR70 response (%)

0
Week 6 Month3 Month 6 Month 9 Month 12 Week 6 Month3 Month 6 Month 9 Month 12




ITHE LANCET

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

Prof Josef S Smolen, FRCP & [ . Aileen L Pangan, MD « Prof Paul Emery, FMedSci « Prof William Rigby, MD «

Prof Yoshiya Tanaka, MD « Juan Ignacio Vargas, MD « et al. Show all authors

Published: May 23,2019 « DOI: https://doi.org/10.1016/S0140-6736(19)30419-2




3 DAS28-(CRP) <32
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UPA 15 mg,
n=21

UPA 30 mg,
n=21
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The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE f X in

Cardiovascular and Cancer Risk with Tofacitinib in
Rheumatoid Arthritis

Authors: Steven R. Ytterberg, M.D., Deepak L. Bhatt, M.D., M.P.H. @, Ted R. Mikuls, M.D., M.S.P.H., Gary G. Koch, Ph.D.,
Roy Fleischmann, M.D., Jose L. Rivas, M.D., Rebecca Germino, Ph.D., 46 , for the ORAL Surveillance
Investigators” Author Info & Affiliations

Published |anuary 26, 2022 | N Engl | Med 2022;386:316-326 | DOI: 10.1056/NE]M0a2109927 | VOL. 386 NO. 4

B Incidence Rate for MACE

%
3
&
g
g
g
8
3
4
2

Tofacitinib, Tofacitinib, Combined TNF Inhibitor
5 mg Twice 10 mg Twice Tofacitinib
Daily Daily Doses

No. of Patients with First Event/Total No. (%)  47/1455 (3.2) 51/1456 (3.5) 98/2911 (3.4) 37/1451 (2.5)
No. of Patient-Yr 5166.32 4871.96 10,038.28 5045.27

Incidence Rate per 100 Patient-Yr (95% Cl) 091 (0.67-1.21)  1.05 (0.78-1.38)  0.98 (0.79-1.19)  0.73 (0.52-1.01)

NNH (patient-yr) vs. TNF Inhibitor 567 319 — —
NNH (over 5-yr period) vs. TNF Inhibitor 113 64 — —




ACR Open Rheumatology AMERICAN COLLEGE
Vol. 3, No. 3, March 2021, pp 173-184

DOI 10.1002/acr2.11232 o RHEUMATOLOGY

© 2021 The Authors. ACR Open Rheumatology published by Wiy Periodicals LLC on behalf of American College of Rheumatology. Empowering Rheumatology Professionals
mslsanopenaccesanideundermnennsow\ec ial-NoDerivs License, which

permits use and distrib dium, p! U-eoﬂglnalworklspmpedydwd.meuselsmcommerclalandno
modmuﬂonsoradap«zuonsaremade

Postapproval Comparative Safety Study of Tofacitinib and
Biological Disease-Modifying Antirheumatic Drugs: 5-Year

Results from a United States-Based Rheumatoid Arthritis
Registry

Joel M. Kremer,' @ Cclifton 0. Binghamiil,> @ Laura C. Cappelli? @ Jeffrey D. Greenberg,? Ann M. Madsen,*
Jamie Geier,* Jose L. Rivas,® Alina M. Onofrei, Christine J. Barr,® Dimitrios A. Pappas,” & Heather J. Litman,?
Kimberly J. Dandreo,® Andrea B. Shapiro,® Carol A. Connell,? and Arthur Kavanaugh'®

@ Tofacitinib ® bDMARDs

Malignancies
HZ (excl. NMSC) NMSC Death

(events per 100 PY [95% CI])

) g ¢ ¢ @

19 108 | 90 333 | 42 78 1 28 101 i 34 136 | 27 109
29545 11930.0 | 2880.5 117559 ! 2926.3 11951.7 ! 3183.6 12461.0 ! 3148.9 123780 | 32065 12648.0




Non-Maodifiable Risk Factors Scores:
Age > 65

Male

Hx of MI, CVA, VTE

Hx of Malignancy

Add risk factors for total NMRF Score

Modifiable Risk Factors Scores:

Poorly controlled HTN (BP > 140/90)

Poorly controlled DM (HbALC > 75mmol/mol)
Poorly controlled Hyperlipdemia (LDL > 4nmal/L)
COoCp

Smoking

Add risk factors for total MRF Score

JAKi likely safe

Risk-benefit may be acceptable in
certain cases after discussion with
patient

JAKI not advised

Non-Modifiable Risk Factor Score

1 2

Modifiable Risk Factor Score




Mnvupuata yLa To oritt

e peyaAn taxutnta dpaong

* per 0s xopnynon

e eAAelpn avoooyovLKOTNTOC

* ULKPOG XPOVOG NULOELOG WG

* AMTOTEAEOUATIKOTNTO CUYKPLOLUN N KAl aAVWTEPN TWV BLOAOYLKWV
TOLPOAYOVTWV

* KOAN QTMOTEAECHATIKOTNTA KOl Xwpic MTX
* KOAO TIpOo PN aiopaAeioC
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