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BioAoyikoi tapdyovrec & oToxeupéva ouvBeTIka oTh PA

CD80
CD80 and CD86 inhibitors | CD86 FNY
Abacept

RANK
IFNy
IL-17

Antl CD20 drugs
Rituximab

Complement ?l
receptor

=5 ke RANKL TTI;; Co-stimulation
%, receptor CDA0L CR
Macrophage :t }g Immune
% { complexes IL-6
GM-CSF
TNF inhibitors
Adalimumab, certolizumab, etanercept
JAK TNF golimumab and infliximab
inhibitors IL-1
Baricitinib IL-6 IL-6R inhibitors
and Tocilizumab and sarilumab Plasma cell
tofacitinib Autoantibody

Osteoclast
IL-6R.
_———
JAI(
:) RANKL Chondrocyte
F| broblast

2. TOXEUON OUYKEKPILEVWY HOPIAKWY HNXAVIOHWY
Smolen JS et al. Nat Rev Dis Primers 2018




PA: 2U0TNMOTLK VOOOC

Immune response dmlups Pathological inflammatory response
L |oint inflammation
Lymphomas
o Cardiovascular
?ﬂl'ﬂm / complications
= Dsteupnn:rsns

TII‘I‘IE

Genetic and Symptﬂms |_ Joint destruction
environmental
factors Subclinical Criteria for diagnosis of

inflammation rheumatoid arthritis fulfilled

Klareskog L et al. Lancet 2009



Tacivopnon DMARDs

} Disease-modifying anti-

rheumatic drugs (DMARDs)
I Synthetic ’ [ Biological
~ INFR) IL-6(R) . Beell Inh. of T cell
‘ s oo L inhibitors J inhibitors ‘  depletion ‘ } co-stimulation !

| avoived empincally, mach, often unknown daveloped to modulate particular target |
\ J

v i ¥ Y

Lin YJ et al. Cells 2020



AvTi-TNFa mapdyovtec otn PA

infliximab etanercept adalimumab
Human 1 £ Human ,
e OO = AvraywviCovrai Tov TNFa
Ty \7 N7 = H 1n opdda ProAoyiKWy TApayovTwy
g ol sy amoé 1o 1998 - 2002 - 2009
=  MeydAn KAIVIKA epTtelpia
certolizumab pegol golimumab = TloAAamAég evdeifeig (AZ, YA, JRA,
Humanized Fv A Hu;nan I@NE, PGVOSI6‘TI6G, I6p(16€ViTIBG)
(murine CDRs) /v : v
/ \X = [vwoTo TTpowiA acpdAsiac
PEG
Polyethylene ‘%\o Human
glycol Feyl

Tracey D, et al. Pharmacol Ther 2008



AvTi-TNFa mapdyovtec otn PA

infliximab etanercept adalimumab
Murin : Human i £ Human
v TNFR2 Fv
\'v4 N~ N7
Human Human Human
Feyl Feyt = | Feyl
certolizumab pegol golimumab
Humanized Fv A Human
(murine CDRs) /5 NG £ e
7 Fab' \—/

pea L
Polyethylene %6

Human
glycol

Feyl

Tracey D, et al. Pharmacol Ther 2008

Infliximab: Xipaipiké HOVOKAWVIKO
avtiowpa (IV 3-5mg/kg 2B ava 8
epdopddec)

Etanercept SC 50mg/w

Adalimumab SC 40mg/eow
Certolizumab: E€avBpwmomoinpévo pe To
Fc meykuhwpévo) SC 200mg/eow
Golimumab SC 50mg/m

2 uyxopfiynon pe MTX

‘EAeyxoc yia TB - HBV - HCV
ATopueAIVWTIKA vooo N NeoTrAaoiec h

ocoPpapn kapdiakn aveTdpKkeld



Pro/Pre
B Cell

RITUXIMAB otn PA: E€aAeiyn B AsppokuTtTdpwy

Immature Transitional
B Cell B Cell

Rituximab

binds to the cell
surface marker CD-20

Mature
B Cell

Xipaipiké HovokAwvIKO avTiowpa katd Tou CD20
ApXIKd 2"S ypauUNG Oepameia, HeTA OepaTeUTIKA
amoTuXia oc avti-TNF
KaAUTepn KAIVIKA amtoTeAeapaTikoTnTa o RF (+)
kar avTi-CCP (+)
TTponyoUpevn eumeipia amé Tnv AipgaTtoAoyia
Nooohoyiké oxhpa: IV avd 6 HAVEC
‘EAeyxoc yia TB - HBV - Avogoogaipiveg
AopdAcia: avTidpdoei¢ kaTd Thy 1" éyxuon

=  AcgukoeykepaAomdOcia

= QudceTepomevia®



ABATACEPT otn PA: Zt1apatd tnv emkoivwvia APC kai T AsppokuTTdpou

Antigen

MHC

\Q J T-cell receptor

- -
or CD86 y CD28

APC

Abatacept% —q | Co-stimulatory signal

Avaouvduaopévn TpwTeivn ouvTnéng
CTLA4-IG

EKAEKTIKOC avaoToAéacg The ouvdiéyepang
Makpoxpovia eutmeipia

Xwpi¢ peiCova mpoPpAnuaTa acpdAsiag

Aocgohoyiké axnua: IV 10mg/kg ZB ava
unva i SC 125mg/avd epdopdda
2 uyxopfiynon pe MTX



TOCILIZUMAB otn PA: Avraywviletal Tnv IL-6

Tocilizumab
V7 %—4’ IL-6 signaling
‘ij IL-6R

HUMANISED

CDR
7 S

ESavBpwmomoinpévo HOVOKAWVIKO
avtiowpa katd Tou umtodoxéa Tne IL-6
MTopei va xopnynOei kar wg
HovoBepameia (xwpic MTX)

BeATiwon ouoTnuaTikWwy ekONAWOEWY,
avaipia, kKotwaon

LI CRP

AcpdAeia: TALT/AST/Chol/LDL -
IWBC (mapodikn), e€avOnua,

oTopHaTiTIdd, EKKOATTWHATITIOA™

Aoagohoyiké axnua: IV 8mg/kg ZB avd
uAva n SC ava 162mg/epdoudda



‘EAeyxoc mpo evdpewc OepaTteiag

Mantoux/Quantiferron
TB )

Ro Owpakog

HBsAg
HBV Anti-HBc

Anti-HBs
HCV Anti-HCV
EupoAiaopoi Ipimmtn / TTveUHOVIOKOKKOC
Kapdiakn avemdpkeia Emi kKAivikWv evdeiewyv
ATIOHUEAIVWTIKA VOOOC >>
NeomAaoieg >>

TTpoadiopiopoc avoooopaipiviuv>*



EULAR 2019: BepameuTikoc aAyopiBuoc PA

Phase Il

Poaor prognostic factors present

Foor prognosfic factors absent

{RFMACPA, esp. at high levels;

high disease acthily; sarly joint damage;

failure of 2 2 caDMARDS)

Add a bDMARD®” |

or
a JAK-inhibitor® I

!

Improved

l

Change to or add a second
conventional synthetic DMARLDF
Leflunomide, sulfasalazine —

alone or csDMARD combination®
(plus glucocorticoids)

at 3 months
and achieved target at Yes—, g
6 months?! Dose it
, inferval increasa® in
Continua

sustsined remission’

Smolen JS et al. Ann Rheum Dis 2020



ATTOTEAEONATIKOTNTA



Kpithpia ACR BepameuTIiKAC atdvrnong
ACR20/ACRH0/ACR70

ACR20 > 20% peATiwon
oe emwduveg apBpwoceic (TJIC) kai
oc o1dnpatwdeic apBpwaceic (SIC) Kai
o€ TouAdxloTov 3 amé Ta akéAouBa:

- EkTipgnon mévou amd Tov acBevi
- 2 QaIpIKA EKTIUNON evepyoTNTAg vooou (amod Tov acBevn)
- 2 @aIpIKA EKTIUNON evepyodTnTAC Vooou (amoé Tov 1aTpo)
- EkTipgnon amé Tov acBevi TnG AciToupyikhg IkavoTntac (HAQ)
- Tlpwreiveg oeiac pdoswc:
+ C-avTidpwaoa mpwreivn (CRP)
+ TaxuTtnTta kaBilnonc epuBpwv (TKE)



DAS28: EvepyoTnta vooou

*ApIOuO6C eTTWdUVWY apBpwoswv

A€ikTNC + Ap1Budc dioyKwuévwy apBpuioewv
» TKE (mm/h)
SoBapr * Mevikn katdoTtaon vyeiag (VAS)
Mikpn
Ypeon

DAS 28 (4uctaBAnTéc)=0,56*TE28+0,28*SW28+0,7*ESR+0,014*GH




BioAoyikoi TapdyovTec: ATTOTEAEOUATIKOTNTA

I ACR20
[ ACREO
I ACR7O
Bl DAS28<2.6
A Methotrexate monotherapy TNF inhibitor+methotrexate
80 80—
2 6o 60
:
U 40+ 40-
o
L
0 0
ASPIRE PREMIER TEMPO ASPIRE FREMIER TEMPO

Smolen JS et al. Lancet 2007



BioAoyikoi TapdyovTec: ATTOTEAEOHATIKOTNTA

MTX-IR
NOT HEAD TO HEAD  acaso TR

B PBO + MTX
100 - (at 6 months) TNFi + MTX
B Non-TNFi + MTX
80
e\o/ <€ >
@ 060 -
c 1 §
2 * * * * * 44
—
& 39 39.1 39,9 37,1 v 39,9
40 -
20 -
0 Etanercept?  Infliximab® = Adalimumab* ' Certolizumab®  Golimumab® Anakinra’ Rituximab® Abatacept®  Tocilizumab?
Week 24 Week 30 Week 24 Week 24 Week 24 Week 24 Week 24 Week 24 Week 24

*p<0.001; fp<0.01; ¥p=0.005; ¥p<0.0001.
1. Burmester GR et al. Rheumatology. 2013;10(2):77-88. 2. Weinblatt ME et al. N Engl J Med. 1999;340(4):253-259. 3. Maini R et al. Lancet. 1999;354(9194):1932-
1939. 4. Keystone EC et al. Arthritis Rheum. 2004;50(5);1400-1411. 5. Keystone E et al. Arthritis Rheum. 2008;58(11):3319-3329. 6. Keystone EC et al. Ann Rheum

Dis. 2009;68(6):789-796. 7. Cohen S et al. Ann Rheum Dis. 2004;63(9):1062-1068. 8. Edwards JCW et al. N Engl J Med. 2004;350(25):2572-2581. 9. Kremer JM et al.
Ann Intern Med. 2006;144(12):865-876. 10. Smolen JS et al. Lancet. 2008;371(9617):987-997.



BioAoyikoi TapdyovTec: ATTOTEAEOHATIKOTNTA

ACR70

(at 6 months)
40%

35%

30%

26,9%

25%

23.0% 22,0%

20%

15%

10%

% patients achieving ACR 70

5%

0%

Etanercept Infliximab Adalimumab Abatacept Rituximab Tocilizumab

Weinblatt et al. NEJM 1999, Lipsky et al. NEJM 2000
Weinblatt et al. Arthritis Rheum 2003, Kremer et al. Ann Intern Med 2006
Edwards et al. NEJM 2004, Smolen et al. Lancet 2008



TuxalomoIiNUEVEC HEAETEC

40 1

30 o

20 1

10 +

BioAoyikoi TapdyovTec: ATtoTeAsopaTIkOTNTA

18%

5%

ACR50

(at 6 months)

27%

20%

4% 5%

29%

4%

MTX +GOL
GO-AFTER

MTX +ABA MTX +RTX
ATTAIN REFLEX

MTX +TCZ
RADIATE

Smolen JS et al.The Lancet 2009
Genovese MC et al. NEJM 2005
Cohen SB et al. Arthritis Rheum 2006
Emery P at al. Ann Rheum Dis 2008



BioAoyikoi TapdyovTec: ATtoTeAsopaTIkOTNTA

TuxalomoIiNUEVEC HEAETEC

ACRT O responders (%)

[0 MTX monotherapy
[0 Abatacept (~10 mg/kg) + MTX
O Golimumab (50 mg) + MTX

ACR70 responders

47.0

38.6

50 4 O Tocilizumak (8 mg/kg) + MTX
[ Rituximab (1,000 mg) + MTX
40 —
32.0
3.[]._
20 — 19.5
10
0 I T
T .
BN N
£ b
g»&wé&ﬁ@é&

| T

&
N e
c}‘ibﬁi‘ @&?ﬁ

Smolen JS & Aletaha D. Nat Rev Rheumatol 2015



AopdAcia atn Xopnaynon PioAoyikwy Ttapayoviwyv

Noipweeic*™

AVTI0pAoEIC UTtEpevaioOnaiag

NeomAaoiec: déppa, Aeppwpara?

TTpooPpoAh KNZ: amopueAivwaon, AsukoeykepaAotdOeia
OudeTepomevia™

TAImtidia, nmatoTof IKOTNTA™

Emaywyn autoavTiowpdtwy, Ywpiaciopopywo e€avOnua

Meiwpévn n apyomopnuévn amdvrnon eppoAiwy



2 opapéc Aopwéeic - PA
O1 aoBeveic pe PA £xouv 1,5 popéc aulnuévo Kivouvo Aoipwéswy

BSRBR-RA

N:19282 pa-hen-l-s Sepsis/Bacteraemia [ 1.9

46771 PaTlen"'—years Genitourinary [ 6.2
Bone/Joint NN 5.4

Gastrointestinal NN 1.3
Skin I 11
Respiratory I -
Other Infection I 3.5

0 5 10 15 20 25
Incidence per 1000 patient years

8% Twv PA aoBevwv voonAclovTai/éTo¢ Adyw Aoipwéewy

Rutherford Al et al. Ann Rheum Dis 2018



TTapayovrec mou cuoxeTiovTal pe aunpévo Kivouvo
yia ooPpapéc Aolpwéeic

HAIkia>60 eTwv 5°
45 |
X.ATT., X.N.A. 40 -
) , 35
TEvepydTnTa véoou .|

VHAQ ”

20
ToTopiko cgoPpapwyv 15
10
Aopwé ewv 5
Three
0 .
®dappaka Two
ou DMARD v, f One e eros
DMARD TNFi None
Glucocorticoids: o
none or <7.5mg/d Glucocorticoids: TNFi
7.5 - 14mg/d gll;;onc:,:’ticolds:

Strangfeld A et al. Ann Rheum Dis 2011



BioAoyikoi tapdyovTec Kai Zopapéc Aoipweic

TuxaloToINUEVEC HEAETEC , ,
10 2.uxvoTnta Aowwé ewv

oc adgBevelc e PA

\O

5.4-6

Noipwéeic/100 aoBeveic-£Tn)
O~ MNMwWAHAO & N ©

&
Schiff MH et al., Ann Rheum Dis 2006

Lipsky NEJM 2000/St Clair A&R 2004

Moreland L et al, ACR 2003

Genovese M Ann Rheum Die 2008

Singh G, et al. Arthritis Rheum 1999
Doran M, et al. Arthritis Rheum 2002
Moreland L, et al. J Rheumatol 2001



Aéppwpa kai Peupatoeidng ApOpiTic

Api1Ouoc Xpovia

MeAéTn Xwpa AocOevwv pe mapako- Neésiio a SIR Aéppwpa
PA AoUBnong e

Wolfe (2003) ~ 2oA% 3501 158 - m

Ekstrém (2003) Sweden 76,527 <1-20+  1.09 [ 2.0 |

Gridley (1993) Sweden 11,683 20 1.0 2.0

Mellenkjaer

(1996) Denmark 20,699 14 1.1 \ 2.5 )

Isomaki (1978) Finland 46,101 7 1.1 \2.7/

(1.0/Low)

(Bla ;;lgl)und Sweden 11,683 18 - (5.4/Med.)
(25.8/High)

Matteson (1991) Canada 530 7 1.5 8.0

OR = odds ratio



Kiveuvoc Aspopwpartoc kai anti- TNF B¢parteia

Table 3 Association between exposure to TNFi and lymphoma

csDMARD  TNFi
N=3367 N=11 931

Total follow-up time (pyrs) 19473 95 126
Lymphomas 30 84
Incidence rate per 100 000 pyrs (95% Cl) 154 (104 to 88 (70 to 109)
220)
Unadjusted HR (95% Cl) Referent 0.61 (0.40 to 0.92)
Age-adjusted and sex-adjusted HR (95% CI) Referent 0.75 (0.49 to 1.15)
PD-adjusted HR (95% CI) Referent 1.00 (0.56 to 1.80)
On TNFi (plus 90 days)*
Follow-up time (pyrs) 15167 57 949
Lymphomas 25 63
PD-adjusted HR (95% Cl) Referent 1.17 (0.60 to 2.26)
Excluded time after switched to second biological drug*
Follow-up time (pyrs) 15167 55 167
Lymphomas 25 52
PD-adjusted HR (95% CI) Referent 1.12 (0.58 to 2.18)

BSRBR-RA

Mercer LK et al. Ann Rheum Dis 2017
Hellgren K et al. Rheumatology 2021



Kiveuvoc Aspopwpartoc kai anti- TNF B¢parteia

TaeLe 3 HRs® of lymphomas in a bDMARD-treated vs different bDMARD-naive RA cohorts 2006-16

bDMARD-naive RA disease com- n lymphomas/py in a n lymphomas/py in a HR (95% CI)®
parator cohort bDMARD-treated RA bDMARD-naive RA
cohort cohort
All bDMARD-naive RA® after 1 July 32/55 440 232/261 951 0.69 (0.47, 1.00)
2006
csDMARD switchers® (subcohort A) 32/55 440 52/39 199 0.46 (0.28, 0.73)
MTX switchers® (subcohort B) 32/55 440 31/15 697 0.32 (0.19, 0.55)
Stable on MTX® (subcohort C) 32/55 440 59/51 269 0.52 (0.32, 0.83)
ARTIS

Mercer LK et al. Ann Rheum Dis 2017
Hellgren K et al. Rheumatology 2021



2 Toxeupéva ouvBeTika (tsDMARDSs) pdppaka



JAK: Mikpd pépla oToxeUouv evOOKUTTApIA HOVOTIATIA

To onpaTtodoTiké povortdti JAK/STAT

Cytokine |

=~ _
d b e

(> ".l‘l;l." O CDIDD D r‘r‘.;;;r‘ X XXX
00,00 000 000 0 00 0 N 00 000 0 00 00000

(IOLXOOX

llllll ) & QG D D

sl

Gene transcription =——>

JAKi: mikpd popia mou deopevouv Ti¢c JAK
amoTpémovTag Th auvdeon ATP

Cell Membrane
=
47
Nucleus

Gene transcription —*-b Inflammatory Response

Clark JD et al. I Med Chem 2014




The JAK-STAT Pathway in Cytokine Signaling
O1 JAKs douAeUouv oe (elyn

v-chain cytokines Type 1 IFNs
IL-2, IL-4, (IFN-/B) IL-6, IL-11, EPO,TPO
IL-7, IL-9, IL-10° IL-13, IL-27, IL- IL-12 GM-CSF
IL-15, IL-21 31, IL-25 -
: IL-22 : IFN-y IL-23 IL-3, IL-5
‘ ]
JAK3 ‘ '
* Growth/maturation . Antiviral * Naive T-cell o Antiviral * Innate immunity  « Erythropoiesis
of lymphoid cells . |nflammation differentiation * Inflammation ° Differentiation/ < Myelopoiesis
* Differentiation/ « Antitumor ¢ T-cell homeostasis « Antimycobacterial proliferation of » Megakaryocyte/
homeostasis of o Inflammation Th17 cells platelet production
T cells, NK cells « Granulopoiesis * Inflammation * Growth
B-cell class switching e Mammary
Inflammation development
3]L-10/1L-22 may have pro- or anti-inflammatory activities depending on the cellular environment and/or disease state Clark et al, ) Med Chem 2014.
bType Il cytokine receptors such as those for gp130 subunit sharing receptors for IL-6 and IL-11 as well as IL-10, IL-19, IL-20, and IL-22, O’Shea JJ, et al. Annu Rev Med 2015
mainly signal through JAK1, but also associate with JAK2 and TYK2. EPO, erythropoietin; GM-CSF, granuloctye macrophage colony- Schwartz DM, et al. Nat Rev Rheumatol 2016
stimulating factor; IFN, interferon; TPO, thrombopoietin; TYK2, tyrosine kinase 2 Ghoreschi K, et al. Immunol Rev 2009

Ivanshkiv LB and Donlin LT. Nat Rev Immunol 2014



> AmtoTeAeoparikotnta JAKi

> 2UYKPITIKEC HEAETEC



Patients attaining ACR50 response (%)

80+

704

60

50

40

30

204

104

Oi1 avaotoAcic JAK mapouoidlouv kaAUTepn A TTapoOpola avTamokpion katd
ACR o¢ auykpion pe 1o adalimumab (MTX-IR)

ORAL Strategy!®

#- Tofacitinib monotherapy
-~ Tofacitinib and methotrexate
4~ Adalimumab and methotrexate

Patients (%) : ACR20 Responders

T T |
Week 6 Month 3 Month 6

T

Month 9

1
Month 12

80+
704
60
50
40 [*

20+

10

RA BEAM®]

Primary
end point

.........

/'/.M __\ Placebo

Baricitinib
T

Adalimumab

T
024

1 ] ' i 1 ] ] ]
8 12 16 20 24 28 32
Week

40

52

SELECT COMPARE!“

100 - 71
o
N
14
O
<
)
Lo
d)
T
o
o}
Q.
7]
)
o
B
0 T T T T T T T 1
2 4 8 1214 18 22 26
weeks
— :?&: background MTX I :E’é\s; background MTX, - 283’;\2; background MTX,

a. Fleischmann R et al. Lancet 2017, b. Taylor PC et al. NEJM 2017, c. Fleischmann R et al. Arthritis Rheumatol 2019



AopdAsia JAK avaoToAéwy



AvemOuuntec evépyeiec JAK-avaoToAéwy

Noipweic-tapopoiec pe ProAoyikoUcg
(copapéc & sukaiplakég)
Toyeveic Aoipweig
EpTing CWoThp™*
Kuttapomeviec - TAmidia - Trpavoapivdoec - TCPK - Tkpeativivn
Kapdiayyeiakd?
NeomAaagiec?

OpoppocupoAikd?

Winthrop KL. Nat Rev Rheumatol 2017
Kivotz A et al. Sem Arthritis Rheumat 2018



Aulnuéva mooooTd eppdviong épmnta (wothpa pe JAKi

@
T 25+
o
& $ 215
& 20 -
2
w ——
§ 15 -
o
2 10 - 10.3
g I %) :[ 8.6 8.4 I 8.8
X § 74
S—L
T T T T T T T
Monocional Soluble T-cell co- B-cell IL-6 JAK csDMARDs
anti-TNF  TNF-receptor stimulation  targeted inhibitors inhibitors
antibodies fusion protein modulator  therapies
Patient-years 12207 8850 402786 6522.9 85439 2691.5 20114
No. events 114 76 34 67 75 58 142

85% Cl 7.7-11.2 6.8-10.8 59-118 8.0-13.0 6.9-11.0 16.4-27.9 6.0-83

Redeker | et al. Ann Rheum Dis 2022



Kivduvo¢ MACE o¢ aoBeveic pe PA

O1 aoBeveic pe PA éxouv 1,5 popd auénpévo Kivouvo MACE évavri
TOU YeVIKoU TTAnBuapou

O kivBuvoc MACE oth PA smtnpedleTal kai amtd Tn BOepameia

MTX: 25% eAdTTWON
TNFis: >40% eAdT1TWON
AAAa BloAoyika @aiveral va
akoAouBouv Tnv idla Taon

NSAIDs: 18% augnon
CSs: 47% augnon

Avina-Zubieta J, et al. Ann Rheum Dis. 2012;71(9):1524-1529;
Roubille C, et al. Ann Rheum Dis. 2015;74(3):480-489;
Singh S, et al. Arthritis Care Res (Hoboken). 2020;72(4):561-576



EmimTwon kapdiayyesiakwyv cupupaudtwy & veoTTAdoIwy
ORAL Surveillance N Kapoldvy Hpay

Janus Kinase (JAK) inhibitors: Drug Safety
Communication - FDA Requires Warnings about
Increased Risk of Serious Heart-related Events,

Follow-up: 4years Cancer, Blood Clots, and Death

A Hazard Ratio for MACE A Hazard Ratio for Cancers, Excluding NMSC
Comparison Hazard Ratio (95% Cl) Comparison Hazard Ratio (95% ClI)
Tofacitinib, 5 mg twice daily, vs. TNF inhibitor '——O—' 1.24 (0.81-1.91) Tofacitinib, 5 mg twice daily, vs. TNF inhibitor %—O—- 1.47 (1.00-2.18)
Tofacitinib, 10 mg twice daily, vs. TNF inhibitor _—_—— 1.43 (0.94-2.18) Tofacitinib, 10 mg twice daily, vs. TNF inhibitor - 1.48 (1.00-2.19)
Combined tofacitinib doses vs. TNF inhibitor ———— 1.33 (0.91-1.94) Combined tofacitinib doses vs. TNF inhibitor E»—.—- 1.48 (1.04-2.09)
Tofacitinib, 10 mg twice daily, vs. —_——— 1.15 (0.77-1.71) Tofacitinib, 10 mg twice daily, vs. — 1.00 (0.70-1.43)
tofacitinib, 5 mg twice daily tofacitinib, 5 mg twice daily |
T T T T T T T T T 1 T T t T T T T T T 1
00 05 1.0 15 20 25 30 35 40 45 00 05 10 15 20 25 30 35 40 45

B Incidence Rate for MACE B _Incidence Rate for Cancers, Excluding NMSC

> 3.0 % 3.0q
c 1
g2 _ g
E 2.5 E 2.5
2.0 4
3 e g 20 e
g 154 I | g 154 [ |
a . ] ] { - .
€ 101 - % | ¢ joo g L0] { o .
4
£ 054 . . E 0.5 . :
= U | k= U |
£ 00 E 00
Tofacitinib, Tofacitinib, Combined TNF Inhibitor - Tofacitinib, Tofacitinib, Combined TNF Inhibitor
5 mg Twice 10 mg Twice Tofacitinib 5 mg Twice 10 mg Twice Tofacitinib
Daily Daily Doses 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 Patients with First Event/Total No. (%)  62/1455 (4.3) 60/1456 (4.1) 127/2911 (4.2 42/1451 (2.9
No. of Patient-Yr 5166.32 4871.96 10,038.2 5045.27 No. of Patient-Yr 5491.48 5311.71 10,803.19 5482.30
Incidence Rate per 100 Patient-Yr (95% Cl) 091 (0.67-1.21)  1.05(0.78-1.38) 098 (0.79-1.19)  0.73 (0.52-1.01) Incidence Rate per 100 Patient-Yr (95% CI) 113 (0.87-1.45) 113 (0.86-1.45)  1.13 (0.94-135)  0.77 (0.55-1.04)
ient- ibi 319 — — NNH (patient-yr) vs. TNF Inhibitor 276 275 — —
NNH (over 5-yr period) vs. TNF Inhibitor 113 64 — — NNH (over 5-yr period) vs. TNF Inhibitor 55 55 — —

PA >50 eTwv pe 1 TouAdxioTov kapdiayyelako tapdyovra
Kdmviopa-ZA-AY-Iotopikd ZN-HDL<40-EEwapBpikh vdoog Yiterberg SR et al. NEJM 2022



Kapdiayyeiakd ouppduara - KakonOeieg

Tofacitinib and risk of cardiovascular outcomes: Tofacitinib and Risk of Malignancy: Results From the Safety
results from the Safety of TofAcitinib in Routine care  of Tofacitinib in Routine Care Patients With Rheumatoid
patients with Rheumatoid Arthritis (STAR-RA) study ~ Arthritis (STAR-RA) Study

N=83295 patients
10504 (12.6%) Tofacitinib
Follow-up: 2012-2020

Aev emipepaiBnkav Ta euphpaTta Tng ORAL-
Surveillance oxeTikd pe Tov auénpévo Kivéuvo
éxpaonc e Tofacitinib o PA aceveic, eucpdvnor_\‘g Ka.Koneslw\éus TO ‘r,ofaci‘rir,\ib ouvaanmc’x
aAAd Tkivduvoc éTav AdH UTThpXav HE TOUG NF' oTnv Kdsniepivi K/,\'V'K” TPAKTIKN.

, , , Ta amoTeAéopata autd 8 PTTopoUV vd dTTOKAEIOOUV
TapdyovTeg Kapdlayyeiakou Kivouvou Thv TBavéThTa auénuévou KIvaUvou He peyaAUTepn

didpkela xpAong Tou tofacitinib

Aev ppébnke Tkivduvog kapdiayyeiakAg

Khosrow-Khavar F et al. Ann Rheum Dis 2022
Khosrow-Khavar F et al. Arthritis Rheumatol 2022



Eivar au€npévoc o kivouvoc BpoppocpupoAiknc vooou oe PA aoBeveic?

Risk of Venous Thromboembolism in
Patients With Rheumatoid Arthritis

Table 3. Fully adjusted hazard ratios and
95% confidence intervals for VTE in
RA patients compared to non-RA patients*

RA vs. non-RA

Primary definition

VTE (DVT or PE) 1.4 (1.1-1.7)t

DvVT 1.2 (0.9-1.5)

PE 1.9 (1.3-2.7)t
Secondary definition

VTE (DVT or PE) 1.7 (1.2-2.3)t

DVT 1.2 (0.8-1.7)

PE 2.5 (1.6—4.2)t

* Adjusted for age, sex, comorbidity index, comorbid conditions,
medications, and health care utilization patterns listed in Table 1.
VTE = venous thromboembolism; RA = rheumatoid arthritis;
DVT = deep vein thrombosis; PE = pulmonary embolism.

+ P < 0.05.

O1 PA aoBeveic éxouv Tkivduvo yia DVT & PE vs non-RA

1 oToug 3 adBeveig cixav TouAdxiaTov 1
peiova apdyovra Kivduvou yia VTE
(mMpdowaTn voonAeia, xeipoupyeio, kakonBeia)

Risk of venous thromboembolism in rheumatoid
arthritis, and its association with disease activity: a
nationwide cohort study from Sweden

RR (95%Cl) S
2.10(1.79, 2.46)
1.08
High - —— 2.03 (1.73,2.38)
1.56 (1.37, 1.76)
0.80
Moderate —— 1.48 (1.30, 1.68)
1.22 (1.05, 1.43)
063
Low ———— 1.12 (0.96, 1.31)
Unadjusted
) * B Adjusted” 052
Remission -
T T T T T
1 15 2 25 3
Risk ratio

n=46311 PA aoBeveic
2241 VTE o RA

(TT DVT >> PE) vs
5301 VTE oTov yeviko
TTAnBUGUO

O kivduvo spgpdviong VTE
oto 1 £To¢ auénBnke amod
0.5% oe aoBeveic pe Upean
oc 1.08% oc aoBeveic pe

UYNAR evepyodTnTd VOOOU

Kim SC et al. Arthritis Care Res 2013
Molander V et al. Ann Rheum Dis 2021



2. Uykpion Proloyikwy kai JAK avaotoAéwy

BIOAOIIKOI
TTAPAFONTES JAK ANAZTOAEIZ
XnHikA Ooph TIPWTEIVEC opyavika pikpd popia

Mopiaké pdpocg

>1 kDa

<700 Da

Tpdémog xophynong

TIAPEVTEPIKWG

aTo ToU OTOHATOC

Mnxaviopog dpdong

e WKUTTApIKA

evOOKUTTApPIKA

Tpomog dpdaong

déopeuan, e€dheiyn

avaoToAn ev(Upwy

EidikdTNTA/EKAEKTIKOTNTA

avaaTéAAouv €1d1Kd (TTARpWC)
Hid KUTTApoOKivn

avaoTéAAouv Tn Opdon
TTOAAWYV KUTTAPOKIVWY,
HEPIKA KATAOGTOAR ToU
pgovomtaTtiol JAK-STAT

EidikéTnTa

uynAn

XAUNAR/TTOIKIAAE

Xpbvog niCwhg

peyaAUTepog (70 wpecg-15
nuépeg)

HIkpOTEPOC (3-14 wpeg)




