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Evolution of autoimmune diseases

e
Genotype |
HLA-DRA alleles

PTPM22 AT

Other genes, such as

CTLAL, PADIE and cytokimes
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Tissue
damage
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Infections
Cancers

Autoantibodies

Inflasmation

Nielen M et al, A&R50; 2004, 380



. Meiwon tov mpoodokipov emBiwarng. M
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— 1 Noonpdtnta ,

— T ©OVNTOINTA, GUOYETLON ME TNV KALVIKN BaputnTta Tng vOoOou. EXow lev-vowémm

. AuvEnuévoc kivouvoc yia AoLwEELC. M 25% éxOUW 2
- AuEnuévoc kivouvog yia Aéudpwpa.

‘» AUENpEVOG KivEUVOG yia KapSiayyelakd cupBapaTa (oxeSSV I6oSVVapA TOU
- 3D).

- T voonpOTNTA AOYW UDPAYUATOC LUOKOPAIOU Kol KAPOLAKTG OVETIOAPKELQLG.

'» Kapdiayyelakr) véoog To Kuplo aitio Bavdrtou o acBeveig pe PA.

> X 2 1 KopOdLloKTG TIPoaBoArg kat Eadvikov Bavatou. | .



AcOeveic pe PA €xouv 1.5-2 bopEc avénuévo
kivbuvo yiwa kapdrayyelakn voco

WUUWQ

- oA « IXETIKOC Kivouvog 1.45-2.00 yia

Kapdiayyeliaka guuBauara i/Kal
SA2 .
os0- Bdavaro

Baoikn aitia 6vnoipotntac (40%)

« «looduvapo ZA»

« 21nBayxn/OEM, cupgpopnTIki
KapdiaKr aveTTAPKEIQ

080

T 1 1 T
oo 100 -0 100

Meune C, et al. Rheumatology. 2009; 48(10):1309-13; Peters MJ, et al. Arthritis Rheum. 2009; 61(11):1571-9; Agca R, et al. J Rheumatal. 2019 May 15.
pii: rheum.130726; Jagpal A, et al. BMC Rheumatol. 2018; 2:10



AvOektikr) PA/D2T RA

EULAR points to consider for the management of
difficult-to-treat rheumatoid arthritis
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AvBektikn PA/D2T RA
OpLoMOG

All three criteria need to be present in D2T RA:

1. EULAR recommendations and failure
of =two b/tsDMARDs (with different mechanisms of action)t
aftter failing csDMARD |[therapy (unless contraindicated).t

2.

Signs suggestive of active/progressive disease, defined as

=0one of:

a. At least moderate disease activity (according to validated
composite measures including joint counts, for example,
DAS28-ESR =3.2 or CDAI =10).

b. Signs (including acute phase reactants and imaging) and/
or symptoms suggestive of active disease (joint related or
other).

c. Inability to taper glucocorticoid treatment (below 7.5 ma/
day prednisone or equivalent).

d. Rapid radiographic progression (with or without signs of
active disease).+

e. Well-controlled disease according to above standards, but
still having RA symptoms that are causing a reduction in
quality of life.

The management of signs and/or symptoms is perceived as

problematic by the rheumatologist and/or the patient.

Nagy G, et al. Ann Rheum Dis 2022;81:20-33.



Mepimtwon acOevoug

‘e Avtpoc 58 stwv

v AY, YA
v 2A-ll vtto dlokia

v' 37 pack years

PEYMATOEIAHZ APOPITIAA-2018 <
DAS28 (évapéng: 7) | mpooBoAr] peydAwyv apepwoewv (VypopBpog yovaTtwv)
HAQ evapéng: 0.5

» METHOTREXATE MONOTHERAPY ,I5 mg po pe avénon ota 20 mg sc 0TOUG

3 UNVEG.




EpyaotnpLlaka

CRP |5 mg/dl 10 mg/dl
TKE 80 mm I" wpa 50 IN" wpa
RF 158

ACPA 350

WBC 14.000/pL 12.000/pL

HbAIc 8.3%



Mepintwon acOevouig

e 5 unvec: voonAeia yio RTI

Emideiviwon TG KALVIKTNG EIKOVAG LE VYpapBpo YOVATWY [ TTAPAKEVTT|OEL.
o HAQ : |

o AvBektikr PA , moAamAég ouvvoonpdtnteg — > # STEP UP.
> ETANERCEPT 50 mg / Wk + MTX 20 mg

3 pnveg pe ETN : mpwTtoyevng actoyia .
DAS 28 : 6,45

Switch ce ABATACEPT / MTX 20 mg
KoaAn avtanokpion otoug 6 prjveg / DAS 28 : 4,8

vV V. V V




EpyaotnpLlaka

TKE
RF
ACPA
WBC
HbAIc

|5 mg/dl 10 mg/dl 12 mg/dl
80 mm 1" wpa 50 I" wpa 52 I"wpa
158

350

14.000/pL 12.000/pL | 1.000/pL

8.3% 7.2%



Mepintwon acOevouig

e 29 2020:TIA
e PeupatoAoyIKr] EKTIUN O
> DAS 28 : 5.8 e UypapBpo yovatwy [ 11.000 eumUpnva KUTTOPA 0TO apOpIKO
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Mepimtwon acOevoug

e AcBevric Jd 58 etwiv, pe moAamAEC ouvoonpdtnteg kot | MACE
. vynAio HAQ
e 2 1&&e1c bDMARDs + MTX

e EmAoyr tpitou mapayovta wg




Not enough patients are achieving treatment goals

Percentage of patients with RA according to disease activity measured by DAS28 criteria!

m Remission  ® Low disease activity » Moderate disease activity m High disease activity

100% 26.6% do not
achieve LDA
80% or remission
60%
40%
20%
0%

2004 (74.3%) 2005 (79.6%) 2006 (75.2%) 2007 (57.9 %) 2008 (56.0%) 2009 (64.0%) 2010(77.4%) 2011 (78.5%) 2012 (75.8%) 2013 (74.1%)
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Mepintwon acOevouig

» 2ocanti-TNF; (MpwTtoyevrg actoyia o€ ETN)

o ;i (Melovektnpata wg povoBepameia)
e |L-6 inhibitor ;

e JAK avaotoAEag;

Table 2 The 2016 EULAR updated recommendations

: 5
C A Treatment of patients with RA should aim at the best care and must be
on a shared decision between the patient and the rheuma '

B Treatment decisions are based on disease activity and other patient factors,

O acBevri¢ evnuepwOnke yia ta SeSopEvVa KL ETIEAEEE

mv oo TOL otépatog BEPCXTIEI'.O( ME, such as progression of structural damage, comorbidities and safety issues
 TOFACITINIB 5 mg C  Rheumamlogists are the specialists who should primarily care for patients
with RA

D RA incurs high individual, medical and societal costs, all of which should be
considered in its management by the treating rheumatologist

Ann Rheum Dis. 2017 Jun;76(6):960-977.



H pétpra/ooPapr evepyotnrag PA av&avel to CVD risk

Hazard Ratio

- | S
Box 2 | RA factors associated with increased CVD risk ° @c""
S
» Disease duration o-\sef"'
» Baseline and cumulative CRP levels

Extra-articular disease

Rheumatoid factor or ACPA positivity

Disability (as measured by Health Assessment
Questionnaire)

Abbreviations: ACPA, anti-citrullinated peptide antibody; CRP,

C-reactive protein; CVD, cardiovascular disease; RA, rheumatoid
arthritis.

Solomon DH, et al. Arthritis Rheumatol. 2015; 67(6):1449-55
Karpouzas GA, et al. Arthritis Rheumatol. 2019. doi: 10.1002/art.41122
Mackey RH, et al. Arthritis Rheumatol. 2015; 67: 2311-22
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Meiwon g Aeypovric PA pe MTX kot b DMARDs oyetiletal
ME MELWHEVO KapdlayyELaKO Kivouvo

CVD OUTCOMES

DESCRIPTION OF CVD PROPERTIES IN RA

1 risk
Meta-analysis:**

( NSAID

AllCV events: RR1.18 (1.01 to 1.38)
MI:RR 1.13(0.93 to 1.37)

CVA:2.15(1.19t0 3.87)
CHF: RR 0.86 (0.71 to 1.03)

= Similar CVD risk between COX-2 selective
and non-selective NSAIDs'23 124

1 risk
Meta-analysis:®*

= Dose dependent, time dependent 1 CVD

( Glicscoiticoids )_‘_ All CV events: RR 1.47 (1.34 to 1.60) _._ risk17:1211251126
MI:RR 1.41 (1.22 t0 1.63) = Pro-atherogenic side effect profile
CVA: 1.57 (1.05 to 2.35) = Impairs cholesterol transport'??
CHF:RR 1.42 (1.10to 1.82)
4 ™\
| risk
Meta-analysis:** = Reduces RA disease activity

( Methotrexate j_ ._ AllCV events: RR0.72 (0.57 t0o 0.91) | _ ._ = Promotes cholesterol efflux® ""7

MI: RR 0.81 (0.68 to 0.96) = Improves endothelial function®’

CVA:0.78 (0.40 to 1.50)
CHF: RR 0.80 (0.60 to 1.00)

= Reduces oxidative stress®®

= ~ = Reduces RA disease activity h
[ Combination DMARDs and other]_ ‘_ ?risk . ‘_ = Improves lipid concentrations and
conventional DMARDs (eg, HCQ) Limited study of CV events'0? function—combination DMARD (triple
\ therapy)’QOQQ HCQ100101
o/
) )
| risk Reduces RA disease activity
Meta-analysis:** Improves surrogate markers of CVD103-105
s All CV events: RR0.70 (0.54 to 0.90) Improves pro-atherogenic lipid indices'®®
C TNF inhibitors )— ) \— MI: RR 0.59 (0.36 to 0.97) = = 107
CVA:RR0.57 (0.35t0 0.92) ., Favorable functional lipid alterations®°'%®
CHF: RR 0.75(0.49 to 1.15) Reduces oxidative stress and endothelial
? 1 risk of heart failure®* 112 113 L dysfunction™¢ )

England BR, et al. BMJ. 2018; 361:k1036; Widdifield J, et al. J Rheumatol. 2019; 46(5):467-74

~30%
MELWON
KLvOUVOU



AvTi-TNF koL otedaviaio voooc:
MEeAETEC MAPOATAPNONG

v" H guyvotnta epddaviong sepdpaypdtwy dev avédvel pe touc avil-TNF nmapdayovteg
H cuyvotnta epdavnong 1°¥ EM eAattwvetal (= 60%) oe acBeveig mou anmavrouv ota avil-TNF
CUVYKPLTLKA E TOUG N QTTOVTNTEG

8,670 RA/anti-TNF and 2 170/DMARDs

Incidence rates of verthed first Ml in DMARD-treated and anti-TNF—treated patients

All patients Male patients Female patients
DMARD Anti-THNFo DMARD Anti-TNFo DA RDy Ant-TNFo
(n = 2,170} (n = 85.659) (n = 615) (n = 2.072) {n = 1.555) (n = 6,5587)
Incidence rate ratio, F.eferent 1.44 (0.56-3.67) F.etercnt 0.9 (0.26-3.55) Refterent 207 (0.62-6.88)

multivarinte analysis|

N-:‘lt'lt'ESE'l-:‘lﬂdETF
(n = 1.635)

C espnnde .

- ——

5.877)

" Rate of MIs per LOO0 person-years (45% Cl) 0.4 (5.5-15.0) 35(25-44)

Incidence rate rano by sex, multuvanate analysisy
Male patients Referent
Female patients Referent

031 (0.12-0.81)
(L6 (0.20-1.08

Dixon. ARTHRITIS & RHEUMATISM 2007 56, pp 2905



Mean DAS28-4(ESR) decreased at Month | but remained consistent over time
Remission * was observed in 24.7% of patients with all TOFACITINIB at Month 96

7 -

w RO 6y
I I I

N
]

Mean (+SE) DAS284(ESR)

0 1 I 1 I 1 1 I 1
o) 12 24 36 48 60 72 84 96

*DAS28-ESR<2.6 Months

TOF 5 mg BID

Wollenhaupt J et al. Arthritis Res Ther. 2019 The licensed dose of tofacitinib in RA is 5 mg BID



Survival distribution function

Persistence of Tofacitinib in the Treatment of Rheumatoid Arthritis in Open-Label, Long-Term
Extension Studies up to 9.5 Years

- Tofacitinib 5 mg BID =~ Tofacitinib 10 mg BID - == - Tofacitinib 5 and 10 mg BID C oL
1.00 - N = 1535 N = 3432 N = 4967 —— Monotherapy - = = Combination therapy
e 1.00: N = 1027 N = 1834
0.90 1 0.90
0.80 1 - 0.80 1
1 1= 1
0.70 1 2 0.701
4 E B
0.60 1 5 0.60 1
0.50 2 0.50
- '-Q‘Z) -
0.40 1 T 0.40
- pot, x
0.30 1 :E’ 0.30 1
0.201 ® 0.201
0.10 0.10-
000 - T T T T T T T T T T T T T T T v 000 T v ¥ T T T T T T T T T T T T T T
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 1 0 6 12 18 24 30 36 42. 48 §4 60 66 72 78 84 90 96 102
Persistence (in months) Persistence (in months)

Kaplan-Meier drug survival estimates for all tofacitinib-treated patients (A); patients receiving tofacitinib 5 mg BID monotherapy versus combination therapy (B).
Persistence/drug survival was defined as the difference between the end-of-study date and first tofacitinib dose date + | day. Ongoing patients were censored at the cut-off date (March 2 2017 for ORAL Sequel; April 24
2014 for Study A3921041). LTE completers were censored at the end-of-study date. Data include all patients who entered the LTE. BID = twice daily; LTE = long-term extension.

2-year and 5-year survival rates were 75.5% and 49.4% and similar for patients on monotherapy and combination
therapy with csDMARDs

Pope et al., ACR Open Rheumatology, Vol.l, No.2, April 2019, pp 73-82 The licensed dose of tofacitinib in RA is 5 mg BID



Tofacitinib Safety: ORAL Sequel LTE study for up to 9.5 years (N=4481, PY=16,291)

Combination therapy

, Monotherapy All patients
(with background csDMARD) 0 0
IR (95% CI [n/N]) IR (95% CI [n]) IR (95% CI [n])
Tofacitinib, Tofacitinib, All Tofacitinib, Tofacitinib, All Tofacitinib, Tofacitinib, All

5 mg BID 10 mg BID Tofacitinib 5 mg BID 10 mg BID Tofacitinib 5 mg BID 10 mg BID Tofacitinib
Total Patient-years = = = = = = 4683 11,608 16,291
Death 0.27 0.37 026
IR (Cl 95%) _ _ (0.17, 0.40) = = (0.22,0.59) = = © 19' 0.36)
[n,N] [23/2464] [18/1298] D
gI(E: Leading to Perm 773 5 88 6.78
IR (CI 95%) . . (7.15,8.35) . . (5.21, 6.61) . . (6.39, 7.20)
[n.N] E [656/2464] [279/1298] [1120/4481]
'I\\Iﬂa"sgé‘)ancy & 1.0 0.8 0.9 0.8 0.9 0.9 0.8 0.8 0.8
IR (CI 95%) (0.7,1.5) (0.6,1.0) (0.7,1.1) (0.4,1.4) (0.6,1.3) (0.6,1.2) (0.6,1.1) (0.7,1.0) (0.7,1.0)
[NN] 0 [25/630] [48] [73/2464] [10/305] [31/993] [41/1298] [38/1123] [100/3358] [138/4481]
Composite MACE 0.5 0.5 0.5 0.5 0.2 0.3 0.5 0.4 0.4
IR (Cl 95%) (0.3,0.9) (0.3,0.7) (0.4,0.7) (0.2,1.1) (0.1,0.4) (0.1,0.4) (0.3,0.7) (0.3,0.5) (0.3,0.5)
[n,N] [11/572] [29/1834] [40/2406] [6/289] [6/993] [12/1282] [20/1046] [42/3358] [62/4404]
Serious Infection 1.9 3.0 2.7 2.1 2.3 2.3 " g‘; 2 2.6 2.4
IR (Cl 95%) (1.4, 2.5) (2.6, 3.5) (2.4,3.1) (1.4, 3.0) (1.9,2.9) 1.9,2.7) [9i/i1é3] (2.3,2.9) (2.2,2.6)
[n,N] [46/630] [184/1834] [230/2464] [27/305) [81/993] [81/1298] [304/3358] [395/4481]
Herpes Zoster 2.2 4.1 3.6 24 2.3 24 2.3 3.7 3.4
IR (Cl 95%) (1.7,2.9) (3.6,4.7) (3.2,4.0) (1.6, 3.5) (1.8,2.9) (1.9, 2.8) (2.3,3.3) (3.4,4.1) (3.2,3.7)
[n,N] [52/630] [233/1834] [285/2464] [29/305] [77/993] [106/1298] [120/1123] [406/3358] [526/4481]

Wollenhaupt | et al Arthr Res & Ther 2019




' US CORRONA RA registry: Rates of AEs in RA patients Se
receiving tofacitinib or bDMARDSs-5 years data

@ Tofacitinib # bBDMARDs
Malignancies
. MACE SlEs HZ (excl. NMSC) MMSC Death
= : : 5 .
& : : : :
§ x : ' : :
= : : : :
e W i M
o . . b :
= } : i : :
5 : i | :
] B : : ' :
£ : ] : :
% : } : : { * .
y S .t @
o : ’ : :
r 19 108 90 333 E e i . 28 101 : 34 136 . 27 109
Py 20545 119300 | 28805 11755.9 | 209263 119517 | 3183.6 124610 | 31489 12378.0 ' 32065 12 648.0

Figure 2. Incidence rates (IR=; number of first events/100 patient-years [PY]) of outcomes in the propensity score=trimmed population. IRs
werne based on different definitions of the risk window for outcomes with acute onset (major cardiovascular adverse events [MACE], serious
infection events |SIEs|, and herpes zoster [HZ)) or latent onset (malignancies and death). Tofacitinib inttiators primarily received tofacitinib 5 mg
twice daily. bDMARD, biclogical disease-modifying antirheumatic drug; Cl, confidence interval; NMSC, nonmelancma skin cancer.

bDMARD, biological disease-modifying antirheumatic drug; IR, incidence rate; MACE, major adverse cardiac event; MTX, methotrexate; HZ, herpes zoster, NMSC, non melanoma skin cancer
PS, propensity score; RA, rheumatoid arthritis; SIE, serious infection event. *Includes HZ events

Kremer JM, et al. ACR open rheumatology | |Feb2021: Postapproval Comparative Safety Study of Tofacitinib and Biological Disease-Modifying Antirheumatic Drugs: 5-Year Results
from a United States—-Based Rheumatoid Arthritis Registry
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i OePATIEVTIKOG XAYOPLOOG AVTIHETWTILONS
| D2T RA

- - ~
| Sp:nrf;?;ﬁ; ﬂggsiti if insufficiently efficient
| treatment of RA )
case meets definition of | no _;r take next step following RA
D2T RA? ) | treatment recommendations
l yes
actively reassess RA 1 yes - rediagnose and treat
diagnosis: misdiagnosis? | | adequately
no
assess for comorbidities that:
- mimic arthritis signs & symptoms
3 )- interfere with arthritis assessment
arthritis activity present? 1 no [ do not escalate DMARD- and
(2 ) if in doubt: use ultrasonography therapy

1 yes

treatment nonadherence
o ree nt?

yes

intensify or switch DMARD-therapy

manage comorbidities that limit RA-
treatment options é’)

9 discuss and optimise
treatment adherence
l yes

9@0 increase focus on nonpharmaceological treatments,

-—

including education, exercise and self-management

Nagy G, et al. Ann Rheum Dis 2022,;81:20-33.



[epimtwon acBevoug —mopeia vooou

» 2022

> DAS28 : 4,1 , LKOVOTIOINTLKT QVTOTIOKPLOT) XWPLG TIPOGBOAT] LEYAAWY
apOpwoewv.
o BeAtiwon Aettoupyikotntag, HAQ : 0,5 . AkoAouBel pdypapupa puoikoBepameiag yia

EVOUVALWOT TETPAKEDAAWV.

o Amoucia KopOLoyYELOKOU GUMPBAUATOC.

O 2020-2022 : 2 emeloodla RTl ywpig voonAeia.

»'EAeyyos pAeyuovrc — BeAtimon yAukoipikol mpopi.




TKE

RF

ACPA

WBC

HbAlc

EpyaotnpLlaka

|5 mg/dl 10 mg/dl 12 mg/dl 6 mg/d|
8o mm I wpa 5o 1" wpa 52 1" wpa 43 1M wpa
158

350

14,000/pL 12,000/L 11000/pL 8ooo/uL

8.3 % 7.2% 6.8 %



ZUMUTIEPAC AT

H avootoAn twv JAK ontwg ek paletal amod Tn Xprion Tou
TIPOOPEPEL LA AKOMA AoPAAT] KOl ATTOTEAECMATIKY] OepaTieia ot Peupatoeldon
apOpitida (ko oto dvokolo paoua tg D2T RA).

H ammoteAeopatikotnta oev yavetal oe povobepaneio pe Tofacitinib.

To OEOOUEVA TWV HEAETWV ETIEKTEIVOVTOL KAl OTNV KAONUEPLVT] KALWVIKT TIPpAEN
LECQ aTIO Ta registries pe peyaAo aplBuo acBevwv.

v H tapapovr) ot Beparmeio otnv  8etia e Tov aoBevr] o Udeon 1 LDA eival oto 24% & 46,8 %
avtioTolya.

v"H ouyvotnta avemBuunTwy evepyelwV ival cuyKplolun e OAeG Tig TdEelg Twv bDMARD:.

‘EAgyyog mapayovtwy Kivouvou yia kopdiayystoko cuuBopoto Kot Aotuwées.

O €Aeyyog Tou PAeyLOVWAEOUG (POPTIOU TNG VOTOU TTOPOEVEL O TTOYOG TNG
Jdepameiog uag ( kot otig mepintwoeis D2T RA patients...)

o Emaypunvnon otig nAikies > 65 Twv.



2A2 EYXAPIZTQ)...




