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TTepiypappa opiAiag
e

O¢epameia pe BioAoyikoUC TapdyovTeg
>uoTtdoeic EULAR (2013) / 2017

MeTpNAOIHO!I OEIKTEC «EVEQPYOTNTAC» VOOOU
MeTpnoipol deikTeC OepATEUTIKAC AVTATIOKPIONG
Treat to target

> uoTdoeic ACR (2015)



Aidyvwon véoou

O 2UMPHETPIKA apOpiTida

o Qidnpa HIKPWY TTEPIPEPIKWV

apOpwoewv

o TTpwivA duokapyia > 1 wpa

0 EUkoAn KOTTWON, Kakouxia, amwAegia pdpouc,
KaTtdeAiyn pmopei va mponyouvTal epdopddec n

HAVEG

oMarpoxpdvia vooog



Makpoxpovia sumelpia

NeoTepec e€ehieic
e

TREAT 10
TARGET

KaAUtepn kaTavonon Tng maBoyéveiag The vooou
@éToupe «0TOXOUC» O0Th O¢gpameia Tng PA T2T

XPNOIHOTTIOIOUHE «OEIKTEC» HETPNONEG TNC EVEPYOTNTAC
ThC vOoou

XonhotuotroloUus «OEIKTEC» AVTIKEIUEVIKNC
V"levl‘vlvav vv'l‘lvs WA ¥V lll‘leV'll‘l's

OepATEVUTIKAC avTamokpiong ThG vooou
TTpwiun OepameuTikh Tapéppaon

BioAoyikoi tapdyovTec



OepatmeuTikoi 0TOX0I OTN peupdaTocidn apOpiTida

TREAT = )

TARGET

O TpwTapXIKOC 0TOXOC ThC BOepameiacg eivai n
Hakpoxpovia peATtiwon Thg moiotnTag Tng CWAC
TWV doBevwyv

EmiTuyxdveTai pe:

O Tov EAeyX0 TWV CUUTTTWHATWY

o Tnv TpoAnyn Twy dopikwy PAapwv

o Thv amokdTrdoTaoh TnG AEIToUpYIKOTNTAG

o Tnv emavévraén Twv aoBevwy oThv Koivwvid



Treat RA to Target Initiative

Condition

Characteristics

Treatment Target

Diabetes

Chronic illness

Poorly controlled can lead to serious
complications and disability

Complications often cause serious illness
and premature death.

<7% HbA1c

Hypertension

Chronic illness

Poorly controlled can lead to serious
complications and disability

Complications often cause serious illness
and premature death.

BP: 140/90 (135/80
for diabetes patients)

(LDL)-cholesterol
target of 70 mg/dL to
decrease incidence of
cardiac events

Rheumatoid
Arthritis

Chronic illness

Poorly controlled can lead to serious
complications and disability

Complications often cause serious illness
and premature death.

Remission —

Low disease
activity

Emidpaon oTn pakpoxpovia ékpaon



TREAT 10
TARGET

AcikTeC HETPNONC EVEPYOTNTAC
vooou



DASZ28

Disease Activit

Low

N W
o N

Remission
1V I I D

DAS28 =

0.56 x \ (Tender joint count 28)
+0.28 x\ (Swollen joint count 28)
+0.70 x Ln (ESR)
+ 0.014 x Patient General Health*



DAS28

5.1

Low

N W
o N

Remission
[ RLE~Z~ A A 4N

DAS28 =

0.56 x \ (Tender joint count 28)
+0.28 x\ (Swollen joint count 28)
+0.70 x Ln (ESR)
+ 0.014 x Patient General Health*

Disease Activit

SDAI

Disease Activity
Severe

40

Low

Remission

SDAI =

Tender joint count (0-28)
+ Swollen joint count (0-28)
+ Patient Global* (0-10 cm)
+ Physician Global*(0-10 cm)
+ CRP (mg/dL)



Clinical Measures of RA disease activity |

Patient Function v

Patient Global

# Tender Joint

X X X X
AN NN

v
v
v
v
v
v

L X X X X X

ESR or CRP




The health assessment questionnaire (HAQ)

ZNMEIWOTE TNV ATTAVTNON TTOU TTEPIYPAPEl KAAUTEPQ TNV CUVRON IKavoTnTtd cag KATA THN
NMEPAZMENH EBAOMAAA; (HAQ)

h Xwpic KAMIA Mz MIKPH Me MEIrAAH ANITKANOZX va
M1TOp£IT£ va: SuokoAia (0) SuokoAia (1) SduokoAia(2) TO KGvw (3)
-NTUBeiTe yovog/n, va déoeTe Ta :
KOPdOVIa Oag KAl VO KOUUTTWOEITE; O ] O] O
-—ATTAWOETE KAl va onNkwOEegiTe atrd 1o - 7
KpeRATI; O ] O ]

-2 NKWOETE Eva YENATO QAITIAVI OTO

OoTONA OAG; [ ] O ]
-MepTrarioete oe emmiTredo £dAQOCg; O O [ O
-IMAUveTe Kl oKkoOUTTIOETE TO CWUA Tag; [ O ] ]
-2 KUWYETE yIa va TTAPETE €va poUxXo aATTro

TO TTATWHA; O O ] ]
-AVOIZeTE Kal va KAEIOCETE TIG BpUCEC; (] O O O]
-MTreiTe Kal va Byeite atrd 1O

QUTOKIVNTO; O ] O O

AxoAouBtei Bon@nua yia Tov utroAoyioué Tou HAQ avéAoya Tng cuvoAikiig BaduoAoyiag: 2YNOAO:
. X- av ouvoAo=10 - HAQ=1,25, av ocuvoAo 21—»> HAQ= 2,63

1/0,13 2/0,25 3/0,38 4/0,5 5/0,63 6/0,75 7/0,88 8/1,0 9/1,13 10/1,25 11/1,38 HAQ:
12/1,5 13/1,63 14/1,75 15/1,88 16/2,0 17/2,13 18/2,25 19/2,38 20/2,5 21/2,63

L T W W e A ~ a i o~




Kpoithpia Yeeonc PA

Boolean-based definition
2011 ACR/EULAR

2 € KAO¢e XpoVIKA OTIYUA, TIPETTEI vd
IKAvoTToloUVTdl Td dkoAouBa:
Ap1Ouo6c emwduvwy apBpwoewy < 1
Ap1Ou6¢ o1dnuaTwdwy apbpwoewy < 1
CRP < 1 mg/dl
EkTipnon Tou aoBevouc yia Th véoo < 1
(on 0-10 scale)

AMERICAN COLLEGE

N
N
TR o :
AR OF RHEUMATOLOGY
L =i\ EDUCATION * TREATMEMT » RESEARCH




Treating rheumatoid arthritis to target: 2014 update of
the recommendations of an international task force

Alter-
native
Target”

Adapt therapy
according to
disease activity*

(Consider comorhidities
and other patlent factors)

composite measure

_every 1-3 months

Use a

of disease activity

Adapt therapy
according to
disease activity*

(Consider comorbidities
and ather patient factors)

Low disease

activity

Treat to target

Adapt therapy
if state is lost*

[Consider comorhiditias
and other patient factors)

Sustained

Assess -~

tilqease activity about

every 6 months

Remission

Sustained low

Adapt therapy
if state is lost*

{Consider comarbidities
and other patient factors)

disease activity

*Shared decision

with patient

Smolen JS et al. Ann Rheum Dis 2015



ATIOTEAEOUATIKOTNTA TNC CUOTNHATIKAC
TapakoAouBnong pdaceil Tou DAS TICORA

Single-blind, 18-month, controlled trial, including 110 patients with RA <5 years, randomized to either intensive
management of protocol-based escalation of DMARDs or routine care

A. Evrarixii mapakoAovBnon Tight control
EkTipnon DAS /unva
DAS >2.4 — 1 DMARDs Treat to farget
Sulfasalazine B +MTX+HCQ » Dose escalation
4
Other DMARDs  4u +MTX+CsA @ Oral prednisone

B . Zuvninc mapaxoAouBnon
EkTipnon /3pAvec

TpomoTmoinon aywyng pacel ThG YVWHNG
ToU 1aTpoV

Grigor C, et al. Lancet. 2004



ATIOTEAEOUATIKA N CUCTNUATIKA TTapakoAouBnon
Kdl TpoTroTToingNn TNC aywyng pdoel Tou DAS

- 1]
Treat to Target MeAérn TICORA
6 _

==Routine Group
3 =E-[ntensive Group
4 _
15!
< 3 - \
o] — >
2 - T
‘-\'7 .
1 -
0 I T |
0 3 10 15 20

Grigor C, et al. Lancet. 2004



Proposal for a new nomenclature
of disease-modifying antirheumatic drugs

IR Smolen, '* Désirée van der Heijde,” Klaus P Machold," Daniel Aletaha,’ ]
Robert Landewé®

e FT T T Mm M em e m mm m e m e e e e e e e e e e e e e e e e e e e e = e e e e = = ==

' TuvBeTikd DMARD:S (s) ' BioAoyikd DMARDs (b)
TTapadooiakd 2. ToXEUMéva BioAoyikd (bo) Biosimilar (bs)
ouvOeTIKA (CS) ouvOeTIKA (T5)

smolen JS, et al. Ann Rheum Dis 2013:0:1-3. doi: 10.1136/annrheumdis-2013-204317



Spectrum of RA Treatment

NonBiologic Era

Biologic Era

Leflunomide (1998)

MTX
5S7 Etanercept (1998) Rituximab
HCQ o :
Infliximab Abatacept Golimumab

Gold __________________________________________________________ Cer‘fOI izumqb
D-Pen Biologic Adalimumab Tocilizumab
Cyc-A| o .
AZA clinical Anakinra Biosimilar
CYCL

1990 2000 '01 '03 '05 '06 ‘09 15

Year of FDA Approval



BioAoyikoi TapdyovTec
1

Infliximab Adalimumab  Golimumab Certohzumab Etanercept Abatacept  Tocilizumah

SV Y A V4 %f’ : \ Y 4
N N g & n
Antibod Fusion protein

Humamzed Human protein Humamzed
Pegylated

Chamera Human Human

- Human constant - Mouse wvarishble O Winknisad - o T T

reglon i variable region Variable region

Human variable Human fusien Human constant
Polyethylenglycol

region '- it e probein region like protein




Within the joint

Maormal — + Rheumatoid
joint o arthritis

Bone -
Ioint Osteoclast
Capsule \ Fibroblast
Synovium \ \"' Macrophage
: Dendritic cell

Meutrophil

Cartilage : Iy - Extensive

Synoviocytes Mast cell

Bone

Smolen JS et al Lancet 2016
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PA: OepameuTikOC aAyopiOpoc

Early diagnosis

Immediate treatment initiative

Methotrexate
plus low-dose
glucocorticoid

Upan failure, stratify

With
risk factors present
add any biclogical
agent

risk factors absent
switch to (or add) ancther
csDMARD plus gluco-
corticoids

Upon failure, switch

v

Upon failure: switch to
any other biclogic agent
(evenwithin same class)
plus methotrexate or
to atsDMARD
(+/- methotrexate)

Smolen JS et al Lancet 2016



. P ZuvOeTikd DMARDs
PA: 1" Beparmeutikn ¢paon

Phase | l1

No contraindicationformethotrexate | Clinical diagnosis

of Rheumatoid
Arthritis!

Contramdication for methotrexals

Combine with Start leflunomide
Start methotrexate?® i :ggcr;-trﬁgids or sulfasalazine

Dose
. 2 |reduction in
F;gl:?p?‘ga;;ll' No | at3 months and susiained
E ‘[ targetaté months? | remission

Ann Rheum Dis published online March 6, 2017



PA: AToTuxia 1° DMARD

| Phasell |

Prognostically unfavourable y Progriostically unfavourable
factors present Failure for lack of | factors absent

efficacy andlor
SuEh 35 RFACEA : levely Isease
Seonty: eany o Gancge: finre of 22 csouanps | toxicity in phase | ‘

hange to or add a
second conventional
synthetic DMARD
Leflunomide, sulfasalazine,

methotrexate alone orin

) mhlmﬂnr!'
(ideally withaddtionof
glucocoricoadsas

Add a bDMARD#
(current practice)

or
a Jak-inhibitor® _~

B chieve improvem:sn
at3 monthsand
target at 6 months?

Faiﬁ_:ra-phusa'll: '
go to phase lll _ . :Hn._

at 3 monthsand
target at 6 months?

intervalincreasein
susiained remission

Ann Rheum Dis published online March 6, 2017
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'pocOnkn PioAoyikoU TtapdyovTtd

9. In patients responding insufficiently to MTX andfor other
csDMARD  strategies, with or without glucocorticoids,
bDMARDs (TNF inhibitors, abatacept or tocilizumab, and,
under certain circumstances, rituximab) should be com-
menced with MTX. This point was approved as worded by

and overall safety.''? Therefore the Task Force decided by a
90% majority vote that no preference of one over another
biological agent should be expressed in the 2013 update of
the recommendations. However, the Task Force recognised
that there was still more experience with TNF inhibitors
than with other bDMARDs, and that more safety data from
registries would be desirable for the newer bDMARDs.

biological agent at present. Fourth, when speaking of TNF
inhibitors, the Task Force listed the presently approved
agents, adalimumab, certolizumab pegol, etanercept, goli-
mumab and infliximab, but also decided to mention biosi-
milars under the proviso that they become approved in the
USA and/or Europe; current data suggest that at least one
biosimilar, C1-P13, has a similar efficacy and safety profile

Smolen JS et al. Ann Rheum Dis 2013




‘EAeyxoc Tpo evdplewc Bepateiac
-]

TB Mantoux/Quantiferron
Ro Bwpakoc¢
HBV HBsAg
Anti-HBc
Anti-HBs
HCV Anti-HCV
EupoAiaopoi Fpimtmtn
TTveupovioKoKKOG
Kapdiakn avemdpkela Emi kKAvikWyv evdeiewv
ATIOHUEAIVWTIKA VOOOC >>

NeomAaoieg >>



Buo)\ovmou TTAPdyoOVTEC: ATTOTEAEOUATIKOTNTA

ACR response

ACR response

ALR response

Methotrexate monatherapy

80 -
60
40
204

0

ASPIRE PREMIER TEMPO

B Placebo+continued methotrexate
804
604
404
N I_I_h

Nl == | L

ATTRACT DEO19 ETA+MTX

C Placebo+continued methotrexate
8 1 ACR20

g [ ACRS0
60 = ACRFO

Bl 0AS28<2-6

404
204

s & ¥ >

< o
@L "i:" ¢§$\ @\{;} .<\‘i."'
Q Cg.:i"‘ & b'a

THF inhibitor«methotrexate

80
60
40

20+

ASFIRE PREMIER TEMPO

TNF inhibitor+continued methotrexate

fe

ATTRACT DEO19 ETA+MTX

New biological agent+continued methotrexate

804 - B

60

0=

20

= S © & & &
& &8«

Smolen JS et al. Lancet 2007
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OepameuTIiKh avTamokpion katda EULAR

Switching anti-TNFs

[ Good response O Moderate response B No response
60 -

i
=1
1

42

5

33

27

Patients (%)
Ll
=

20

Pl
[=]
1

-
=

=

First TNF inhibitor Second TNF inhibitor

Navarro F et al. Arthritis Rheum 2006



Research article Open Access
Switching TNF antagonists in patients with chronic arthritis: an

observational study of 488 patients over a four-year period
Juan J Gomez-Reino!, Loreto Carmona? and the BIOBADASER Group?®

Switching anti-TNFs BIOBADASER

1.00

First TNF inhibitor

0.75 —
Second TNF inhibitor
0.50
Third TNF inhibitor
0.25
0
T T T T 1
0 0. 1.0 1.5 2.
5 , 0
Time (years)

Gomez-Reino JJ et al. Arthritis Res Ther 2006



Makpoxpovia eutreipia ue avti-TNFa

ARTIS

100% -
75%
—_ - 55%
50% - - T 50%
38%
25% -
04
T T ! ! T !
0 1 2 3 4 5

Number at Risk (Discontinuations) Observation Years

Etanercept 3892 (823) 2677 (266) 1024 (151) 1446 (94) 1027 (57) 712
— — — Adalimumab 2349 (632) 1462 (169) 1034 (88) 766 (41) 577 (33) 418
-------- Infliximab 2898 (824) 1730 (320) 1110 (157) 791 (74) 587 (53) 415

Drug survival on ETA, ADA, INFL

N=9139 patients (2003-2011)

5 ys follow-up

3782 discontinued Neovius M et al
51% inefficacy, 36% adverse events

. Ann Rheum Dis 2015



Emipiwon ProAoyikwyv

Comparable between agents

efficacy-related drug survival L
but lower of infliximab due adalimomab
to toxicity e
Efficacy-related drug survival
A
0,87
S 067
2
@
E
© 047 p=0.200
Anti-TNF agent
021 i, e
Etanercept +£‘gs;i)“:e“é“ab'
Etanercept-
censored
0,0
I I I I I I
2,0 4,0 6,0 8,0 10,0 12,0

Follow_up_Years

Cum Survival

0,4

0,27

0,07

lyr Syrs
64% 31%
67% 43%
68% 49%

Toxicity-related drug survival

p<0.001

I I I I
2,0 4,0 6,0 8,0 10,0 12,0

Follow_up_Years

Flouri | et al. Semin Arthritis Rheum 2014



Failure on initial TNF inhibitor therapy

Switching Abatacept Rituximab Tocilizumab
between other
TNF inhibitors T cell B cell targeting

costimulation Different

Anti-IL6-R
Different

mechanism of
action

Same mechanism modulator mechanism of
of action Different action
Adalimumab mechanism of
Etanercept action
Infliximab
Certolizumab
Golimumab




PA: Amtotuxia avti-TNFa mapdyovra - 3" pdon

TNF-IR

-]
TuxalomoINUEVEG HEAETEC

40 -
ACRB0 ot 24 weeks
30 - 29%
27%
20%

20 + 18%
10

5% 4% i 4%

I\! +GOL E( +ABA MTX +RTX I\E+TCZ
GO-AFTER ATTAIN REFLEX 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



PA: AmoTuxia 1°v BioAoyikoU

| Phase lli I

Failure for lack of reduction /
efficacy andlor interval increasein
toxicity in phase ll sustained remission’

Change the bDMARD
Replace any first bDMARD by
any other bDMARD
[abatacept ar
IL=B-inhibitor? or
rituximabora
[second) THF-inhibitort]

O use
a Jak-inhibitor®

hieve improv
at 3 monthsand
target at & months?

Ann Rheum Dis published online March 6, 2017



Biosimilars: CT-P13 vs Infliximab
SB4 vs Etanercept

o

Response rate (%)

50 -

100 - 40 - o
90 [ crriz .
80 BN "

2 30 -
70 P
60 — Treatment difference = c
29 (95% Cl:-7%, 10%) _.G-_J.
50 423 106 S 20 -
40 - Treatment difference =
30 - 2 ;[:;5; Cl:-5%, 9%)
10 -
0 - 105/248 102/251 50/248 | 42/251
ACR50 ACR70 0 -

LDAS Remission

Yoo DH et al. Ann Rheum Dis 2013
Emery P et al. Ann Rheum Dis 2015



AopdAcia oth Xophynon PioAoyikwy Ttapayoviwy

Noipwéeic

AvTiIdpdoeic uTtepeuaiobnaiag

NeomAagiec: déppa, Aeppwpara

TTpoaPpoAh KNZ: amopueAivwaon, AeukoeykepaAomtdOeia
OudceTepoTevia

AVETIAPKEIA AVOOOOPAIpIVWYV

Meiwpévn R apyomopnpévn amtdvrnon eppoAiwyv
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@':'k Maintenance, reduction, or withdrawal of etanercept after
treatment with etanercept and methotrexate in patients
with moderate rheumatoid arthritis (PRESERVE):
a randomised controlled trial . thelancet.com Vol 381 March 16, 2013

Josef 5 Smalen, Peter Nash, Patrick Durez, Stephen Hal, Elenallivanova, Fedra razoque-Palazue os, Pedro Miranda, Min-Chan Park, Karel Pavelka,
Ronald Pedersen, Annette Szumski, Constance Hammond, Andrew 5 Koenig, BonnieViahos

OL run-in period DB, randomizedmjaintc"lance period LDA
Randomise pts ETN 50 mg QW + MTX (N = 202) PY 82%
achieving low disease
Moderate RA pts ETN 25 mg QW + MTX (N =202) 79%
ETN 50 QW + MTX °
(N = 900)
MTX N =200
N I | | | | | ||
B | | | | | |
wk1 4 8 12 20 28

o = Completers of phase | with DAS28 <3.2at week 36 | DA: diaTnpeiTai?

and average of < 3.2 from week 12 to week 36
Smolen JS et al. Lancet 2013
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Smolen JS et al. Lancet 2013



PA-TToTe diakomToupEe Th Oepameia;
-]

A0DEVAC HE eyKATEOTNHEVN « A0DeVvAC He eykaTeaTNHEVN

vO0oo Kdl XdunAn evepyoTnTa vOoo Kdl Upeon HTTOpEI
vooou Ba TpéTel va ouvexioel oTadiakd va O1akoyel Tn

Th B¢epameia pe DMARD, TNF Ocpameia pe DMARD, TNF
kal - TNF pioAoyikoug kai - TNF pioAoyikoug
avaoToAcic B tofacitinib avaoToAcic R tofacitinib

Aev diakoTToupE OAEC TIC Bepameiec ouyxpovwcl!

Singh JA et al. Arthritis Rheum 2015



PA: AmoTuxia 1°v BioAoyikoU

| Phase lli I

Failure for lack of
efficacy andlor
toxicity in phase li

reduction /
interval increasein
sustained remission?

Change the bDMARD
Replace any first bDMARD by
any other bDMARD
[abatacept ar
IL=B-inhibitor? or
rituximabora
[second) THF-inhibitort]

O use
a Jak-inhibitor®

hieve improv
at 3 monthsand
target at & months?

Ann Rheum Dis published online March 6, 2017



2 UpTtepdoparda
-]

®appuaka
OepameuTIKOi XEIPIOUOI

2. TPATNYIKA
Oc¢parmeia pye atoxo 12T
MeBoTpeldTn cival To 1° pdppako eKAoYAC

O ouvduaopoc MTX & ProAoyikoc eival do0KiIun Bepameia

AiakoT ProAoyikoU A TpoTroToinon dOoswv givail EQIKTA
yid opioHéVOUC aoBeveic



