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OepameuTtikoi otoxot otn PA

Entaywyn Udeong kat dtatipnon tng o€ Baboc xpovou
— KALWVLKN — AELITOUPYLKN — OKTLVOAOYLKNA

— PBloAoyikeg Oepareieg

Alatripnon pakpoxpoviog UpeonC LETA TNV AMOCUPOH TNC
BloAoylkn¢ Bepareiog
— OLKOVOMLKOL AOyoL

— aodaleila peTd Ao pokpoxpovia xopnynon, KAT.....
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Awakom BloAoyikoU mapayovta - EpwtApata

* Mmnopein Bloloyikr Beparneia va SLOKOTEL;
— EnakoAovOa tng SLakomng
— Enavévapén aywyrg

* ITPATNYLKEG OLAKOTING

* Mapayovteg mou unmopouv va npofAEPouv erttuyn
Slakomn

* TuLylvetal ot omovoéuAoapOpitideg;

o Xpelalopoote odnyiec SLAKOTIAC;



AIAKOIMH BIOAOIKHZ OEPAMNEIAZ
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Study name Disease duration inclusion criteria Patient # Time of
(Study medication) DAS at baseline follow-up

TNF20 IEY LNATY
(IFX) ALQLKOTTH) PETA
OItO OPLOUEVO
XPOVLKO Z0ykplon pe MTX
diaotnua povoOepaneia

| aywyng (6m-1yr)

2 yrs

HIT HARD
(ADA)

Npwiwun PA
OPTIMA (2m -2 yrs)

(ADA) ZUYKPLON LE OUVEXLON
anti-TNF aywyng

BeSt
(IFX) AloKomr) peta

—eeeeeee—— OLTO MAPALOVH
RRR o€ l'Jd)EO"n ylo
(IFX) optouev'o
XPOVLKO
diaotnpa (6m) Awatipnon Udeong
HONOR EyKateCTNHEVN ylo 6m-2yrs
(ADA) PA (>6 yrs)

Sure

PRESERVE
(ETA)




MPQIMH PA



Very Early Treatment With Infliximab in Addition to
Methotrexate in Early, Poor-Prognosis Rheumatoid Arthritis
Reduces Magnetic Resonance Imaging Evidence of
Synovitis and Damage, With Sustained Benefit
After Infliximab Withdrawal

Mark A. Quinn, Philip G. Conaghan, Philip J. O’Connor, Zunaid Karim, Adam Greenstein,
Andrew Brown, Clare Brown, Alexander Fraser, Stephen Jarret, and Paul Emery

Study type:
R — DB-PC trial

Population:
Early RA (<12 m)

DAS28 score
B L P O O =] OB D

ARTHRITIS & RHEUMATISM

WVol. 52, Mo, 1, Jaowary 2005, pp 27-35

DT 1001002 /art 20712

@ 20035, American College of Rheumatology

TNF20

No significant difference
in radiographic outcomes

HAQ score

=
1

Time (weeks)

78 104

—_.__'__'____—-—'—_'__-.—_.H\_\_

54 62 78 104
Time (weeks)



NMPQIMH PA
Ertaywyn vpeonc pue MTX vs TNFi



Induction therapy with adalimumab plus

methotrexate for 24 weeks followed by methotrexate

monotherapy up to week 48 versus methotrexate

therapy alone for DMARD-naive patients with - 29044
early rheumatoid arthritis: HIT HARD, an Ann Rheum Dis 2013,72:844-850.
investigator-initiated study

Jacqueline Detert,’ Hans Bastian," Joachim Listing,? Anja WeiR,?

Study type:
‘ Induction group: 87 pts

HITHARD Radiographic progression

DS 28 Ransssdan (%)

T T T T T T T T T

D 10 20 30 40 50 60 70 80 90 100
Cumulative Probability %
Group ADA/MTX (n=87) A A A PBO/MTX (n=85)

Change in Total Sharp vdHeijde Score

Group

HIT HARD

Z0ykplon pe MTX

povoOeparneia

B BN BB B N

1ARD - HAQ

until week 48

rolled

MTX alone

Week
ADAMTX (n=87)

PEO/MTX (n=85)




NMPQIMH PA
2uykpion pe ouvveyion TNFi aywyncg



OPTIMA
Withdrawal of Adalimumab in Early Rheumatoid Arthritis

Patients Who Attained Low Disease Activity With O PTI M A
Adalimumab Plus Methotrexate: Results of a Phase 4,

Double-blind, Placebo-controlled Trial

A Kavanaugh', P Emery?, R Fleischmann?, RF van Vollenhoven?, K Pavelka®,
P Durez®, B Guerette’, $ Santra’, L Redden’, H Kupper?, and JS Smolen?

ZUYKPLON LE OUVEXLON

Presented at Rheumnatology 2012, 1-3 May 2012, Glasgow, United Kingdom a nt i 'T N F av wvr'l q

OPTIMA
Radiographic Changes: Baseline Through 78 Weeks

—+— BDA+MTXE(R] -PBO+MTX =i ADA+MTX(R) -ADA+MTX

1.5 - —
AL
|
2
1.0 -
E
=]
=
%ﬂ.ﬁ -
_ —1 Radiographic progression
_'_'_'_,—I—'_* p—— = t _‘
0.0 -4 ' v -— (AmTSS) comparable
0 26 52
Weeks
PEOQ, n: 102 102 38 b= il

aDa. m: 105 104 12 1oz
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JUykpion Stawopwv FEPAMEUTIKWY CXNUATWYV -
Awatipnon vpeoncg



Four Different Treatment Strategies in Patients With
Early Rheumatoid Arthritis (the BeSt Study)
Y. P. M. Gockoop-Ruierman." . K. de Vries-Bownsra’ C. F. Allaart' D. van Zeben,!

ARTHRITIS & RHEUMATISM
Vol. 52, No. 11, November 2005, pp 3381-3390

Clinical and Radiographic Outcomes of —‘

Infliximab and Methotrexate as Induction Therapy in
Patients With Early Rheumatoid Arthritis
A. E. van der Bijl." Y. P. M. Goekoop-Ruiterman,' J. K. de Vries-Bouwstra,” 8. ten Wolde|*
K. H. Han* M. V. van Krugten,® C. F. Allaart,' F. C. Breedveld,' and B. A, C. Dijkmans

ARTHRITIS & RHEUMATISM
Vol. 56, No. 7, July 2007, pp 2120-2134

Drug-free remission, functioﬁihg and rédiogra‘phic" ‘
damage after 4 years of response-driven treatment in
patients with recent-onset rheumatoid arthritis

S M van der Kooil." ¥ P M Goekoop-Ruiterman.' J K de Vries-Bouwstra,” M Giller-

Ann Rheum Dis 2009,68:914-921.

Primary outcomes during 4 years follow-up

BeSt

Study type: Table 1
R -DB-PC

Step-up Initial L Initial
Sequential combination combination with combination
Population: monotherapy therapy prednisone with infliximah
“Early RA (<2yr {group1) {group 2) {group 3) {group 4) p Value
*DAS28: 4.1 Mean (50) improvement in health
assessment questionnaire
compared with baseline
3 Years 0.8 {0.7) 0.7 (0.7) 0.8 (0.8) 09 1(0.7) 0.66
ars 0.8 (0.6) 0.7 (0.8) 0.8 (0.8) 0.8 (0.8) 0.64
rogression of Sharp/van der
Heijde score from baseline to
4 years follow-up
Total score
Mean (SD) 11.7 (17.3) 9.7 (12.8) 6.7 (9.6) 54 19.2)
Median (IOR) 5.0 ({1.0-15.8) 55(1.0-13.8 3.0 (1.0-15) 25 (05-6.5)
Erosion score
Mean (SD) 6.0 (8.8) 5.7 (6.8) 3.0 (4.1) 301(5.2)
| Median (IOR) / 3.0 {0.5-8.5) 35(05-10.00 2.0 (05-35) 15 (05-4.0)
"~ Narrowing score —
Mean (SD) 5.7 (10.0) 4.0 (7.0) 3.1 16.7) 24 146)
| Ann fiheum Dis 2011;70:31 Median (IOR) 1.8 (0.0-7.0) 1.0 (0.0-4.5) 1.0 (0.0-39) 1.0 (0.0-25) 0.17
Discontinuing treatment in patients with rheumatoid fotal COSt OT WOrK'10SS Cost Tty Andlss o Treament Saleges n
:;t;(/'i':;';;‘:Tftfﬁgeéjeg't'"s'fjé;em'ss'°”- exploratory 19% drug free and medical expenses | | "t
N B Klarenbesk,' S M van der Kooij,' M Giller-Yiiksel," J H L M van Groenendasl 2 remission reduced
KH Han,? P J S M Kerstens,* T W J Huizinga,' B A C Dijkmans,*® C F Allaart’
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Discontinuation of infliximab after attaining low
disease activity in patients with rheumatoid arthritis:
RRR (remission induction by Remicade in RA) study

Y Tanaka,' T Takeuchi,? T Mimori,® K Saito," M Nawata,' H Kameda,* T Nojima,?
N Miyasaka,® T Koike®; for the RRR study investigators

Ann Rheum Dis 2010;69:1286-1291

Study type:

DAS2:<3.2 for >6m
102 pts

Yearly progression of mTSS (ATSS)

Observational

remained <0.5 in 67% of pts
A\ 4

>1yr

v v
| HAQ stable I

55% of patients
sustained response
(DAS28<3.2)

Primary endpoints: v
56 patients (55%) kept DAS28 < 3.2
for 1 year after discontinuing IFX .
‘ 43% of patients
Low disease activ sustained remission
j (2.6< DAS28 <3.2):
‘ n=12 (12%) (DAS28<2.6)




Discontinuation of infliximab after attaining low
disease activity in patients with rheumatoid arthritis:
RRR (remission induction by Remicade in RA) study

Y Tanaka,! T Takeuchi,2 T Mimori, K Saito,' M Nawata,' H Kameda,* T Nojima,?
N Miyasaka,® T Koike®; for the RRR study investigators

Ann Rheum Dis 2010;69:1286-1291

Table 2 Radiographic indicators and baseline disease characteristics

of mTSS <0.5 (%)

RRR-achieved RRR-failed p (probability
(N=33) (N=16) >y?
Baseline
Disease duration 4.7 (0.5-14.0) 8.6 (0.5-25.0) 0.0280
(vears]
DAS28 (ESR) score 5.5 (1.9-7.6) 5.7 (4.2-6.8) 0.6976
HAQ-DI 1.0 (0.0-2.3) 1.1 (0.0-1.8) 0.6271
mTSS 1 46.9(1.0-216.5)  97.2(6.0-314.0)  0.0207 [P OYVWGTLKOL TP AYOVTEC
Bone erosion score 23.7(0.0-127.5) 55.5 (1.5-192.5) 001149 . .
Joint space 23.2 (1.0-89.0) 41.6 (45-1215)  0.0621 Starnpnong vpeong
narrowing score ’ : :
Yearly progression 13.1 (0.8-51.3) 15.0 (1.047.8) 0.5794 *MwkpOTEPN SLAPKELA VOGOU
FIH:If “"HISS *Alyotepeg SOMKEG BAABEC KaTd TNV Evapén
-entry ’ ’ . .
Yearly progression  1.0(~29t010.5)  0.7(-2.0t067)  0.5788 *ApyOTePOG PUBUOG 0OTIKNG KATAGTPODNG
of mTSS
Primary end point
Yearly progression 0.3 ({—3.6 to 8.5) 1.6{-3.6t07.0) 0.1087
of mTSS
Median of yearly 0.0 1.5 -
progression of
mTSS
Yearly progression 67 44 0.2161




Discontinuation of adalimumab after attaining disease activity score
28-erythrocyte sedimentation rate remission in patients with rheumatoid arthritis
(HONOR study): an observational study

Arthritis Research & Therapy 2013, 15:R135  doi:10.1186/ard4315 H 0 N O R

Study type:
Observational

Population:
*Longstanding RA (7.1yrs)
*DAS28: 5.1

MV analysis:
Low DAS:2s at study entry: predictor for remission

at 6 m after the discontinuation of ADA

DAS28<2.6
X 6m

ROC analysis:
Cut-off point affecting study achievement : DAS2s:

1.9 suggesting ‘deep remission’ is required for
successful discontinuation

m 22 (73%) LDA ’ 17 pts (57%) remission
(DAS28<3.2) (DAS28<2.6)

Structural
remission

N 10 pts remission

7 pts flare

100%

71%




Maintenance, reduction, or withdrawal of etanercept after

treatment with etanercept and methotrexate in patients The Lancet, Volume 381, Issue 9870 Pages 918 -

with moderate rheumatoid arthritis (PRESERVE): 929, 16 March 2013
arandomised controlled trial P R ES E Rv E

Josef S Smolen, Peter Mash, Patrick Durez Stephen Hall, Elenallivanova, Fedralrazoque-Palazuelos, PedroMiranda, Min-Chan Park, Karel Pavefka,
Ronald Pedersen, Annette Szumski, Constance Hammond, Andrew 5 Koenig, BonnieVlahos

Study type:
R - DB-PC trial Sustained

’> LDA 82%

Population: ETA

25mg/wk+
Moderate RA LAY 36 wis (9m) WEEEN 52 wis (13m) IRRED
DAS28 >3:2 and <5-1 202 pts

# of patients: ’> LDA 42%
640
A A . -
5 —® 50 mg etanercept plus methotrexate LDA 100  —@— 50 mg etanercept plus methotresats Rem'ss.on
—&— 25 mg etanercept plus methotrexate —— 2T g etanercept plus methotrexate
F3 —+— Placeho plus methotrexate —4— Placebo plus methotrexate
5\ 5 w0
g \ 8
(=]
£ & A £
R L\L Low disease activity TR
s £
5 2 2 404
: 5
= (]
[%)
DAS28 c 20
2 /
- !
l ™ l""
0 S o
<3
§ % 24 32 4 4 56 64 72 s gy > o 8



AIAKOIMH BIOAOIKHZ OEPAMNEIAZ

Non-TNFi mapayovtec



Abstract#: 1289 ACR
Abatacept Biologic-Free Remission Study in

Established Rheumatoid Arthritis Patients 0 R l o N

Orion Study, Tsutomu Takeuchi

Abatacept

Study type: DAS28-CRP < 2.3

Prospective
observational

Population:
Disease duration>6yrs

Remission
35.3%

Remission
52.9%

# of patients:
51

Non radiographic Sustained functional

progression remission (HAQ-DI)
(TSS<0.5) 52.9% and 70.6% (0.68 and 0.56)




Sustained Clinical Remission and Rate of Relapse

After Tocilizumab Withdrawal in Patients with
Rheumatoid Arthritis O PT' O N

Aguilar-Lozano L, ] Rheumatol. 2013 Jun 1
Tocilizumab extension Phase il

Study type:
Open label
extension

DAS28 < 2.6
Population:
Disease duration>14yrs 1
# of patients:
46

; Remission 15 vr | Remission
y 44% Y 38%

DREAM

Population: DAS2s < 1.5
Disease duration 7.8yrs . LDA: 13.4%
(DAS28< 3.2)
4 yrs 1yr

# of patients:
187

Remission: 9.1%
(DAS28 < 2.6)




AIAKOIMNH BIOAOTKHZ OEPANEIA2

Atatnpnon JEpPAMEUTIKOU AITOTEAECUATOC



Inhibition of
structural damage
(AmTSS)

Study name Disease duration Inclusion criteria Remission Functional stability
¥ DAS at baseline (HAQ)

Aakori . . .

HETA and S *JUyKpiloLun evepyotnta

OpLOLEVOD HovoBepaneia RY y A y

Y POVIKS TLEPOXN OTNV AVOLGTOAN TNG
HIT HARD SLéoTua OLKTLVOAOYLKNG EEEALENC
L aywyng

(6m-1yr) .
ZUYKPLON HE
cuvexion anti-TNF
OPTIMA aywyrg
(ADA)

MNpwiun PA
(2 m=2yrs)

*Mikpec SLadopec umEp
BloAoyikoU Tapayovta

*Napoporla aktivoAoyikn eEEALEN

Awakomn
META amo
mapapovi
oe Udeon
ywa
OPLOHEVO . ,
XPOVLKG Awatipnon Vgeong

Siaotnpa yla 6m-2yrs 2/3 LDA
(6m) 1/2 remission

Eykateotnuévn PA
(>6 yrs)

PRESERVE
(ETA)




AIAKOIMH BIOAOlNKHZ OEPANEIA2

Mpoyvwaotikoi mapayovtes dtatnpnong Upeons
Ertaveévapén aywync¢ o€ nePINTwon UNOTPOni¢



MPOoYVWOTLKOL TAPAYOVTEC EMLTUXNHEVNG

Sdtakomn¢ tnc BloAoylkng Oepameiog

XapoKTnpLoTIKA 0lcIEVWV
IDAS — HAQ — mTss

Ospancia
Mpwipn — eMOETIKNA

Ixyeblaouoc diakomnng:
MponynBeioa napapovn o «Babela» vdpeon
(DAS <2.4) yiat > 6 HAVEC

Ertituxnc oe > 85% twv a.cBevwv




2MONAYANOAPOPITIAEZ
Awakorntn TNFi — dtatnpnon upeonc



Research article

Clinical response to discontinuation of anti-TNF therapy in
patients with ankylosing spondylitis after 3 years of continuous Arthritis Research & Therapy 2005, T:R439-R444

treatment with infliximab
Xenofon Baraliakos?, Joachim Listing?, Jan Brandt?, Martin Rudwaleit3, Joachim Sieper? and
Juergen Braun!

(a)

100%

80% -

MoocooTta UNMOTPOTIAG LETA TN
6wakomn tou TNFi o€ AZ

B0% -]

20% oo [

0% T T T T T T T
0 6 12 18 24 30 36 42 48

time to relapse (weeks)
'— pts. not In remission = pts. in remission |

Conclusion
Therapy with infliximab has definite long-term clinical effi-

cacy and safety in patients with AS. Patients who discon-
tinue therapy are likely to have a clinical relapse within
several weeks to months. Therefore, continuous therapy
seems to be necessary for most patients with AS. Impor-
tantly, however, we found that retreatment is safe and the
clinical efficacy is as good as that before discontinuation.




Review

Can we reduce the dosage of biologics in spondyloarthritis? Autoimmunity Reviews 12 (2013) 691-693

lznazio Olivieri ¥, Salvatore D'Angelo *P, Angela Padula ?, Pietro Leccese 2, Angelo Nigro 2, Carlo Palazzi 2

Take-home messages

* In axial SpA, which includes AS and nr-axSpA, it is not usually pos-
sible to discontinue anti-TNF therapy. However, a reduction of the
dosage can often be attained.

* In peripheral SpA with prevalent entheseal involvement, anti-TNF
agents can be used for a short period of time till remission has
been achieved.

* In PsA, a reduction of the dosage of TNF blockers can often be
achieved. In addition, in some patients the drug can be discontinued
and the end of therapy is followed by drug-free remission.




EXTENDED REPORT
Maintenance of biologic-free remission with

naproxen or no treatment in patients with early, .

active axial spondyloarthritis: results from a Ann Rheum Dis 2013,00:1-6. l N FAST 2
6-month, randomised, open-label follow-up study,

INFAST Part 2

J Sieper," J Lenaerts,> J Wollenhaupt,> M Rudwaleit,” V | Mazurov,*
L Myasou‘cova,5 S Park,® Y Sv:)ng,7 R Yao,® D Chitkara,® N Vastesaeger,9
on Behalf of All INFAST Investigators

A e BASDAI B 5 a
ASDAS-C
9.0 -
7.0
80 -
H 60
g 70
e 61 62 § 504 B NPX during follow-up (N=40)
9 60 & NPX during follow-up (N=40) g (IFX+NPX or PBO+NPX to Wk 28)
= s0d (IFX+NPX or PBO+NPX to Wk 28) J 40 370 38 )
g : & 1 No treatment during follow-up (N=40)
o [ No treatment during follow-up (N=40) < (IFX+NPX or PBO+NPX to Wk 28)
= 40
Stud y type: < (IFX+NPX or PBO-+NPX to Wk 28) 2
g 30+
BD-R-C 2
@ 20 17 16 18 17
: 12 11 o 1 14 12 1.2
Bl o I N sl |
i [
Baseline ~ Wk 6 Wk18 Wk28 Wk34 Wk40 Wk46  Wk52 Baseline  Wk6 Wk18  Wk28 Wk34 Wk40 Wk46  Wk52
1 Treatment Phase . Follow-up Phase s \ Treatment Phase ) Tl Follow-up Phase® | 3 AS D Al 1 . 2
o . )
Po p u I ation: Second Randomisation Second Randomisation
biologic-naive C D
. . 6.0 - 100 -
patients with CRP i BASFI 3ASDAI 1.7
. 5.0
early, active, 80
c 7.0
mOderate'tO' g 4.0 - @ NPX during follow-up (N=40) = o I NPX during follow-up (N=40)
- = (IFX+NPX or PBO-+NPX to Wk 28) g o (IFX+NPX or PBO+NPX to Wk 28)
severe axial SpAREERM , E (a3 ‘
> % [ No treatment during follow-up (N=40) e [ No treatment during follow-up (N=40)
E (IFX+NPX or PBO+NPX to Wk 28) 3 40 (IFX+NPX or PBO+NPX to Wk 28)
g 173 l 1

Similar rates of partial remission whether
they received NPX or no treatment during
6-months of follow-up

Baseline ~Wk6  Wk18 Wk28 Wk34 Wkd40 Wkde

L Treatment Phase )L Follow-up Phase*

Second Randomisation




Awakomn BltoAoyikne Beparmeiog

o€ PA - 2MA: Zuunepaopato

H dtakomn tn¢ Oepamneiag e BloAoyLkoUc TaPAYOVTEC LLE
Hokpoxpovia dlatripnon tn Vdeonc amoteAel Tov VEo
OePaTMEVTIKO GTOXO VLo AOYOUC KUPLWC OLKOVOULKOUC OtAAGL Kall
aodaleiog.

H napapovi o€ UPeon N o€ YaNAR EVEPYOTNTA VOOOU EKTOC
BloAoylknc Bepareiag eivol ePLKTA 0 EVA GNHAVTIKO aplOuo
aoBevwv.

H emavévapén tnc floloylkng Beparmeiag og mepimtwon
UTTOTPOTIAG, VAl YEVIKA EPLKTA KL EMITUXAC.



Awakomn BltoAoyikne Beparmeiog

o€ PA - 2MA: Zuunepaopato

[ Ztn pevpatoeldn apBpitda n exfaon tng drakomng eival smtuxﬁq\
O O€ MPWLKN VOGO

HE arouoia 1 eAaxLotes SoULKES PAABEC Kal AELTOUPYLKN EKTTTWON
o otav n évapén tnc BLoAoylkng Beparmeiag eival Apeon
o o€ éuatipnon Vdeonc LaKPoXPOvLA TIPO TNG OLALKOTINC TOU

\\ BloAoylkoU mopayovta /
\

a 2T omovOuloapBpitidec,

O N MPWLKN VOOOC
o nypnAyopn évapén tng BloAoyikng Bepareiag,

kKaBlotouv bkt TN dtakomA NS aywyng Kot tn dtatipnon vdeong,
\_ TouAdyLotov BpaxumpoBeopa -/




Epwtipata — npoBAnpatiopot

yla To pEAAoV

[epa arto TIC UEAETEC:
AoOeveic otnVv KAONUEPLVA MPAKTLKNA

e JuvnBwc eykateoTNUEVN artd eTwv PA - ZMA e vPnlouc deikteg
EVEPYOTNTOC KOLL XPOVLOTNTOLG

* Nadoo ypriyopa Oa mepvoloape os Blodoyikn Bepareia;

* Oa dlaKklvbuveUape VEXL UTTOTPOTA;

* NAdoo oteva pmopou e va mapakoAouvBoU e touc acBbeveic poag
yla va eTieBalwoou e Tn pakpoxpovia vdeon;

o Aedopéva amo TIC LEAETEC yla < 2€TN MApaKoAoUONoNG LETA TN
Sdlakomn — Tl yivetal og BaBog xpovou;



Epwtipata — npoBAnpatiopot

yla To pEAAoV

e 0bnylec xpNnonc BLoAOYLKWYV TOPAYOVIWV: UTTOPOULLE
va tapepBoupe otnv e€€ALEN TNG vOoOU;

Ospanceia PA - ZMNA: «ntapdBupo sukatpiac»
v Apeon évapén BLoloyiknc Bepamneiac os mpwien vooo
v Entiteuén Udeonc kat Statipnon Tn¢ yo 6 HAVEC — 1 €to¢

v Atokor BLoAoyiknc Beparmeiac kat dStatipnon UheoNC LE pn
BloAoyikad DMARDs

v'Itevn mopakoholOnon tng vooou

v Emavevopén aywync ML UTIOTPOTTC







