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ASAS/EULAR Recommendations for the
Management of Ankylosing Spondylitis

_ NSAIDs
Education,
exercise,
physical Axial Peripheral
therapy, disease disease
rehabilitation,
pat_ler.lt Sulfasalazine
associations,
self help Local corticosteroids
groups

Zochling J et al. Ann Rheum Dis 2006;65:442-52 (with permission) Aﬂs



When Should Treatment with TNFo-Blockers
Be Continued/Discontinued in Patients with AS?

Improvement should be seen
in the first 6-12 weeks of treatment

l

BASDAI improvement 2 50%
or plus
BASDAI improvement 2 2 (0-10)

Positive
expert opinion

Braun J et al. Ann Rheum Dis 2006;65:316-20 A5A.5



ASAS/EULAR Recommendations for the
Management of Ankylosing Spondylitis (5/5)

8. There is no evidence for the usefulness of DMARDSs, including
sulfasalazine and methotrexate, to treat axial disease.
Sulfasalazine may be considered in patients with peripheral arthritis.

9. Anti-TNF therapy should be given to patients with persistently high
disease activity and failure of other treatments according to the
ASAS recommendations.

There is no evidence for an obligatory use of DMARDSs prior to or
concomitant with anti-TNF therapy in patients with axial disease.

10. Joint replacement has to be considered in patients with radiographic
evidence of advanced hip involvement who have refractory pain and
disability, even in young patients.

Spinal surgery is useful in selected patients.

Zochling J et al. Ann Rheum Dis 2006;65:442-52 (with permission) Aﬂs
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Tahle I. Efficacy outcomes at week 16 in patients treated with etanercept or sulfasalazine™®

Etanercept Sulfasalazine
(n = 379} (n = 187) Treatment differences P
BASMI, mm on VAS 278 (2.56, 3.01) 321 (2.87, 3.55) —0.64 (—0.87, 0.40) =0.0001
BASFI, mm on VAS 28.72(26.14, 31.29) 3035 (35.56, 43.14) — 1070 ([ —14.43, —6.97) =0.0001
Physician’s global assessment of disease activity, 2231 (20,37, 24.26) 3456 (31.20, 37.91) —12.30 (—15.80, —8.80) =20.0007
mm on VAS
Patient’s global assessment of disease activity, 20.57(27.01, 32.13) 4487 (40.88, 48.85) —15.18 (—19.57, —10.79) =0.0001
mm on VAS
Back pain, mm on VAS
Total 28.00 (25.38, 30.61) 41.91 (37.87, 45.96) —14.57(—-19.01, —10.12) =20.0001
Mocturnal 2542 (2281, 28.04) 41.19(37.17, 45.21) — 1588 (—20.40, —11.35) =0.0001
Spinal mobility on modified Schober test, cm 4.38 (4.14, 4.62) 4.05(3.73, 438 0.45(0.17,0.73) 0.0018
Tender joint count (baseline =0) 311 (2.35, 3.88) 4.26 (2. ’.-’1, 5.81) —1.31 (=240, —0.22) 0.0187
Swollen joint count (baseline =) 1.33 (0.82, 1.85) 282 (0.98, 4.66) —1.44 [—2.]’9, —0.09) 0.0371
CRP, mg/liter 6.42 (5.39, 744 13.858 (11. 49 16.28) — 786 (—9.54, —5.89) =20.0001
Patient’s global assessment of peripheral joint 23.89 (20.75, 27.03) 35.59 (30,37, 40.81) — 1382 (—19.13, —8.50) =20.0001

arthritis, mm on VASE

Braun, A&R, 2011
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Primary Endpoint: Proportion of Subjects
Who Achieved ASAS 20 at Week 16

Mean BASDAI

-

-~ Etanercept (n=379) -B- Sulfasalazine (n=187)"
Weeks

=_r Etanercept (n=378) B Sulfasalazine (0=187)"

Braun, A&P, 2011



EPQTHMATA

Eival Tio atroteAeopaTIKN N BepaTreia o€
ao0eveic ue MIKPOTEPN OIAPKEIQ VOOOU?

Eival TTio atroTeAeopaTIKA N BEpaTreia o€
a00EVEIG HE MN AKTIVOAOYIKI OEOVIKN TTPOCTBOAN
o€ OXEON ME EYKATECTNMEVN AX?

Mtropei va diakoTrei n Oepatreia pe aTNF av ol
O0OEVEIC AVTIMETWTTIOTOUV VWPITEPA?

MTropé€i n akKTIVOAOYIKN £EEAIEN VO OTAMATOEI )
va eTIRpaduvOei pe TTPWINOTEPN BepaTTEia?



Eival Tio atroTeAsouATIKN N BgpaTtreia o€
ao0eveic pE MIKPOTEPN OIAPKEIO VOOOU ?

AEIKTEZ KAAHZ ANTAMNOKPIZHX

* Mikpn O1dpkeia vooou (<10 y)
— AoOeveig og ETA (n=69) i} INF (n=30)

Rudwaleit, ARD, 2008

— ? <6y og aoBeveic pe INF

 YynAn CRP
 NeapoTepn nAikia

Haibel, Curr Opin Rheumatol, 2010



Predictive Value of a Combination of Parameters
Indicating BASDAI 50 Response to Anti-TNFo-Therapy
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Rudwaleit M et al. Ann Rheum Dis 2008;67:1276-81(with permission) Aﬂs



Table 1 Basalne dmcal, demographic and MRI charactanstics of patiants with MBI of the spina, sacroilac
(S} ponts or of both sites
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EPQTHMATA

Eival TiIo atroteAeouATIKNA N OgpaTreia o€
ao0eveic pE MIKPOTEPN OIAPKEIO VOOOU?

Eival Tio atroteAeouaTIKA N BgpaTreia o€
ao0€evEIG HE NN OKTIVOAOYIKK agOoVIKA TTPOCROAR
O€ OXEON ME EYKATECTNMEVN AZ?

Mtropei va diakoTrei n Oepatreia pe aTNF av ol
O0OEVEIC AVTIMETWTTIOTOUV VWPITEPA?

MTropé€i n akKTIVOAOYIKN £EEAIEN VO OTAMATOEI )
va eTTIBPadUVOEi pe TTPWINOTEPN BEpaTTEia?



Mean BASDAI

Mean BASFI

—~e—P

~- .. N=24

Placebo-controlled phase

lacebo —¢— Adalimumab

Open-label extension

~-+—Pl

Placebo-controlled phase

Weeks

acebo —¢— Adalimumab

Open-label extension

52
Weeoks

Haibel, A&R, 2008
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Haibel, A&R, 2008



[] Baseline M Week 52

10 -

6.1

4.6

Mean value
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ASAS40 Responder ASAS40 Non-  ASAS40 Responder ASAS40 Non-
responder responder

BASDAI BASFI

ASAS40 responders n=23
ASAS40 nonresponders n=23 Haibel, A&R, 2008



Table 3. Summary of subgroup analyses for BASDAI 50 and ASAS40 responders at week 52* 45 C(O'BSVSig

BASDALI 50 responders at week 52 ASAS40 responders at week 52

No. of
Baseline characteristic patients No. (%) of patients P No. (%) of patients P
HLA-B27
Positive 31 20 (64.5) 0.11 17 (54.8) 0.53
Negative 14 5 (35.7) 6 (42.9)
MRIT
Positive 29 17 (58.6) 0.76 16 (55.2) 0.75
Negative 15 8 (53.3) 7 (46.7)
HLA-B27 and MRI¥
B27 positive, MRI negative 15 8(53.3) 7(46.7)
B27 negative, MRI positive 13 5 (38.5) 0.13 6(46.2) 0.59
B27 positive and MRI positive 16 12 (75.0) 10 (62.5)
Sex
Male 20 13 (65.0) 0.37 11 (55.0) 0.77
Female 25 12 (48.0) 12 (48.0)
CRP
=6 mg/liter 17 14 (82.4) 0.006 13(76.5) 0.013
=6 my/liter 28 11 (39.3) 10 (35.7)
Disease duration
<3 years 15 12 (80.0) 11(73.3)
4-10 vears 23 12 (52.2) 0.014 12 (52.2) 0.006
=10 years 7 1(14.3) 0(0)
.-"h.ga =t ci‘nH:r it r':r
<30 years 15 13 (86.7) 12 (80.0)
31-40 vyears 18 10 (55.6) 0.001 9(50.0) 0.005
=40 years 12 2 (16.7) 2(16.7)

Haibel, A&R, 2008




Clinical and Imaging Efficacy of Infliximab in
HLA-B27-Positive Patients With Magnetic
Resonance Imaging—Determined Early Sacroiliitis

n=40
Mean duration of back pain, months 13.4 17.2

Tahle 3. Results of clinical and functional assessments at week 16%

Placebo Infliximab

(n = 20) (n = 20) P
BASDAI score, mean * SD —0.75 = 2.42 —3.41 = 2.53 0.002
BASFI score, mean + 5D —0.47 = 2.25 =270 = 2.36 0.004
C-reactive protein, mg/liter —1.5(—6.6,0.5) —4.0 (—10.0, 0.0) 0.702
HAQ disability index score —0.13 (—0.38, 0.00) —0.44 (—0.93, —0.13) 0.065
Chest expansion 0.000 (—1.000, 1.500) 1.000 {(0.000, 1.875) 0.095
Lumbar flexion, cm 0.00 (—0.50, 1.00) 0.50 (0.00, 1.00) 0.270
ASQoL score —1.00 (—4.50, 0.75) —6.18 (—10.00, —2.25) 0.007
ASAS40 response, no./no. tested (%) 3/17 (17.6) 11/18 (61.1) 0.009
ASAS5/6 response, no./no. tested (%) 2/15 (13.3) B/18 (44.4) 0.053
ASAS partial remission, no./no. tested (%) 2/16 (12.5) 10/18 (55.6) 0.009

Barkham, A&R, 2009



Barkham, A&R, 2009
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ERSouada 0 ERBSouada 12

Sieper, Arthritis Rheum, 2008



Table 1. Working definition of inflammatory back pain, according to
the criteria described by Calin et al (ref. 10)*

Question/response Points

Age at onset of back discomfort, years

=40 0

=240 1
Onset

Insidious 1

Mot insidious 0
Persistence of back discomfort, months

=3 0

=3 1
Associated with morning stiffness

No 0

Yes 1
Response to exercise

Improves 1

No improvement 0

* A score of =4 indicates the presence of inflammatory back pain.

Calin, JAMA, 1977



EPQTHMATA

Eival Tio atroteAeopaTIKA N BepaTreia o€
ao0eveig He MIKPOTEPN OIAPKEIO VOOOU?

Eival TTio atroTeAeopaTIKA N BEpaTreia o€
a00EVEIG HE MN AKTIVOAOYIKI OEOVIKN TTPOCTBOAN
o€ OXEON ME EYKATECTNMEVN AX?

MTropei va diakoTtrei n Ogpatreia pe aTNF av ol
AC0EVEIC AVTINETWTTIOTOUV VWPITEPO?

MTropé€i n akKTIVOAOYIKN £EEAIEN VO OTAMATOEI )
va eTIRpaduvOei pe TTPWINOTEPN BepaTTEia?



MTropei va diakoTrei n Ogpatreia pe aTNF
oV Ol ACOEVEIC AVTIMETWTTIOCTOUV VWPITEPA?

O¢paTtreia pe INFL og aoBeveig e pakKpa vOOO
— OAol o1 aoBgveig (TTANV £vOGg) ep@AVICAV UTTOTPOTTN

O¢paTtreia pe ETA o€ aocOeveic ue AL

— OAol ol aoBeveig euavicav UTTOTPOTTAH
O¢cpatreia pe ADA o€ aoOeveic Xwpic aKTIVOAOYIKIN

TPOoOoBOAR

— H mwAsioyneia (87%) Twv acBevwyv gu@avicav UTTOTPOTTN

Haibel, Curr Opin Rheumatol, 2010



MTropei va diakoTrei n Ogpatreia pe aTNF
oV Ol ACOEVEIC AVTIMETWTTIOCTOUV VWPITEPA?

« 8/20 (40%) aocOeveic og Bepatreia pe INFL
TTAPEMEIVAV XWPIG aywyn, 0€ KAAR KAIVIKNA
KATAoTOON

— lMepiodog TrapakoAoudnong 40 eOopadwy

Barkham, A&R, 2009



EPQTHMATA

Eival TiIo atroteAeouATIKNA N OgpaTreia o€
ao0eveic pE MIKPOTEPN OIAPKEIO VOOOU?

Eival TTio atroTeAeopaTIKA N BEpaTreia o€
a00EVEIG HE MN AKTIVOAOYIKI OEOVIKN TTPOCTBOAN
o€ OXEON ME EYKATECTNMEVN AX?

Mtropei va diakoTrei n Oepatreia pe aTNF av ol
O0OEVEIC AVTIMETWTTIOTOUV VWPITEPA?

MTropé€i n akTIVOAOYIKN £EEAIEN VO OTAMATOEI )
va eTIRpaduvOei e TTPWINOTEPN BEpaTTEia?



MTropei N AKTIVOAOYIKK €EEAIEN VO OTAMOATACEI I
va eIBpaduvOei pe TTPWINOTEPN BepaTTEia?

 H ouoyxérion douikAG BAGRBNG Kal @AEYMOVAG gival
AlyoTepo ekaBapiopéva otnv AZ atro ot otn PA

 H dopiki BAGRN otnv AZ KaBopileTal a1Td OCTIKI
ATTWAEIO KAl avaTtrTu¢n S1aBpwoswyv, aAAd Kal aTTo
AvATITUEN VEOU OOTOU TTOU 00NnYyEi oTn dnuioupyia
OUVOECTHOPUTWYV KAl AYKUAWONG
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Anti-TNFo-Therapy over 2 Years Does not Inhibit

mSASSS change

mSASSS change
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2YMINEPAZMA...

 O1 avaoToAeig TNF gmiTuyxavouv uynAa eTritreda
KAIVIKAG QVTATTOKPIONG

* YWnARN KAIVIKE avTaTTOKpPIo EMpaviouVv Kal Ol
ao0eveig XwWpPIig AKTIVOAOYIKK agoVIKA TTPOCROAR

 YTTAPpXOUV £VOEIEEIC OTI TTPWIMOTEPN AVTIMETWTTION
ME avaoTOAEi¢ TNF UTTOpEiI VO TTPOKOAECEI UPEDT
eAEUOEPN AYWYNG KAl TTPOANYN TWV OYKUAWOCEWYV,

TA EYPHMATA AYTA OMQz MNMPEMNEI NA
ATNOAEIXOOYN ZE MEAAONTIKEZ MEAETEZ



GRAPPA Treatment Guidelines

for Psoriatic Arthritis

Peripheral Skin and Axial

Arthritis Nail Disease Disease Dactylitis Enthesitis
| | | | }

Therapy Therapy Therapy Therapy Therapy

*NSAID *Topicals *NSAID *NSAID *NSAID

*|A Steroids ‘PUVA/UVB *Physiother. *Steroid *Steroid

-DMARD *Systemics Biologicals Injections Injections

(MTX, CsA, (MTX, CsA) (Anti-TNF) Biologicals Biologicals

SSZ, LEF) Biologicals ; (Anti-TNF) (Anti-TNF)

-Biologicals (Anti-TNF) 1

(Anti-TNF)

Kavanaugh A et al. J Rheumatol 2006;33:1417-21 (with permission)

/

Reassess Response to Therapy and Toxicity




Table 1 Measures for assessment of psoriatic arthritis in clinical
trials®
Domains Instruments

Joint assessment
Axial assessment
Skin assessment

Fain

Patient global
Physician global
Function/QoL

Fatique

Enthesitis assessment
Dactylitis assessment
Acute phase reactant

Imaging

BE/6E6 T/S joint count, ACR, DAS, PsARC
BASDAI, BASFI, BASMI

PASI, Target lesion, Global

VAS

VAS (global, skin+joints)

VAS (global, skin+joints)

HAQ, SF-36, PsACoL, DLQI

FACIT, Krupp, MFI, VAS

Mander, MASES, Leeds, Berlin, SPARCC, 4-point
Leeds, present/absent, acute/chronic
ESR, CRP

x-Ray (modified Sharp or van der Heijde—Sharp), MRI, US

Mease, Ann Rheum Dis 2011(Suppl 1)



Table 2 PsA treatments®’

Peripheral Skin and nail

arthritis  disease Axial disease Dactylitis Enthesitis
NSAIDs X b
Intra-articular X
steroids
Topical agents X
Physiotherapy A
Psoralen UVA/UVE X

DMARDs (MTX, X
CsA, S5Z, Lef)

Biological X X A X X
agents (anti-TNF
antagonists)

-

Mease, Ann Rheum Dis 2011(Suppl 1)
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Efficacy and safety of anti-TNF therapies in psoriatic
arthritis: an observational study from the British
Society for Rheumatology Biologics Register

Control All PsA cohort Etanercept Infliximab Adalimumab

Characteristics ERERE]] (n = 596) {n=333) (n=1T) (h=92) P-value

Demographic characteristics

Age 59.4 (13.1) 457 (11.1)  458(111) 44.8(11.0) 47.0(11.6) 0325
Female, 1 (%) 820 (73.5) 316 (53.0) 170 (51.1) 94 (55.00 49 (53.3) 0.581
Disease duration, years 8.5 (9.7) 12.4 (8.7) 12.8(9.0) 122(8.0)  11.4 (84) 0.384

UiSease Charactensiics
Tender joint count 8.7 (7.1) 134( 7 13.5(7.6) 141 8.1) 121 (71) 0.346
Swollen joint count 6.0 (5.4) 9(6.1) 8.8 (6.1) 8(6.4) 9.7 (5.7) 0.293
ESR 32.1 (23.9) 49 5(29.0)  39.4 (28.1) 2(31.4) 37.7(27.4) 0459
CRP 27.8 (32.4) 39 3(47.1) 354 (41.8) 4? 8(50.00 35.0(56.6)  0.787
DAS-28 5.0 (1.4) 4 (5.6) 6.1(1.2) 73(10.1) 6.0 (1.0) 0.464
HAQ, median (interquartile range) 1.9 (1.4-2.3) 1.9 (1.4-2.3) 1.8(1.4-2.3) 2.0(1.4-2.4) 1.8 (11-2.3) 0.581

Saad, Rheumatology, 2010



Which Patients with Psoriatic Arthritis
Are Suitable for Treatment with TNFo-Blockers?

No international guidelines/recommendations
but several national recommendations available.

» Correct diagnosis of psoriatic arthritis
» Atleast 3 tender/swollen joints (dactylitis = one single joint)

« Resistent large joint mono-/oligoarthritis or enthesitis
(to be reviewed on individual basis)

* Documented treatment failure with 1-3 DMARDs over 3-6 months

» C(Clear effect should be seen after 12 weeks of treatment



Rheumatology key messages

o Anti-TNF therapies are effective in PsA.
¢ Increasing age, female sex and concurrent use

of corticosteroids predicted poorer treatment
response.

e Over 1776.2 person-years, anti-TNF therapies had
a comparable safety profile to DMARDs.

Saad, Rheumatology, 2010

‘The National Institute for Clinical Excellence, UK currently
recommend that anti-TNF agents only be introduced if
DMARD therapy alone fails.

It is stipulated that at least twoDMARDs should be tried for at
least 3 months, if tolerated, prior to prescribing anti-TNF
therapy’

Harty & Veale, Curr Opin Rheumatol, 2010



2YMIEPAZMA...

* TMoAAoi aocBeveic pe WA €Xouv TTPWIMES OKTIVOAOYIKEG
BAGBeg

* O1 avTITNF TTapdayovTteg ep@aviouv upnAn
OTTOTEAECHATIKOTNTA KOI € A{OVIKN KAl O€
TTEPIPEPIKA TTPOCLOAN

« 2g oofapn, S1aBpwWTIKA TTOAUAPOBPITIOO N
£CWAPOPIKES EKONAWOEIC - DAKTUAITION, payosIdiTIO
N evleciTidoa MIMOPEI va evdsikvuTal TTpWIKN aywyn
ME avTITNF TTapdayovTteg

Harty & Veale, Curr Opin Rheumatol, 2010
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...the jury is still out...
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