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Cell and cytokine pathways
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A Picture Guide to Rheumatoid Arthritis

Normal Joint Osteoarthritis Rheumatoid Arthritis
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Neurological
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Pericarditis Pulmonary Disease
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2010 ACR/ EULAR Diagnostic Criteria for RA

T —

1 large joint detectable by x-ray of =
hands and feet occur in ,Lj &

)
2-10 large joints 1
1-3 small joints (large joints excluded) 2 the first two years of Early Intermediate
3
5

4-10 small joints (large joints excluded)

disease.

>10 joints (at least 1 small joint) =
Patients who
SEROLOGY(0-3) POINTS
Score 2 6 Points
Negative RF and ACPA
Low Positive RF or ACPA
High Positive RF or ACPA To have RA
DURATION OF SYNOVITIS (0-1 POINTS)

= 6 weeks

= 6 weeks

ACUTE PHASE REACTANTS (0-1 POINTS)

Normal CRP and ESR

Are considered

Abnormal CRP OR ESR 1
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5 """ (J“QJJI ULLC Hsua .\3'9) LJ"'DLQ‘O 10 u.o JJ"" At least 4 of the following criteria T LJ_LO o-e ot ’
ousall Jualao cilgil] 3
Ce. . i L - * Morning stiffness >1 hour
2 ........................ [SeN¥elnl u‘l.llJJI Ant|CCP 9| RF .dJJJ.a.D." t_IIJlJJ.J.!" - " Arthritisgof >3 joint areas Mot e pesatet J.bLLLO d.:.aLo.o L_ll.eJ-I! 4
. . £ * Arthritis of hand joints at lea:
C IR sa3u qulal AntiCCP of RF e for st east 6 weeks i s soil_og) cilagic 5
1 e CRP dulaylgl ESR glaijl:calgil il shall jghll Cibwsiyo - i $Mo-ilog) Jolc 5939 .6
e . . \_ * Radiographic changes J dacl o s o5 .7
T e, 481 ol ului 6 1palyedll 850 -
lodle 6 ¢opisl (Score) dagii ke Jguaall (saugilogyll clall payiisi @iy gl 60 1Sl 300839390 4-1 pyleall 7 Jual (o J—adll ke jpul 2o 45939
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Disease Activity Score: DAS28 uu:ngg.o.n (EJ-" 25-10) dpcgul deyay hey MTX <l SJ.i' I -
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28 JOINT COUNT
= Simple
= Reliable

* Discriminant

* Feet not included

dio jlid] Joolge 5929 gi bl pigipell dpalill dslhiwmdl psc JLa o -
f = dugygdll dusoall Liluagi cawa Wlsg graglgudl aalelly cx il ciny ool
Disease Activity Score: DAS28 .EULAR pjilogl daaliel

:(Treat To Target :T 2 T) dalleodl o wasgll -
DAS28 =

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

Gsall saagilogl <lsdl duala L3 ool ] Remisson 8slggll Cigaa
clsl Low DAS duaaiio d lled (e Jouanlla ghiwi ol plg Early R.A
s3dl Ggaa gio ullillg (Established R.A ossll dunld (saagilogyll
oo dslailwdll yuapell adle (ad pSUl ol ell3g s pugdedll nlindall
Tight diuall dualpells Window of opportunity duaell duayall 63 ali
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8)9-ha Joolge 593019 call sua ddrhall («lLitall gf a1agll) DMARDs L
Jb g bl ,aglaudl aalall iy cadl jLieally 3adll cany 1l diy el
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.Abatacept, Rituximab, Tocilizumab gial

19

duclioll dlnaoll yalpoll (ol Galledl Jocll Jua

: phlaoll (wlo + apa JSain saagilogyll cladl alley @l Ji (a -

g di 15 (Ul 10 G0 ogilpal g0 )l guay—oll sLag -
(elhzll yag e dailill jgudll walogaolll s pileg Il ulall eladl ,cubiliil )
- asilly aghgll jasllg @lill cuu guapall 8l diegi jili -

- J—asll ge jpSiall ol @l oy Guagall Jas galyi -

( Treatment Results for RA: \
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i 3alogiglal) DMARDs yayoll Jieo Jasa <lgs ol paqpedl Lgloaiy (ol
il yigizall Jooai esc ol calihiwl sbas 3929 Jba ia (s Gpugj il
: Risk factors 131l disuodl 8jghall Jolge jlicdl 3adll

. CCPJI slaual 991 of go RF (sxygilogyll Jolell dyle iljlie -

. ( ESR,CRP) wilgilil dedijo dipio ilpeiio -
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Al e diliadall GBI Ko jogh -
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
DMARDs

m Treatment Strategies for RA with an inadequate
response to methotrexate

Factors predicting severe RA Fallure of Phase | due No factors predicting severe RA
to inefficacy or intolerance,

Add-on biologic

{ant-TNF or Switch to other

it Gr |, | synthetic DMARD

tocilizumab or LEF, S5Z, MTX
alone or combined

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
DMARDs

Treatment strategy in RA with an inadequate
response to biologic therapy

Failure of Phase Il
due to inefficacy or
intolerance

Response at 3
months and target
achieved at 6
months

Continue the
treatment

Slalleal] Glbhiowl sbLas 3gag gl sisog susui RA dibal 5929 JLr yra .10
adleg d il clalleall plaiiwl GSey 83l &ail DMARDS U gf duaglgull
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(ap0lawgaglu uilidiwl
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dcpal il paaall sey llsg (paiue) Jualgio ggam Gigaa Jla b .12
<lladll o8 ol dals guglgudl adlell paredi alleoll cuhll Hloa.G9jiygddl
.DMARDs Jlg_o

uAaaii gl a dudiblio gtod ol Jagh Jualgio €92m Jgaa Jla s .13
wapellg aahll oo clyiiio jlpas el l3g DMARDS I dcja

(o;e__l__ng(NaTve) DMARDs L a_ILc Lgl lglglia (aJ oMl uayedl diddl (14
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
DMARDs

m Treatment strategies for recent-onset RA
No contraindication to Dilqnmh of RA Contraindication to
MTX (see ACR/EULAR MTX

classification criteria
Combined with Initiation of
Initiation 4+ |shortterm 4 sulfasalazine or
of MTX )
therapy
Response at 3
months and target
NO achioved at 6 months YES
Continue
Goto the treatment
Phase Il
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(Naive) DMARDs JoLisy ol apellg duadiio papell dlles Sils 13) -1
TINF sbas ude MTX Johdig sang clgs Josiug
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MTX g (JAK inhibitor: Tofacitinib) (e dliaas rag Lasagl DMARDs Josiui
.8y Lialdl o Juaral 0aagl

adlc of TNF sLas caluay ol d@$jlires DMARDS (o 3l d8)Liro S0y DMARDs
MTX G ol go ciljluall J3g Tofacitinib ol non TNFi (aaglow

uape sic TNFi Jlosiwl o pill e dhngio papell ddllea Cigay 15] -4
TNFi o] DMARDS (0 Liil gl scalg callay DMARDSs Ig glisy o
TNFlsLas sl lglagiwl guage sic dhgio gapall dulles Suéy 15 -5

09 ol go 43l TNFi (| JWsiidl oo Joaal MTX (9 ol go non TNFi JosiLiasy
. Tofacitinib g0 Juasl MTX 931 ol g0 non TNFi Josiwg ol MTX

non TNFi Je<iws non TNFi Jleeiul dhugio yayell dillea Juay 13) -6
Tofacitinib oo Juaal MTX ggsu of go yal

GO0 Ol Jlogiiuwl (ulii G0 eyl e dhaugio payell dulled Cusy 13 -7
. Tofacitinib gi su3a TNFi g0 Joaal non TNFi Josiwg TNF Jilsluas

TNF _U 63Luao dgsi 63 o piyll e dhngio papall dylled Siydy 1] -8
TINFi g0 Joaral MTX ggau gl go Tofacitinib Josiuy

non i TNFi Jlogiwl oo il yule dh wgio papoll dalles Suyds 13 -9

<y 13lg Tofacitinib oo Juasl MTX 951 of go 44l non TNFi gl Jesiuy TNFi
.Tofacitinib Joei wu yapoell dullea

TNFi .DMARDs Jlosiul g0 @iyl gile dhugio payell dglled Cua 13] - - 10
s dcpa Hojriygddl Go puygS waluay non TNFi ol

DMARDs , TNFi Jlosiwl oo @iyl (e gay—oll o doam ciisals] - 11
0994l (o Guyg8 wabay non TNFi gl

.Toficitinib gi TNFi ,non TNFi adiig DMARDS adis 63lg_m Cais_a 13] -12
4 poi_uuig DMARDS i poi i dsAasiio gayolld o6 cdl 131 - 13
aagill jo Juaal Tofacitinib gl TNFi ,non TNFi

clgall cadgy Al : 6slgm Cuisa 15| - 14
23

duclioll dlnaoll yalpoll (ol Galledl Jocll Jua

cladl dallso ué 2015 plsl ACR dyyy odll dyeoall Silpagi

: RA (s319ilogyll

Early R.ASL (s3igilog) <l>

(Naive) DMARDs sl Joliia o Gaypall

RN

o e e e a_&Jl&b 63_,_';'_|J| ..I glo&_'l'JLq_b

l l

DMARDS salg <lgs <lhcl DMARDS salg <lgs <lhcl
Spuad 6pal ggjijgd +

N

6.l dhugio dilled

8ynd 6yial y9jijgs + DMARDS (o 4isl dsjliie

MTX (93u ol o TNFi gl

MTX (g3 9l go non TNFi g

'

8auidl dulle - dbungio dulled
ol Jlaii gl

(Established RA) ousé (saagilogy <ls

22



—

\

v

Algorithm Pathway for most patients

Disease state or prior treatment state

Groen box for Strong Recommendations

Yellow box for Conditional Recommendations
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R

[[_""] Green box for Strong Recommendations

[ Yellow box for Conditional Recommendations

\

See Established RA
algorithm (middie box)
O Disease activity

I: Treatment options or strategy

R

Algorithm Pathway for most patients

. Disease state or prior treatment state
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- Peptide-Binding Groove of HLA-B27 N

Disease predisposing B27 subtype *04 differs just in positions 114 and 116
from non-predisposing subtype *06

© & ASAS

Khan MA: Spondyloarthropathies. In: Hunder G (Ed.). ATLAS OF RHEUMATOLOGY. 4rd Edition.
\ Philadelphia, PA: Current Medicine 2005, pp. 151-180.(with permission) )

limgEnthesis o ball go dlnydll gi Ligdll jUi)l Lo dubadl gdgo ol -
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¢ Proposed Sequence of Structural Damage )
in Ankylosing Spondylitis
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/ly ] 0_‘ | b .v,'}';
WALA Y v AT
Inflammation Erosive damage New bone formation
Repair ASAS
\ Appel H & Sieper J at al. Curr Rhaumatol Rep. 2008:10:356-63 (with parmission) )
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Acute Gonarthritis (Right Knee) in a Patient with
wslig wwilall saxag % 30 sh diaja calgill - Peripheral Spondyloarthritis

gl Jo—ndy palhiigl diola g4 28 diileg 1l dplall dalayll -
Adaldl alphualgl
digl_<ll yaguaall adyio carli bysli g 8jalio Cusai idiy Il yalpol -

AT

Eye: Acute Anterior Uvetis
in Spondyloathritis

* Acute onset

* Unilateral

* Anterior

* Spontaneous remission
* Recurrent

* Related to HLA B27
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Sacroiliitis Grade 0 (Normal)

4 )
Sacroiliitis Grade 2 Right, Grade 1 Left
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Lojla yuul CRP g ESR . glai)
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°
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.(normal ) Galsyial : 0.days

.(suspicious ) d&abal «ldi @ Idays

.( minimal sacroiliitis ) 13U gluuil » oasi : 11da)s

moderate) "pipid " d ol ndell calg a L JUHl go uai Il da)s

.(sacroiliitis

.(ankylosis ) "huws " dliaaoll calgally plaill: IV da)s

o )

Grading of Radiographic Sacroiliitis (1966)

* Grade 0 normal
* Grade1 suspicious changes

* Grade 2 minimal abnormality — small localized areas with
erosion or sclerosis, without alteration in the joint
width

* Grade 3 unequivocal abnormality — moderate or advanced
sacroiliitis with one or more of: erosions,
evidence of sclerosis, widening, narrowing, or
partial ankylosis

* Grade 4 severe abnormality — total ankylosis

Bennett PH, Burch TA: Excerpta Medica Foundation Congress Series 148,
1966.456-457 ASAS

- P
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Sacroiliitis Grade 4 Bilaterally

N s Y,

3929 O Sl gujaell Guadpll Guiy b Glo s8I Jalpadl -
(STIR (o) ) dulgill do3g

— Areas of bone marrow edema: Areas of bone marrow
hypointense signal —) edema: hyperintense

periarticular fat deposition

ASAS handbook, Ann Rheum Dis 2009:68 (Suppl 1) (with permission )

Osinell Guadpll e ju4yill go olaell slasgs dileiwdl Lagl oley -
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Sacroiliitis Grade 2 Right, Grade 3 Left

Sacroiliitis Grade 3 Bilaterally
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ASAS Classification Criteria for
Axial Spondyloarthritis (SpA)

In patients with 23 months back pain and age at onset <45 years

Sacroiliitis on imaging* HLA-B27
plus OR plus
21 SpA feature* 22 other SpA features*
#SpA features *Sacroiliitis on imaging
* inflammatory back pain *  active (acute) inflammation on MRI
arthritis highly suggestive of sacroiliitis
enthesitis (heel) associated with SpA
uveitis +  definite radiographic sacroiliitis
" according to mod NY criteria
dactylitis
psoriasis

Crohn's/colitis

good response to NSAIDs

family history forSpA =649 patients with back pain;
HLA-B27 Sensitivty: 82.9%, Specificity: 84.4%

elevated CRP Imaging alone: Sensitivity: 66.2%, Specificity: 57.3% ASAS

Rudwaleit M et al. Ann Rheum Dis 2009;68:777-783 (with permission)

( Modified New York Criteria for )
Ankylosing Spondylitis (1984)

1. Clinical criteria:

a. Low back pain and stiffness for more than 3 months which
improves with exercise, but is not relieved by rest.

b. Limitation of motion of the lumbar spine in both the sagittal and
frontal planes.

c. Limitation of chest expansion relative to normal values correlated
for age and sex.

2. Radiological criterion:

Sacroiliitis grade > 2 bilaterally or grade 3-4 unilaterally

Definite ankylosing spondylitis if the radiological
criterion is associated with at least 1 clinical criterion. ASAS

K der Linden S et al. Arthritis Rheum 1984:27:361 )
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" Assessment of Spondylo Arthritis Society" juleo of Ll 8)liitll G40
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ASAS/EULAR recommendations for the management
of ankylosing spondylitis

1- Treatment of AS should be tailored according to:
Current manifestations of the disease (axial, peripheral,
entheseal, extra-articular symptomsand signs).

Level of current symptoms, clinical findings, and prognostic
indicators:

- Disease activity/inflammation

- Pain

- Function,disability,handicap

- Structural damage, hip involvement, spinal deformities

- General clinical status (age,sex,comorbidity,concomitant drugs).
- Wishes and expectations of the patient.

gdlild i.o_ng lgesouai piy hudolljlaall clgill dalleo ) - 1

:gdlill laag lgarasni iy hudolljlaall wilgilldalles o -

2l Alalhi AlECall Gleis dhine Jdygas)oarall dllall cilalkill -
(@lnas

8yghall Jolgcg sduppudl Calsgagall sadlall Galpedll 8 -

calgildll ol Gayall dylles -

ol -

daledl sjasll Jdahgll

(axilgadl ilalleadl s daalyell cilualpo dl, Guiall s pasell) dolell dyp pudl d@lall
dilieyg paupedl diledgi

2- Disease monitoring of patients with AS should include: patient
history (for example, questionnaires), clinical parameters,
laboratory tests, and imaging, all according to the clinical
presentation, as well as the ASAS core set. The frequency of
monitoring should be decided on an individual basis depending on
symptoms, severity, and drug treatment.
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7- Corticosteroid injections directed to the local site of muscu-
loskeletal inflammation may be considered. The use of systemic
corticosteroids for axial disease is not supported by evidence.
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3- Optimal management of AS requires a combination of
non- pharmacological and pharmacological treatments.

uflgall pég duflgadl culatlall d8)Lios ooda AS U Jiodll jusill =3

4- Non-pharmacological treatment of AS should include patient
education and regularexercise. Individual and group physical
therapy should be considered. Patient associations and self-help
groups may be useful.

Gl ell .dehiiodl (ujleillg adpell Cardii GosAilg gﬁ|g.\.]| J._.LéaJLv_” -4
oo 6slaiwill glay Eua licdll gaey 3380 ol caay duclaallg dyspall dyilyjpall
uapall dnlall Cileaall

5- NSAIDs are recommended as first line drug treatment for
patients with AS with pain and stiffness. In those with increased
GI risk, non- selective NSAIDs plus a gastroprotective agent, or
a selective COX-2 inhibitor could be used.
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6- Analgesics, such as paracetamol and opioids, might be
considered for pain control in patients in whom NSAIDs are
insufficient, contraindicated, and/or poorly tolerated.
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I Intra-articular injections |

Synthetic DMARDs
Methotrexate, Sulfasalazine,
Leflunomide

Biologic DMARDs
Anti-TNF: Etanercept,
Adalimumab, Infliximab,
Golimumab, Certolizumab

Other
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