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Romatoid artrit

* En az bir eklem1 tutan, zaman 1¢inde eklem hasar1 gelistirme

riski tasiyan (ve immiinosiipresif ila¢ baslanmasini gerektiren)
kronik 1iltihabi hastalik.

Aletaha D, ve ark. Ann Rheum Dis 2010




Romatoid artrit: Dogal seyri

* 20 yilda %60 hasta fonksiyonel sinif III (yardimci arag - gereg
kullanan, kend1 bakimini zor yapan, eklem replasman ameliyati

gerektiren) ya da IV (glinliik islerinde baskasina bagimli olan)
* Yasam beklentisi: Yas ve cins uyumlu kontrollere gore azalmis

* Infeksiyon, lenfoma ve kardiovaskiiler hastalik siklig1 artmis

» Kot prognoz gostergeleri: Cok sayida eklem tutulumu, siirekli
yuksek akut faz gostergeleri, eklem dis1 tutulum, ytliksek
RF/antiCCP

Lee DM, Weinblatt ME. Lancet 2001



Tani

 Kesin tan1 koyduran test yok

* RA tanisim gili¢lendiren belirti &
bulgular:
* Cok sayida eklem tutulumu
* Sikayetlerin uzun siuireli (>6
hafta) olmasi
* Yiiksek Sedim & CRP
* Yiiksek RF & ant1 CCP

* Bulgular baska bir hastalikla
aciklanmamali

Table 1 The 1987 ACR classification criteria and the 2010 ACR/EULAR classification criteria

for RA

1987 classification criteria

(parameters)

Moming stiffness

Arthritis of three or more joint areas

Arthritis of hand joints

Symmetric arthritis

Rheumatoid nodules
Serum RF
Radiographic changes

Criteria are fulfilled if 4 out of 7
parameters are present

2010 classification criteria

(parameters and points)

To be used in patients with at least one joint with definite clinical
synovitis and with the synovitis not better explained by another disease

Joint involvement

1 large joint=0
2-10 large joints=1
1-3 small joints=2
4-10 small joints=3
>10 small joints=5

Serology

RF and ACPA negative=0
Low positive RF or ACPA=2
High positive RF or ACPA=3

Acute phase reactants
Normal=0
Elevated CRP or ESR=1

Duration of symptoms
<6 weeks=0
>6 weeks=1

Criteria are fulfilled if a patient has >6 points

Romatoid artrit siniflama kriterleri
Sol: 1987 Amerikan
Sag: 2010 Amerikan & Avrupa



RA tanisini erken koyma amacli 2010
ACR/EULAR RA siniflama kriterleri

Table 1 The 1987 ACR classification criteria and the 2010 ACR/EULAR classification criteria

for RA

1987 classification criteria
{parameters)

Moming stiffness

Arthritis of three or more joint areas

Arthritis of hand joints

Symmetric arthritis

Rheumatoid nodules
Serum RF
Radiographic changes

Criteria are fulfilled if 4 out of 7
parameters are present

2010 classification criteria
(parameters and points)

To be used in patients with at least one joint with definite clinical
synovitis and with the synovitis not better explained by another disease

Joint involvement

1 large joint=0
2-10 large joints=1
1-3 small joints=2
4-10 small joints=3
>10 small joints=5

Serology

RF and ACPA negative=0
Low positive RF or ACPA=2
High positive RF or ACPA=3

Acute phase reactants
Normal=0
Elevated CRP or ESR=1

Duration of symptoms
<6 weeks=0
>6 weeks=1

Criteria are fulfilled if a patient has >6 points

ARD What is rheumatoid arthritis? Considering
consequences of changed classification
criteria
Annette H M van der Helm-van Mil and Angela Zink

ggn;ghgum Dis 2017 76: 315-317 originally published online September
, 201
doi: 10.1136/annrheumdis-2016-209629

‘RA’nin daha erken taninmasini
sagliyor
-Duyarlihgi eski kriterlere gore yuksek,
O0zgullugu dusuk
-Sorun: Seronegatif hasta kriterleri zor
dolduruyor:
-2 hasta ornegi:
-6 aylik 6yku; 9 kucuk eklem sis,
sabah tutuklugu var, CRP yuksek,
seronegatif
.2010: 5 puan (RA degil)
+1987: 4 puan (RA)
.3 glinliik 6yki; 1 PIP sis, CCP
yuksek pozitif, CRP yuksek
-2010: 6 puan (RA)
-1987: 3 puan (RA degil)



Romatoid artritin giincel tedavisi

- Romatoid artrit kronik seyirlidir. Kiir saglayan bir tedavi heniiz yoktur.

- Mevcut ilaglar ve tedavi stratejileri ile onemli oranda hastada tam
remisyon saglamak miimkiindiir.

- Tani kondugu anda tedavi verilmelidir.

- Hastalar 3-6 ayda bir goriilmeli ve yaniti 1y1 olmayanlarda tedavi
ayarlanmalidir.

- Tedavi kesildiginde hastalik aktivitesinin geri donmesi kuraldir.

- Kalic1 remisyon saglanan hastalarda tedavinin yavas sekilde
azaltilmas1 denenmelidir.



Romatoid artrit tedavisinde kullanilan 1laclar

- Agn kesiciler: (NSAID & parasetamol):
- Gecici etki, hastalik gidisine etkisiz.

. Kortizon:

- Tedavi basinda & tedavi degisikliginde veya atakta.
. Kisa siirel1 - diisiik dozda
- Hastalik seyrini degistiren ilaclar (DMARD’lar):
- Klasik DMARD’lar:
- Metotreksat, Leflunomid, Sulfasalazin, Hidroksiklorokin
- Yeni (hedefe yonelik) DMARD lar:

- Biyolojik ilaclar: anti TNF, anti IL-6, anti CD20, T hiicre
sinyal blokeri,

. Kiiciik molekiiller: JAK 1nhibitorler:




DMARD’larin kombine kullanimi
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Superior Efficacy of Combination Therapy for
Rheumatoid Arthritis

Fact or Fiction?

Josef S. Smolen,' Daniel Aletaha,” and Edward Keystone®
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Hastalik aktivitesini degerlendirmede kompozit skorlarin

gelistiriimesi
Components Cutpoints
Remissi Low di Mod High di 1
Oy dnmenciviy sty + Hastalik durumunu ve tedaviye

DAS28-ESR* Tenclilerj?if\ttcountt[?ffzzsﬁ)'i <26 26t032 >32tos<51  >51 yan|t| degerlendirmede yarar“

swollen joint count (of 28),

i - Skorlar fiziksel fonksiyon ve
DAS28-CRPt var;clilZ;j;);?:tcsouun:t(?:fzféi' <26 2.6t03:2 >3.2to <51 >5.1 erozyon gell$|m| Slkl |||$k|||

- iv in (i /dL),

omatheatth O Zayif noktalar:

der joi u f28), <3 >3 > <26 >26 . .

ooy, 2 dem omest . DAS28 remisyon gercek remisyonu

patient global assessment,

evaluator (physician) global .

assessmenszth in cn%n ya ns Itm |y0r

Creactive protein (in mg/dL) - ACR/EULAR Boolean gercek
CDAIS§ Tender joint count (of 28), <2.8 >2.8t010 >10to=22 >22

et ol ssesmert, duruma en yakin

evaluator (physician) global . . v . .

assessr:werffbgthinc)n% ® USG |Ie tak|p degerlend|rmeS| bU
ACR-EULAR  Index: SDAI, CDAI; =33, - - - . . . . o .
remission” Bno;Iean:swollenjointcount igﬁll 52?3, 0|QUt|ere UStun degll & gerekS|Z

(of 28), tender joint count Boolean all ]

(o 28) patint global a asirl tedaviye yol agiyor

assessment, C-reactive protein
(in mg/dL)

Smolen JS, ve ark. Lancet 2016



Siki takip (tight control) ve DAS’a bagli tedavi donemi

TICORA
calisma dizayni!

Randomizasyon
<5 yildir RA éykusu olan Y

Siki takip
(n=55)

N=111
hastalar ( )

DAS

Rutin takip
(n=55)

ITT popiilasyonu

B— Rutin (n=55)
€—® Siki takip(n=55)

* 3 ayda P<.0001;
siki/rutin takip

- Sonug: Hastay! sik gormek ve DAS skoruna gore tedavi dizenlemek daha basarili

- Gergek: Siki kontrol kolunda her vizitte sis eklemlere max 120 mg deposteroid yapiliyor

Grigor C, ve ark. Lancet 2004



Metotreksat: RA tedavisinde bas DMARD

* Folik asit antagonistidir.
e Ozel bir durum olmadikca RA tedavisinde ilk baslanacak ilactir

* Uygun dozda tek basina %40 hastada istenen etkiy1 saglar
e Oral ya da subkutan yolla ve HAFTADA TEK GUN verilir
« Haftada 10-15 mg dozda baslanip kisa siirede 20-25 mg’a (yeni klavuzda

30 mg’a) c¢ikalir.
 Etki baslangici1 6- 12 haftada degerlendirilir
 Bir glin sonra giinde 5 mg Folik asit baslayip 2-3 giin vermek yan etki

gelisme riskini azaltir



Metotreksat: Yan etkileri

 En sik: Bulanti, kusma ve agiz yaralan
« Karaciger enzim yuiksekligi, kemik 1l1g1 baskilanmasi
* Bobrek yetmezliginde yan etki artar. Dializ hastasinda kontrendike!
* Asirt alkol yan etkiyi arttirir
 Teratojen: MTX alirken gebelik yasak! Kestikten sonra 3 adet gortiliip
gebe kalinmali

* Yan etki takibi:
e [1k basta ayda bir, daha sonra 2- 3 ay ara ile kan sayimi, ALT ve

kreatinin



Metotreksat: Gastrointestinal intolerans
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e Oral MTX alan 400 hastada (346 RA; 54 Sedef artriti) geriye dontk calisma
» Gastrik intolerans nedeniyle tedavi terk orani %29. En sik terk ilk 3 ayda

* Yas, cinsiyet,tani ile intolerans arasinda iligki yok.

e Subkutana gecenlerin yarisi tedaviyi strdurayor

Dalkili¢ E, ve ark. Mod Rheumatol 2013



Diger klasik DMARD’lar

- Leflunomid:

- Gilinde 20 mg; metaboliti kanda uzun (2 yil) kalir, teratojeniktir, dogurma
potansiyeli olan kadinda dikkat; der1 dokintiisti, 1shal, karaciger, kemik
1l1g1 baskilanmasi, zayiflama, kolesterol ve tansiyon yiiksekligi..

 Sulfasalazin:

- Gtlinde 500 mg ile baslanir, her hafta doz artimiyla giinde 2-3 g,
hipersensitivite, karaciger, kemik 1l1g1 toksisitesi. ..

- Hidroksiklorokin:

- Kombinasyonda kullanilir. Der1 doktntiist, gliineste pigmentasyon,
retinopati.

. Geng ve gdz sorunu olmayan hastada bastan g6z muayenesi sart degil. I1k
yil i¢inde goz normalse bir sonraki muayene 5. yilda, sonra yillik kontrol.

- Bobrek yetmezliginde ve glinlik 6.5 mg/kg tistii dozda toksisite riski
artar.



Klasik DMARD’lar

[lac Doz Yan etki

Metotreksat 15-30 mg/hafta Gastrointestinal,
karaciger, kemik 1lig1,
akciger

Sulfasalazin 2-3 gm/glin Karaciger, kemik 1ligi,
hipersensitivite

Leflunomid 20 mg/giin Karaciger, kemik 1lig1,
hipertansiyon

Hidroksiklorokin 6.5 mg/kg/gun Retinopati (ilk 5 yilda

nadir)



Yeni (hedefe yonelik) DMARD’lar
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TNF 1nhibitorleri: En ¢ok tercih edilen biyolojikler

Adalimumab (ADA) Sertolizumab
Golimumab (GOL) pegol* (CZP)

Fab'
O\ /‘é
PEG

Etanersept (ETN) infliksimab (IFX)

Reseptor

!

IgG1
Fc

Rekombinant Reseptor/ T ——— PEGile Fab’
Fc fuzyon proteini onoklonal antikor PEG Konjugati



ACR70 responders (%)

ACR70 responders (%)

Hedeflen farkli da olsa yeni DMARD lara yanit
oranlar1 benzer
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* Yeniilaglar MTX ile kombine kullanilinca daha

* Alinan yanit orani daha 6nce kullanilan DMARD

Smolen JS, ve ark. Lancet 2016



Sorun: Yeni ilaclar butun hastalarda etkili degil &
etki zaman icinde kaybolabiliyor

Anti TNF baslanan hastalarin tgte birinde
etkisizlik ya da yan etki nedeniyle tedavi

Primary lack of efficacy
— — - Partial response

kesiliyor .. Secondary loss of efficacy
Side effect
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Heiberg MS ve ark. Arthritis Rheum 2008
Van Vollenhoven RF. Ann Rheum Dis 2007



Biyolojik DMARD’larin baslica yan etkiler:

agent Skin Cardiovascular  Gastrointestinal Haematopoietic and immune Nervous system Infections
and pulmonary system system
system
Abatacept Psoriasis Cough, COPD Elevated serum levels Leukopenia, thrombocytopenia NA Increased
(4 cases) exacerbation of aminotransferases (rare) (intermediate) risk of
(increased by reactivation of latent TB
20%), ILD
exacerbation
(>15 cases)
Anakinra Psoriasis NA Elevated serum levels Leukopenia NA Increased risk of
(1 case) of aminotransferases serious infection
Rituximab Psoriasis ILD (0.3-1%, NA Thrombocytopenia (rare), Enhanced risk Increased risk of liver
(6 cases), >175 cases) progressive of PML with failure with hepatitis B
cutaneous hypogammaglobulinaemia concomitant
vasculitis immunosuppressive
(3 cases), therapy
TEN, SJS
TNF Psoriasis ILD (~1%, Elevated serum levels Neutropenia, thrombocytopenia CNS vasculitis Increased risk of
antagonists  (>200 cases); >120 cases), of aminotransferases  (0.1-2%), pancytopenia (2 cases (6 cases), reactivation of latent TB
cutaneous pulmonary with etanercept), aplastic demyelinating and opportunistic
vasculitis vasculitis anaemia (1 case with etanercept), disease, PNS infections (high with
(>125 cases); (3 cases), increased risk of hepatosplenic vasculitis, relapse of  anti-TNF monoclonal
cutaneous sarcoidosis lymphoma, thromboembolism multiple sclerosis, antibody therapy,
lupus; (46 cases, (7 cases with adalimumab), induction of optic intermediate with
(neutrophilic) 74% pulmonary, inflammatory ocular disease neuritis, Guillain— etanercept), increased
dermatoses 29% cutaneous), (>90 cases), renal vasculitis Barré syndrome risk of serious
heart failure (rare (18 cases), autoimmune hepatitis infections, increased
case reports) (19 cases), inflammatory risk of liver failure with
myopathy (5 cases), APS (30—40 hepatitis B
cases), lupus-ike syndrome
(0.1-0.8%, >140 cases)
Tocilizumab Psoriasis ILD (1%, >113 Intestinal perforation  Neutropenia (4%), NA Increased risk of
(1 case), cases) (0.3 per 100 thrombocytopenia (1.7%) serious infections,
erythroderma patient-years), increased
(1 case) elevated serum levels (intermediate) risk of

of aminotransferases
(~10%)

reactivation of latent TB

Boyman O,

ve ark. Nat Rev Rheumatol 2014



Yeni DMARD’larla tedavi oncesi TB ve HBV taramalani

ACR RA TREATMENT RECOMMENDATIONS

Eur J Rheumatol 2016; 3: 258 Karadag et al. Viral hepatitis screening in rheumatic patients
O Testing Strategy
Recommendations for HBV screening and prophylaxis in the to be admi d with biolagical DMARDs such as TNF
l:l Treatment inhibi ituximab, tocils b, ab. pt, target ori d DMARD, or >7.5 mg/day of prednisolone
. Disease state
HBsAg, Anti-HBs, Anti-HBc total should be evaluated in all
patients
—— Test result, positive or negative * + *
[Crom] [rewr]
¥ v
l l HBsAg +) MBsAg (-) HBsAg (=)
Anti-F8s (-} Anti-HBs (=) Anti-HBs [+)
HBsAQ (=) HBsAg (-] Anti-HBc tot {+) Anti-HBe tot (+] Anti-HBc tot {+)
Anti-H8s () Anti-Hs (+) v v v v
Anti-Hec tot (-} Anti-HEc tot (-) SR ECOna beich Hevona | | mevona HivonA
negative positive *
J’ ¢ + HBV DNA v POSRNE I"—‘I'
Vaccinatian for Anti-HBs - HBeAg, Anti-HBe Veccinate, double v
HBY quantitative [P dose, 4 times Anti-HBs <100
Double dose in 0, If <100 Wi/l ) If Anti-HEs >100 IU/ML Wy/mt
1%, 7 and 6 double dose, - Uver fmction tests Jollow-up %
Bl — oo || e e — e
~ Liver biopsy if necessary >
Antiviral prophylaxis is voccination
necessary’ HBV DNA follow-

Tenofowir or entecovir should be initioted

“Treotment period is up to HBsAg becomes negative in the patients with chranic B hepatitis (liver diseose), “If RTX s to be ed, ontivirol should be given
and antiviral treatment should continue 6-12 months after im: ssive and/or treatment even if HBY DNA (<)
is completed in the patients not having liver disease (12 months in rituximab and ) "HBV DNA is repeated once in 1-6 months (3 months on averoge)

TRD biyolojik ilag 0ncesi

ACR biyolojik ilagc 6dncesi HBV tarama énerileri

TB tarama Onerileri



Gunumizde RA tedavisi:

ARD

EULAR 2016 Onerileri

Phase |
No contraindicationformethotrexate | Clinical diagnosis
of Rheumatoid
Arthritis!

Contraindication formethotrexate

Combine with
short-term

Start methotrexate®

glucocorticoids

Start leflunomide
or sulfasalazine /

EULAR recommendations for the
management of rheumatoid arthritis with
synthetic and biological disease-modifying
antirheumatic drugs: 2016 update

Josef S Smolen, Robert Landewé, Johannes Bijlsma, Gerd Burmester,
Katerina Chatzidionysiou, Maxime Dougados, Jackie Nam, Sofia Ramiro,
Marieke Voshaar, Ronald van Vollenhoven, Daniel Aletaha, Martin
Aringer, Maarten Boers, Chris D Buckley, Frank Buttgereit, Vivian Bykerk,
Mario Cardiel, Bernard Combe, Maurizio Cutolo, Yvonne van

Eijk-Hustings, Paul Emeg

Laure Gossec, Jacques-

Axel Finckh,
ic Gottenberg

Cem Gabay, Juan Gomez-Reino,
, Johanna

W Hazes, Tom

Huizinga, Meghna Jani, Dmitry Karateev, Marios Kouloumas, Tore Kvien,
Zhanguo Li, Xavier Mariette, lain Mcinnes, Eduardo Mysler, Peter Nash,
Karel Pavelka, Gyula Poér, Christophe Richez, Piet van Riel, Andrea
Rubbert-Roth, Kenneth Saag, Jose da Silva, Tanja Stamm, Tsutomu
Takeuchi, René Westhovens, Maarten de Wit and Désirée van der Heijde

Ann Rheum Dis published online March 6, 2017
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EULAR 2016 onerileri:
Bir oncekine gore baslica degisiklikler

EULAR recommendations for the
management of rheumatoid arthritis with
synthetic and biological disease-modifying
antirheumatic drugs: 2016 update

Josef § Smolen, Robert Landeweé, Johannes Bijlsma, Gerd Burmester,
Katerina Chatz d ionysiou, Ma Xime Dougados Jack ie Nam, Sofia Raml ro,
Marieke Voshaar, Ronald van Vollenhoven, Daniel Aletaha, Martin

Aringer, Maarten Boer rs, Chﬂs D Buckley, Fr ank Bungeret ‘Vivian Bykerk,
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Takeuchi, René Westhovens, Maarten de Wit and Désirée van der Heijde

Ann Rheun Dis published online March 6, 2017

MTX dozunun gereginde 25-30 mg/haftaya cikarilmasi daha kuvvetli vurgulaniyor

Klasik DMARD kombinasyonu yerine klasik DMARD ve kortizon kombinasyonu 6ne

cikiyor.

“Dlsuk doz” kortizon yerine, degisik kullanim yollari goz 6nline alinarak “kisa stire”
kortizon deniliyor. Kortizon, klasik DMARD’larin her degisiminde kullanilabiliyor.

Klasik DMARD kombinasyonu tercihi romatologa birakiliyor.

Bitln biyolojikler ve (daha az tercihen) hedefe yonelik sentetik DMARD’lar sira

gozetmeksizin kullanilabiliyor.



Romatoid Artrit= Farkli mekanizmalarin ortak bir yol kullanarak benzer Kii

Az eklemi tutmus / Cok eklemi tutmus

CCP pozitif / CCP negatif
RF pozitif / RF negatif

Erozyon yapmis / Erozyon yapmamis
Eklem disi bulgular var / yok

Ortak epitop var / yok

Tedaviye etki eden faktorler (obesite, sigara) var / yok
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