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Presentation Notes
RA is a chronic inflammatory disease that most frequently affects the joints primarily but also other body systems.  The cause of RA is unknown, but much progress in elucidating its pathogenesis has been made in the past decade.
It is likely that many pathogenetic and environmental mechanisms are involved.
The clinical course of RA is highly variable and unpredictable for an individual.  Typically, joint symptoms progress slowly.
The disease is characterized by progressive destruction of the synovial joints.  This damage causes loss of cartilage and bone. The radiological signs are loss of joint space and bone density.
In addition to joint destruction, RA also causes ligaments and tendons to be destroyed.
Loss of joint function eventually occurs as a result of destruction of bone and cartilage.  In addition, RA also may be associated with increased mortality and premature death.
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2uyxvornta: 0.5-1% Tou GuvoAikou TTAnOucpuou
ETRola emTiTrTTOON

—Avdpeg. 0.1-0.2 ava 1000

—lNuvaikeg: 0.2-0.4 aval000
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ETrnpeadel OAEG TIC NAIKIEG

2UXOTEPN EPPAVION OTIG NAIKIEG 45-65 eTwV

Sangha O. Rheumatology. 2000;39(suppl 2):3-12.
MacGregor AJ, Silman AJ. In: Klippel JH, Dieppe PA, eds. Rheumatology.
Vol 1. 2nd ed. London, England: Mosby; 1998:2.1-2.6.
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RA affects about 1% of the population.1

The annual incidence of RA is estimated to be 0.1 to 0.2 per 1000 in males and 0.2 to 0.4 per 1000 in females.2

The incidence and prevalence of RA are 2 to 3 times higher in women than in men.1

The disease has been found around the world in many different races and cultures.2

The peak age of onset of RA is between 45 and 65 years.2 
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Normal vs. Rheumatoid Synovia
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Normal synovium
1-cell-layer thick
Few blood vessels
No inflammatory cells

Rheumatoid synovium—pathologic alterations
Synovial hyperplasia
Inflammatory infiltrate
Increased vascularity
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TNF-α initiates the inflammatory cascade promoting downstream mediators leading to bone erosion and inflammation.

IL-1 is another key proinflammatory cytokine.

TNF-α stimulates macrophages, which produce TNF-α, IL-1, and IL-6. TNF-α is also a potent stimulator of IL-1, IL-6, and IL-8, which stimulate chondrocytes, osteoclasts, and fibroblasts that release metalloproteinases (eg, MMP-1 and MMP-3), ultimately leading to the erosion of bone and cartilage.1,2


Choy EHS, Panayi GS. Cytokine pathways and joint inflammation in rheumatoid arthritis. N Engl J Med. 2001; 344:164-169.

Feldman M. Development of anti-TNF therapy for rheumatoid arthritis. Nature Rev. 2002; 2:364-370.


Molecule or Signal

Mediator Key Disease-Relevant Functions
Cytokines
TNF-a Activates leukocytes, endothelial cells, and synovial fibroblasts, inducing production

of cytokines, chemokines, adhesion molecules, and matrix enzymes; suppression
of regulatory T-cell function; activation of osteoclasts; and resorption of cartilage
and bone; mediates metabolic and cognitive dysfunction

Interleukin-la Activate leukocytes, endothelial cells, and synovial fibroblasts; induce matrix-enzyme
and 18 production by chondrocytes; activate osteoclasts; mediate fever; enhance glucose
metabolism; and reduce cognitive function

Interleukin-6 Activates leukocytes and osteoclasts; is involved in B-lymphocyte differentiation;
regulates lipid metabolism, acute-phase response, and anemia of chronic

disease; and is implicated in hypothalamic—pituitary—adrenal axis dysfunction and

fatigue

Interleukin-7 and 15  Promote and maintain T-cell and natural killer—cell activation and T-cell memory,
block apoptosis, and maintain T-cell-macrophage cognate interactions

Interleukin-17A Act synergistically to enhance activation of synovial fibroblasts, chondrocytes,
and 17F and osteoclasts

Interleukin-18 Promotes activation of Th1l, neutrophils, and natural killer cells

Interleukin-21 Activates Th17 and B-cell subsets

Interleukin-23 Expands Th17

Interleukin-32 Activates cytokine production by several leukocytes and promotes osteoclast

differentiation
Interleukin-33 Activates mast cells and neutrophils
Growth and differentiation factors

BLyS and APRIL Activate B cells and have a role in the maturation of B cells and enhancement
of autoantibody production

GM-CSF and M-CSF  Enhance differentiation of granulocyte and myeloid-lineage cells in the bone marrow
and synovium

RANKL Promotes maturation and activation of osteoclasts

Intracellular signaling molecules and transcription factors

JAK Tyrosine kinase that regulates cytokine-mediated leukocyte maturation and activa-
tion, cytokine production, and immunoglobulin production

Syk Tyrosine kinase that regulates immune-complex—-mediated and antigen-mediated
activation of B and T cells and other Fc receptor—bearing leukocytes

PI3K Mediates signals that drive proliferation and cell survival

BTK Plays important role in the activation of B cells, macrophages, mast cells, and neutrophils,

through regulation of B-cell receptor and Fc receptor signaling as appropriate

NF-«B Helps integrate inflammatory signaling and is important for cell survival

StatusT

Approved drug

Approved drug

Approved drug

Phase 2 trial completed

More than one phase 2 trial
with positive results

In phase 2 trial
In phase 1 trial

Phase 2 trial completed

More than one phase 2 trial
with positive results

More than one phase 2 trial
with positive results

Phase 1 trial planned

Phase 1 trial planned

Mclness, NEJM, 2011
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TNF-α initiates the inflammatory cascade promoting downstream mediators leading to bone erosion and inflammation.

IL-1 is another key proinflammatory cytokine.

TNF-α stimulates macrophages, which produce TNF-α, IL-1, and IL-6. TNF-α is also a potent stimulator of IL-1, IL-6, and IL-8, which stimulate chondrocytes, osteoclasts, and fibroblasts that release metalloproteinases (eg, MMP-1 and MMP-3), ultimately leading to the erosion of bone and cartilage.1,2


Choy EHS, Panayi GS. Cytokine pathways and joint inflammation in rheumatoid arthritis. N Engl J Med. 2001; 344:164-169.

Feldman M. Development of anti-TNF therapy for rheumatoid arthritis. Nature Rev. 2002; 2:364-370.
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APOPIKEXZ AIABPQZEIZ KAI NEPIAPOPIKH
OXZTEOIENIA 2TH PA

Roux, Osteoporosis Int, 2011
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AIATAPAXH IZOPPOIMIAZ THZ O2TIKHZ ANAKATAZKEYHX
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OIKONOMIKH KAI KOINQNIKH
EMIBAPYNZH (EYPQIMH)

o [lepitrou 30% TWV acBevWY gival avikavol yia
gpyacia péoca o€ 10 xpovia atrod Tnv Evapén

e Méoo kara aocBevil k6oTog PA
— 49% TO KOOTOG TOU KOPKivOoUu
— 68% KOOTOG TOU EYKEPOAAIKOU
— 82% TOU KOOTOUG TNG OTEPAVIAIaG vOoOoUu
— 5X TOU KOOTOUG TWV TPOXAiWV ATUXNHATWYV

Knorr U. Versicherungsmedizin. 1994.

Rothfuss J. Akt Rheumatol. 1997.

Lubeck DP et al. Arthritis Rheum. 1986;29:488-493.
Lorig KR et al. Arthritis Rheum. 1993;36:439-446

Alarcon GS. Rheum Dis Clin North Am. 1995;21:589-604.
Wolfe F, Hawley D. J Rheumatol. 1998;25:2108-2117.
Pincus T. Drugs. 1995;50(suppl 1):1-14.
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Eikéva atré Tov adrhavra Tou Robert Adams, ékdoonl1857,
TToU J€iX Vel TUTTIKEG aAAoiwoelg PA






EMIAPAZH PA ZTHN IKANOTHTA 1A EPTAZzIA
Early RA Study (ERAS)

Reason for stopping work

100 RA
-———Mot RA
f“” _____ *10¢ XpOVvog 14-23%
e . *20G XPOVOG 26-33%
é} ol - ) 30¢ XpOVOC 33%
; *100¢ XpOVOC 39%
T SYNOAIKA 40-60%

12 24 34 44 &0 72
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Fautrel, Curr Opin Rheumatol, 2002
Young, ARD, 2002



AIAITNQ2H PA

a score of =6/10 is needed for classification of a patient as having definite RA)j:
A. Joint involvement§
1 large jointfl
2—10 large joints
1—3 small joints (with or without involvement of large joints)#
4—10 small joints (with or without involvement of large joints)
>10 joints (at least 1 small joint)**
B. Serology (at least 1 test result is needed for classification)fT
Negative RF and negative ACPA
Low-positive RF or low-positive ACPA
High-positive RF or high-positive ACPA
C. Acute-phase reactants (at least 1 test result is needed for classification)
Normal CRP and normal ESR
Abnormal CRP or abnormal ESR
D. Duration of symptoms§§
<6 weeks
=6 weeks

13 Aletaha, A&R, 2010 (ACR Criteris)
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2YNOWH

H PA gival TTPOO0OEUTIKN, KATAOTPOPIKA
PAsypovwong apBpotradeia

— ZUOTNHOTIKEG EKONAWOEIG

— ZNMAVTIKA KOIVWVIKOOIKOVOUIKI £TTIRApUVON

AiTioAoyia — ayvwon

NMaBoyévela - TTEPITTAOKN, HE EVEPYOTTOINON
KUTTAPWYV Kal HECOAARBNTWY PAEYMOVAG

Katavonon Twv TTaBoyEVETIKWY MNXAVIOCHWYV
oOnyei og OTOXEUNEVN TTAPEUROON



	1 ΑΣΛΑΝΙΔΗΣ 31-10-2012.pdf
	ΡΕΥΜΑΤΟΕΙΔΗΣ ΑΡΘΡΙΤΙΔΑ��Επιδημιολογία�Αιτιοπαθογένεια�
	ΡΕΥΜΑΤΟΕΙΔΗΣ ΑΡΘΡΙΤΙΔΑ
	ΕΠΙΔΗΜΙΟΛΟΓΙΑ ΡΑ
	ΣΥΧΝΟΤΗΤΑ ΡΑ ΣΤΟΝ ΕΛΛΗΝΙΚΟ ΠΛΗΘΥΣΜΟ�ESORDIG STUDY
	ΣΥΧΝΟΤΗΤΑ ΡΑ ΣΤΟΝ ΕΛΛΗΝΙΚΟ ΠΛΗΘΥΣΜΟ
	ΡΑ: επίμονη προοδευτική νόσος
	ΦΥΣΙΟΛΟΓΙΚΗ ΑΡΘΡΩΣΗ ΚΑΙ ΑΡΘΡΩΣΗ ΜΕ ΡΑ
	Slide Number 9
	ΔΙΕΡΓΑΣΙΕΣ ΣΤΟΥΣ ΛΕΜΦΑΔΕΝΕΣ
	ΔΙΕΡΓΑΣΙΕΣ ΣΤΟΝ ΑΡΘΡΙΚΟ ΥΜΕΝΑ
	Slide Number 12
	Slide Number 13
	Ο ΡΟΛΟΣ ΤΟΥ ΤΝF-α ΣΤΗ ΡΑ
	ΦΥΣΙΟΛΟΓΙΚΗ ΑΡΘΡΩΣΗ ΚΑΙ ΑΡΘΡΩΣΗ ΜΕ ΡΑ
	ΦΥΣΙΟΛΟΓΙΚΗ ΑΡΘΡΩΣΗ ΚΑΙ ΑΡΘΡΩΣΗ ΜΕ ΡΑ

	2 ΑΣΛΑΝΙΔΗΣ 31-10-2012
	Slide Number 1
	Slide Number 2
	ΡΑ - ΙΣΤΟΛΟΓΙΚΗ ΕΙΚΟΝΑ ΕΦΦ
	ΕΞΕΛΙΞΗ ΤΗΣ ΡΑ
	Slide Number 5
	Slide Number 6
	Slide Number 7
	 
	OIKONOMIKH KAI KOINΩΝΙΚΗ EΠΙΒΑΡΥΝΣΗ (ΕΥΡΩΠΗ)
	Slide Number 10
	Slide Number 11
	Slide Number 12
	ΔΙΑΓΝΩΣΗ ΡΑ
	ΣΥΝΟΨΗ


