TMHMA ®APMAKEYTIKHE

EIXAT'QI'H XTHN [TA®OAOI'TA —
EITEII'OY2A IATPIKH

«ITabnoceic €€ avosoolUECOAUPOVUEVC

pAapng
(disorders of immune-mediated injury).

Aptotéa PnAomovayid

[Tabordyos, Awdktop IMavemiomuiov Matpdv

Evtetaipévn Awdokovca

Molec nabnoeic cupnepiAapBavovTal;

v/ ZUOTNHATIKOG £pUBNUATWONG AUKOC.

v' PeupaTosidng apbpiTida.

v/ ZuoTnuaTikn okAnpuvon (okAnpodepua).
v/ Z0vdpopo Sjogren.

v ZnovouhapBpiTideC.

v Ayyenmidika auvopopa.

v/ Z0vdpopo AdapavTiadn-Behget.

v/ ZapKoeidwan.

v" Apulogidwoaon.




[Mola €ival Ta KUpIa XapakTnpIoTIKA;

v" XpOVIEC.
v KAIVIKG ETEPOYEVEIC.
v AUTOQVOOEC,

v' ZuoxeTidovTal pe NoAUNAOKN Kal
NOIKINOPOPPN avoaolakn dUCAsIToupyia
(eyyevouc kal NpooapuOoaTIKNC avoaoidc).

[Mapouciacn NepIoTATIKOU.

v Tuvaika 59 €TWvV NPOCEPXETAl AITIWHEVN
NPoodeuTIKA €MOEIVOUPEVO AAYoG OTO O€EI0
avTiXElpa kal oTa yovata auew Kal npwivi
duockapwia, n onoia BeATiwveTal Pe TNV
kivnon. H kAivikn €&€taon avadelkvUel
OUANOYN UypoU OTIC apBpwaoEIC TWV YOVATWV
auUeW Kal aAyoC¢ oTnv kKivnon TOOO TWV
YyovaTwyv, 000 Kal TNG METakapnopaAayyikng
apBpwaonc Tou de€lou avTixelpa.




AoBevnc nou eugavileTal Je aAyoc
o€ NOAAEC apBpwOoElC.

v’ ApBpwon.

v TEITOVIKEC OOWEC.
v'Wuyovyeveic
NapayovTeg.
v'"MeTaBoAikoi
NapayovTeG.

Molo cuoTnua ennpealeTal kaTa

KUpIO AOYO;

‘‘‘‘‘ o et

v ApBpiTida: @Aeypovn apbpwong (epUBnua, BeppoTnTa, dIOYKWON,
euaiodbnaia).

v ApBpalyia: apBpikd AAyog Xwpic aTolxeia pAEyHOVAG.

v MovoapBpiTida / OAiyoapBpiTida / MoAuapbpiTida.
v/ SUMMETPIKN ) AOUPHETPN.
v OEeia r) xpovia.




Peupartoeidng apbpitida (1).

v/ ZUPHETPIKN.

v ®Aeypovmdng.

v'ToAuapBpIKn.

v'MpooBoAn kapnwv, MCP, |

PIP, nodokvnuikawv, MTP,

WHWYV, ayKOVWY, I0Xiov Kal

YOVATWV.

v'AAyoc, duokapwia Kai Oidnua PETaKaprnoPaayyikav apBpRoEwV
OIOYKWON apdpwoswv.

Uptodate 21.6

MapapoppwTikKn apOpiTida.

Uptodate 21.6




>UCTNHATIKOC £pubnuaTwodnc AUKOC

V' ZUMMETPIKN.
v OAeyHOVWONG.
v MoAuapBpikr).

v' MpoaBoAn kapnwv, MCP,
PIP, WMV Kal ayKOVWV.

AykuAonoinTikr arnovouAiTida.

- O v AGUMETPN.
v OAeypovmonc.
l v’ OAlyapBpikn).
SpA features SPINEACHE v TpooBoAr) AMZS, OMS3,

Sausage digit (dactylitis) OM ZZ, IEPO )\GYOVi(l)V,

Psoriasis- Positive family history of SpA ' '
Inflammatory back pain ”050KVHIJ|K00V, 10XIwV,

NSAID good response YOVATWV, WHWV KAl ayKWVWV.
Enthesitis (heel)

Arthritis

Crohn’s/Colitis disease-elevated CRP
HLA-B27

Eye (uveitis)

Akgul O, Ozgocmen S. World J Orthop. 2011;2(12):107-115.




KAIVIKG XapakTnpIoTIKA (PAEYHOVWOOUG
ooQualyiac.

v 'Evapén < 40 £1n,

v Bpadewg EENICTOMEVN,

v/ BEATIWVETAI PE TNV AOKNON,
v 0€ BeATIwvETal o€ EekoUpaann,

v" aAyog kata Tn didpkeia TnG vukTag (To
ornoio BEATIWVETAI E TNV EyEpan).

AneikovioTIKEG aAholwoelc (1).

duaioAoyikn akTivoypagpia Iepo)\aydviTléa 40v BaBuou
Aekavnc 1oxiov auow

\




ANEIKOVIOTIKEG aANOIWOEIC (2).

MayvnTIKr Toloypagia acBevouc e evepyo IepohayoviTida
(ooTiKO 0idnua).

I2TOPIKO

v'Eneiyoucec kKaTaoTAOEIC, Ol OMOIEC
eVOEXETAI VA EPPavicOouV pe apBpITikou
TUMOU O'U|JI'ITd)HC|TC| (Bepun), SloyKWHEVN
apBpwon, MUikn aduvapia, VEUPOYEVEG AGAYOC).

v/ XapakTnpIoTika npoofoAnc apbpwaoewv
(evronion, noioTNTa AaAyoug, Xpovikn didpkeia
OUMNTWHATWYV, TUNOG apBpIknc NPoaBoAng).

v EEwapBpIkeEC EKONAWOEIC.




E=QAPOPIKEZ EKAHAQZEI>.

Aduvapia, anwAeia Bapouc, NUPETOC,
AeppaTikn kal BAevvoyovikn npooBoAn).
O@BaApikn NPooPoAn.
AikTuogvd0BnAiako cuoTnua.
Mveupovikn NpooBoAn.

Kapdiayyeiakry npoaBoAn.
FaoTpevTEPIKO OUATNHA.
OupoyevvnTIKO oUCTNHA.

Neupikd ouoTnua.

10. MUOGKEAETIKO oUOTNHA.

WO on I

2. AeppaTikn kar BAEVVOYoOVIK)
NPOCBOAN.

8

©2011 Logical Images, Inc.

E€avenua napeiwv «diknv NETaAoudac». Moppupa, OTOUATIKA EAKN.

Uptodate 21.6




. AeppaTikn kai BAEvvoyovikn
npoafoAn (2).

Ynodopiol (peuparikoi) olol.

Uptodate 21.6

2. AepuaTikn kar BAevVOYoVIKn)
npooBoAn (3).

daivopevo Raynaud.
(ene1I00dIAKN aVaoTPEWIUN I0XAIKIa KAl HETABOAT TOU XpWHATOC TwV dAKTUAWV)

Uptodate 21.6




3. OpBaAuikn NPooBoAn.

Payoe1diTida (npoobia, onioia, navpayosiditida, Pe KOKKIWOUAT®ON XapakTnpIoTIKG)
>kAnpiTIOA
=npr KEPATOEMINEPUKITIOA

4. AikTUOEVOOONAIOKO cUCTNA.

Mepipepikn Aeppadevonabeia
HnatoonAnvopeyahia




5. Mveupovikn NPooBoArn.

MAeupiTida. s 9

- _—
MAEUPITIKA GUAAOYT). / re \
lMveupovikoi 6Zol. \ ' |

-

AIGUEDN NVEUMOVIKN VOTOG,.
lMveuyovikn ungpTaon.
Mveuyovikn aiyoppayia.

Yokosuka T. et al. Respiratory Medicine Case Reports, 2013, 37-39.

MepikapdiTida-
nepikapdlakn
ouN\oyn).

MuokapdiTida.
AidTaon aopTnc.




7. [aoTpevTEPIKO CUGTNHA.

v Auopayia.
v TepiToviTida.
v'MeoevTeEpIa IoXalyia.

8. OupoyevvnTikO oUCTNUA.

v Ne@pIkn avenapkelia.

v/ ZNEIPAPaToveEPpITIOa
(npwTeivoupia kal
ONEIPANATIKN
aijarToupia).




9. Neupiko ouoTnua.

v KivnTIKn 1) aiodnTIkn anwAeia.

v [ToA\anAr povoveuponaseia.

v AUENON TEVOVTIWV avTavakAaoTIKWV.
v Atagia.

10. MUOOKEAETIKO ouoTnua.

v EvBeoiTida (pAeypovn Twv onueinv npdoguong
TWV TEVOVTWV N TWV GUVOECHWV).

v AakTUAITIOQ.




E€wapBpikeg ekdnAwaoeig PA.

CARDIOVASCULAR: cervical myelopathy
myocardial infarction " Meningitis
congestive heart failure autoimmune polyneuropathies

TNFalfa related
anxiety, depression, and sleep
PULMONARY: disorders.

ILD primary and secondary.
bronchiectasis, bronchiolitis
cricoarytenoid arthritis

glomerulonephritis

- Drug-induced nephropathy
GASTROINTESTINAL: g Related to amyloidosis
increase in liver enzymes,
intrahepatic haemorrhage.
hepatosplenomegaly. MALIGNANCY:
cirrhosis, and necrotic Hodgkin's, non-Hodgkin's lymphoma
pancreatitis Lung cancer @
amyloidosis
Impaired mastication
Oesophageal dysmotility ¢

Figus FA, et al. Autoimmun Rev. 2021;20(4):102776.

>UXvOTNTA CUUNTWUATWY ZEA.

Percent at onset

Fatigue
Fever
imight loss
Arthritis or arthralgia
skin
Butterfly rash

Alopecia

Raynaud's phenomenon

Burpura

Urticaria
Renal

MNephrosis

strointestinal

Pulmonary

Plaurisy

Effusion

Preumania
Cardiac

pericarditis

Murmurs

ECE changss
Lymohadencpathy
Splenomegaly
Hepatomegaly
Gentral nervous system

Functional

Paychosis

Uptodate 21.6

Convulsions




EPIFAZTHPIAKOZ EAETXO2.

v' Tevikn aipaToc,

v' AcikTec pAeypovng (TKE, CRP).

V' BloxnMIKOC EAEYXOC.

v" OpOAOYIKOG I0AOYIKOG EAEYXOC.

v' Peupatoeidng napayovrac opou (RF).

v AvTinupnvika avtiowpaTa (ANA).

v" AvTI-oudeTepoPIAika avTiowpaTta (ANCA).
v" AvTiyovo IoToouppaTtoTnTac HLA-B27.

v E&ETaon apOpikou uypou.

Moia €ival n ouvnoinc KAIVIKN
nopeia;




KAIVIKN NOPEIa UPETEWV-EEAPTEWV.

Inflammatory Mediators

' “+
S Soluble Mediator Score (sms)e
Aoy aseasig

Regulatory Mediators
Clinical Disease Activity
Flare Risk Soluble Mediator Score
Medical intervention

Thanou A. et al. Journal of Autoimmunity, 119, May 2021, 102615

Nwc opileTal n €€apon;

v/ HETPNOIUN au&non TngG dpaaTnpIOTNTAG TNG
vOOOU nou nepIAapBavel vea n enideivoupeva
KAIVIKG ONUEIa Kal CUUNTWHATa n/kai
£pYAOTNPIAKEC NAPANETPOUC.

v NpEnel va Bewpeital KAIVIKG onuavTikn ano
TOV afloAoynTn HYE TOUAGXIoTOV €EETACN TOU
evdeXOMEVOU ahAayng n au&nong Tng
Oepaneiac.




>ToIXEia naboguaioloyiac.

MaBopuaoioloyia ZEA.




XpWPOOWWIKOI TOMoI Kal yovidia
oxeTi(opevol pe ZEA.

TNFAIP3, TNIP1, PROM1, PHRF1, TYK2, 1L10, BCL6, IL16, TYK2, PRL, and RASGRP3
SLC15A4, and TLRS STAT4, and RASGRP3

Immune-complex processing and Cell cycle, apoptosis, and [~ | Transcriptional regulation
innate immunity cellular metabolism JAZF1, UHRF1BP1, BCLG,
ITGAM, C1QA, C2, C4A, C4B, CASP10, NMNAT2, PTTG1, MSHS, MECP2, ETS1, and KZF1
FCGR2A, FCGR3A, FCGR3B, KLK1/3, PTPRT, UBE2L3, ATGS, and RASGRP3

KLRG1, and KIR2DS4

Other genes | SLE-associated locus.
PXK, ICA1, XKRG, and SCUBE1 |

Dendriticcellfunction and IFN signaling T-cellfunction and signaling Bcellfunction and signaling
IRFS, STAT4, SPP1, IRAK1, TREX1, PTPN22, TNFSF4, PDCD1, BANKI, BLK, LYN, BCL6,

Tsokos G. NEJM 2011; 365:2110-2121

MeTaBoAec pAeypovwdwyv dlapecoiaBnTwy
o€ aoBeveic pe ZEA.

1 B cells
(
\Z /
.Y’ ‘
=‘f( Y IFN-ap——
-a IR (Apoptotic Cell Debris/

SLE Autoantigens)>
TLRs/RLRs/Opsonin Pathways

SCF, (OPN)

TGFp

(IL-10)
IFNy
® (@
~— SDF-1
CCRS L9 L-A7A CCR2 CCRS
MIP-1a, MIP-1B IL-13 ~ IL-21 MCP-1, MCP-3 MIP-1a, MIP-18,
RANTES, Eotaxin, CCR3 CXCR3 RANTES, Eotaxin,
Ed in, MCP-3 MIG, IP-10
CXCR3 otaein
MIG, IP-10
Inflammatory

. Cell Recruitment

Monocyte _ PlasmaCell_ Tocell (MMP-9) (TIMP-1)

Soluble TNFRI, TNFRII, TRAIL
Receptors Fas, FasL, CD40L

Thanou A. et al. Journal of Autoimmunity, 119, 2021, 102615




MaBoguaioAoyia PA.

lymphoid tissue

Clinical phase

McInnes I et al. NEJM 2011; 365:2205-2219

KAIVIKG Kal HETQypaA@IKA XapakTNPIoTIKA TWV
£€ApOEWV TNC PEUPATOEIDOUC apBpiTidac.

A Disease Activity over Time

© Baseline @ Flare Glucocorticoid

Disease Activity
(RAPID3)
H

T T
600 800
Study Day

B Differential Expression of Genes during a Flare
6 H
F13A1

cotear + TR rcGris

POSTN
COUA\I

PRRX1

1
Log, Expression Ratio (flare:baseline)

C Pathways Increased during a Flare

Myeloid leukocyte activation
Neutrophil-mediated immunity
Response to wounding

Coagulation

Granulocyte migration

Fe-receptor signaling pathway
Leukocyte chemotaxis

Platelet activation

Cytokine secretion

Interleukin-1 production

Toll-like receptor 2 signaling pathway
Regulation of interleukin-8 production

0 10 20 30
-Log,, FDR

D Pathways Decreased during a Flare

Morphogenesis of a branching epithelium
NLS-bearing protein import into nucleus
Cellular response to acid chemical
Cellular component organization
Cellular response to amino acid stimulus
Cartilage development
Connective-tissue development
Extracellular structure organization
Collagen fibril organization
Extracellular matrix organization

152:3 4 5

~Log,, FDR

Orange D et al. N Engl J Med 2020; 383:218-228




MNwc TiBeTal n diayvwon;

Anderson A et al. N Engl J Med 1994; 331:1642-1647

Kpirnpia Ta&ivopnonc.

v Aev gival d1ayvwoTIKa KpIThpia.

v @€Touv TN Bacn Tng diayvwaongc, n onoia
TENIKA YIVETAI AnO TOV PEUNATOAOYO.

v'H diayvwon nepiAauBavel MoANEC
NAapapETPOUC Ol OMNoiec dev Unopouv va
oupnepIAN@OoUV OTa €nionua KpITHpId.

v'Ta enionua kpITnpla Ta&ivounong KNopei va
anoTeAECOUV 00NYO TEKMNPIWGONC TNG
naenanc.




AlayvwoTika kpitnpia Aoipwdouc evdokapdiTidag

Definite IE

Pathologic criteria
Microorganism: demonstrated by culture or histology in a vegetation, or in a vegetation that has embolized, or in an intracardiac abscess OR
Patholegic lesions: vegetation or intracardiac abscess, confirmed by histology showing active endocarditis
Clinical criteria
Using specific definiticns listed in Table B:
2 major criteria OR

1 major and 3 minor criteria OR

5 minor criteria
Possible IE*
1 major criterion and 1 minor criterion OR 3 minor criteria
Rejected IE
Firm alternate diagnosis for manifestations of endocarditis OR
Resolution of manifestations of endocarditis, with antibiotic therapy for four days or less OR
No pathologic evidence of infective endocarditis at surgery or autopsy after antibiotic therapy for four days or less

Does not meet criteria for possible infective endocarditis, as above

MEIZONA KPITHPIA: BeTIKEG KQANIEPYEIEG aipaTOG yia AE, KAIVIKG onpeia evOelkTiKa AE ny
BeTIKO UNEPNXoYpAPpNa, vea BaABIOIK avendpkeia.

EAAZZONA KPITHPIA: npodiaBsoikoi napdyovTeg, MUPETOG, ayyEIaka Gaivopeva, avoooAoyika
(aivopeva, HikpoRiooyike eVOEIEEIG nou dev euninTouv aTa peidova KpITnpia.

>UOTNHATIKOG £pUBNUATWONC AUKOC.

Entry criterion
dies [ANA) at a titer of 21:80 on HEp-2 cells or an equivelent pasitive test ever)

if absent, do not classify as SLE
If present, apply additive ariteria

Additive criteria
Do not count a criterion ifthere is a more likely explanation than SLE.
Occurrence of a criterion on at least one occasionis sufficient.
SIE classification requires at least one clinical ariterion and 210 points.
Criteria need not occur simultaneously.
Within each domain, only the highest weighted criterion is counted towardthe total score
Clinical domains iteri weight d d criteria__ Weigl

Constitutional
Fever 2

‘Antiphaspholipid antibodies
Anti<cardiolipin antibedies OR

‘Hematolagic
Leukopenia 3
Thrembocytopenia 4
hermolysis

Anti-f2GP1 antibodies OR
Lupus anticoagulant
Complement proteins
Low €3 OR low G

Neuropsychiatric
Delirium
Peychasis
Seizure

Low €3 AND low C4
SLE-specific antibodies
Anti-dsDNA antibody* OR
Anti-Smith antibod

Mucccutaneous
Nen-scarring slopecia
Oral ukers
Subscute cutaneous OR discoid lupus
Acute cutaneous upus

Serosal
Pleural or pericardial effusion
Acute pericarditis

Musculoskeletal
Jaint invelvement

‘Renal
Prateinuria >0.5g/24h
Renzl biopsy Class Il or V lupus nephritis
Renzl biopsy Class lll or IV lupus nephritis

Total score:

Classify as Systemic Lupus Erythematosus with a score of 10 or moreif entry aiterion fulfilled.

Aringer M et al. 2019, 71,

1400-1412




PeupaToeidng apbpiTida.

2010 ACR/EULAR
Classification Criteria for RA

JOINT DISTRIBUTION (0-5)

1 large joint

|26 = definite RA

2-10 large joints

4-10 small joints (large joints not counted)

0
1
1-3 small joints (large joints not counted) 2
3
5

What if the score is <67?

>10 joints (at least one small joint)

SEROLOGY (0-3)
0
2

A e ] Patient might fulfill the criteria...

Low positive RF OR low positive ACPA : :
-> Prospectively over time

High positive RF OR high positive ACPA
(cumulatively)

SYMPTOM DURATION (0-1)

<6 weeks

26 weeks

ACUTE PHASE REACTANTS (0-1)

Normal CRP AND normal ESR
Abnormal CRP OR abnormal ESR

-> Retrospectively if data on all
four domains have been
adequately recorded in the past

AMERICAN COLLEGE
A.‘.,’,‘u',.‘.,‘.“..‘..:!.‘.‘..’3‘.:,:‘.;; eular

Mapadelypa weudwc BETIKNG TA&IVOUNOoNC.
CASE SCENARIO

1 large joint

210 large joints Inflammatory Osteoarthritis

1-3 small joints (large joints not counted)
4-10 small joints (large joints not counted) - One clinical |y inflamed OA joint
>10 joints (at least one small joint) (PIP 3 |'|g ht hand)

SEROLOGY (0-3
. (03] ; - Tenderness of all DIPs, PIPs,
Negative RF AND negative ACPA

- - thumb IPs, CMC 1, and knees
Low positive RF OR low positive ACPA

High positive RF OR high positive ACPA - Seron egative
SYMPTOM DURATION {0-1)
<6 weeks

26 weeks - Normal acute phase
ACUTE PHASE REACTANTS lﬂ-l)
Normal CRP AND normal ESR

Abnormal CRP OR abnormal ESR

- Long standing disease

- If OAis clinically apparent, then this
patient would not be in the target
population of the criteria

A i eular




MNapadelypa Yeudws apvnTiknG Ta&ivounong.

1 large joint

2-10 large joints

1-3 small joints (large joints not counted)
4-10 small joints (large joints not counted)
>10 joints (at least one small joint)
SEROLOGY (0-3)

Negative RF AND negative ACPA

Low positive RF OR low positive ACPA
High positive RF OR high positive ACPA
SYMPTOM DURATION (0-1)

<6 weeks

26 weeks

ACUTE PHASE REACTANTS (0-1)
Normal CRP AND normal ESR

Abnormal CRP OR abnormal ESR

AMERICAN COLLEGE
OF RHEUMATOLOGY

CASE SCENARIO
0
1 Early seronegative RA

@ - Swollen and tender MCP 1-3 on
both sides

- Seronegative

- 2 weeks duration

@ - Elevated CRP levels

- This patient might fulfill the criteria at a
subsequent visit (be classified

@ prospectively)
eular

O¢epaneia.

v'H au&nuevn katavonaon Twv avoooAOYIKWY
unxaviopwyv nou diapecoAapolv TIG
OUYKEKPIMEVEG NABNOEIC EXEI 0ONYNOE!
oTNV avanTtuén evoc onuavTikou apiouou
VEWV Bepan&iwy, ol ONoiec TPOMOMOIOUV TN
(PUCIKN MOPEia TNC EKAOTOTE VOOOU Kdal
HEIWVOUV TN BvnToTNTA.




OEPANEUTIKEG APXEC.

‘Eykaipn didyvwon kai Eykaipn &vapén Bepaneiac.
MPOANNTIKEG OTPATNYIKEG-AVTILETWMION GUVVOONPOTATWY OF
0orolodrnoTe aTadIo TNG VOTOU.
2Tadlakr anopeEiwon YAUKOKOPTIKOEIDWY HETA TNV EMITEUEN KAIVIKAG
UQpeong,.
BeATioTONOINON BEPAnEiag e OTOXO TNV ENITEUEN TOU XAUNAOTEPOU
duvaTtou oTaBepou eMNEdOU EVEPYOTNTAC TNG VOGOU.
H anopeiwon Tng Bepaneiac npenel va EeKiva PETA TNV EMITEUEN
oTaBeprG andkpionG kal anaiTei NPOoeKTIKN napakoAoudnan.

" EEATOMIKEUPEVEC BEPANEUTIKEC OTPATNYIKEG UE BACN TO AVOOOAOYIKO
unopabpo, Ta KAIVIKA XapakTnpIoTIKA, Tn PEANIOTIKR dUVAMIKN
avakapyne Kai TIG NpoadoKieG Tou acgBevouc.

DapAKEUTIKEC KATNYOPIES

AvaAynTika — npoopEpPouy POvo avaAynaoia. Tonikd (capsaicin iy
diclofenac) kai ano6 Tou oropaToc (paracetamol, propoxyphene,
tramadol, oxycodone, hydrocodone).

" MZA® — avaAynTIKEG Kal avTIPAEYHOVMIEIC 1BI0TNTEC aAAG Oev
TponomnoloUv TNV €kBacn Tng voagou.

" TAUKOKOPTIKOEIDN — (npedvilovn/npedviloAovn p.o., i.V., N
£v0apBpIka) XpnaolponoloUvTal KaT €E0XNV YIa va KATaoTeIAOUV TN
@Aeypovn. AveniBUUNTEG VEPYEIEC O DOOEIC = 5mg npedviCoAdvng /d.
DMARDs (Disease-Modifying Anti-Rheumatic Drugs) — pn BIOAOYIKOI
kal BioAoyikoi napayovTec. Meiwvouyv 1) kal npoAappavouv Tnv apdpikn
BAGBN, diatnpouv TNV akepaioTNTA Kal ASITOUPYIKOTNTA TNG
apBpwanc.




OepaneuTikoi aToxol DMARDs (1).

2 S Leflunomide
nciting / 7 methotrexate
—antigen )/ o .

pint space T cell

Etanercept,
adalimumab,
infliximab,
anakinra

interleukin-1 24D
¥ \ C5a, other

chemotaxins

Collagenases,
metalloproteinases

Cartilage

Olsen N el al. N Engl J Med 2004; 350:2167-2179

OepaneuTikoi aToxol DMARDs (2).

Tocilizumab
Sarilumab

TGFp, IL6 SO IL6 I8, LIF
IL23 I = = \GRO-C( GMCSF(‘

Secu kinumab F'bmblaS[ 3 Inflammation

/

( |L1 TNF
Macrophage N

Cartilage
o ——\ b damage

_J

Osteoblast Chondrocyte Bone

erosion

van den Berg, W., Miossec, P. IL-17 as a future therapeutic target for rheumatoid arthritis. Nat Rev Rheumatol 5, 549-553 (2009).




OepaneuTikoi aToxol DMARDs (3).

Antigen-presenting cell or tumour cell

Antigen
presentation

Endogenous TCR
| |

’ ZUVOIEYEPTIKOI OUVOETEG ‘
T 1
4-1BB  ICOS OX40 PDL1
ligand ligand ligand CD80 or PDL2

CD70 CD86

KoroaotoAn
: dpaoTNPOTTOS
i T pvOctikaov

R .

CD27 OX40 CD28 CTLA4 PD1

Abatacebpj ’

4-1BB  ICOS

AvaoTaATIKoi
unodoxeig

EvVEPYOMNOINTIKOi UNOBOXEIG

ZApa 1

T cell Ag-£€131k0

Zuv-JIEYEPTIKA onpaTa (Zfnpa 2)

Fesnak AD. et al. Nature Reviews Cancer , 16, 566-581 (2016)

OepaneuTikoi aToxol DMARDs (4).

EEapTOPEVOG and avTioOPATa PNXavicHOG KUTTaPOTOEIKOTNTAG

Rituximab

(MovokAwviko avticwpa

€vavTi Tou CD20)

/"‘\ Macrophage PN
{ |
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Mechanism of action of belimumab
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Table 3. Guideli itoring the Treatment of id Arthritis.*

Potential Baseline System Review
Drug Toxic Effects Evaluation or Examination Laboratory Tests Comments

Hydroxychlor- Macular changes ~ None unless patient  Visual changes; check None Best tolerated DMARD
oquine is>40yearsoldor  funduscopicand
has previous eye visual fields every
problems year

Sulfasalazine  Neutropenia, myelo- CBC; consider G6PD  Fever, bruising, pallor  CBC every 2-4weeks for  Enteric-coated tablets
suppression and ALT assess- 3months, then every  better tolerated
ment for patients 3 months
atris

Methotrexate  Myelosuppression, CBC, recent chest Mouth ulcers, short-  CBC, ALT, albumin Pregnancy contraindicat-
hepatic fibrosis, radiograph, ALT, ness of breath, every 4-8 weeks ed; patients must
preumonitis creatinine, and al- new-onset cough, avoid alcohol

bumin, hepatitis nausea
Band Cserology

Leflunomide  Myelosuppression, ~ CBC, ALT, albumin,  Diarrhea, weight loss, CBC, ALT, albumin Long halfJife; pregnancy
hepatic fibrosis hepatitis Band C elevated blood every 4-8 weeks contraindicated; pa-
serology pressure tients should limit
alcohol intake

Gold (intra-  Myelosuppression, ~ CBC, creatinine, urine Rash, mouth ulcers,  CBC and dipstick Least well tolerated
muscular)  proteinuria dipstick for protein  fever, bruising, urinalysis every DMARD
pallor 2weeks, then with
each injection

Minocydline  Hyperpigmentation, None Hyperpigmentation  None May interferewith efficacy
nausea, diziness of birth-control pills

Azathioprine  Myelosuppression  CBC, creatinine, ALT  Fever, bruising, pallor CBC every 2weeks until  Works well in combi-
for patients at risk stable dose, then nations
every 1-3 months

Cyclosporine ~ Renal insufficiency,  CBC, creatinine, Edema; check blood  Creatinine every 2 weeks  Poor long:term continua-
anemia, hyper- blood pressure pressuremonthly  until stable dose, tion rates
tension then every month;

CBC every 3 months
Etanercept Infections Screen for previous  Infections; symptoms None unless patient Discontinue during
tuberculosis of CHF ordemye- also receiving other infections
linating disease DMARDs
Infliximab Infections Screen for previous  Infections; symptoms  None unless patient Discontinue during
tuberculosis of CHF or demye- alsoreceiving other infections
linating disease DMARDs

Adalimumab  Infections Screen for previous  Infections; symptoms  None unless patient Discontinue during

tuberculosis of CHF or demye- also receiving other infections
linating disease DMARDs

Anakinra Pcumonia, neutro-  Screen for asthma  Infections CBC monthly for Discontinue during
penia 3 months, then infections

every 3 months

DMARD denotes d difying antirheumatic drug, CBC completeblood count,G6PD gluce hosphate dehyd ALT alanine
aminotransferase, and CHF congestive heart failure. The CBCincludes a platelet count in all cases listed. Measurement of aspartate amino-
f may be sut for of ALT.
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EpBoAiacpoc evavti Tou 1ou SARS-CoV2 kal
avOOOKATAGTAATIKN aywyn).

Can I get the vaccination if I take my anti-rheumatic or immunosuppressive drugs?
— Yes, you can. The only exception could be Rituximab; in case you use Rituximab, please
consult your rheumatologist.

https://www.eular.org/eular sars cov 2 vaccination rmd patients.cfm#FAl

The British Society of Rheumatology advise that:

Where clinically possible, the COVID-19 vaccine course should be given four weeks or more before
rituximab

There may be a sub-optimal response to COVID-19 vaccines, especially for people within six months
of the last dose of rituximab, or those who must have maintenance treatment due to their
underlying clinical condition. BSR acknowledge that there is no evidence to suggest how long
after rituximab a patient should delay vaccination with a COVID-19 vaccine, but consensus
suggests this should ideally be 4-8 weeks after rituximab if it is ok to defer a COVID-19 vaccine.
However this may be dependent on the prevelence of COVID and should be agreed as being
acceptable with the patient

Where clinically appropriate, consideration should be given to using alternative therapies to rituximab,
because of the potential that after rituximab there may be sub-optimal response to a COVID-19
vaccine. This should be on a case-by-case basis, balancing the need for rituximab and the
suitability of alternative therapies for the relevant clinical situation.



https://www.eular.org/eular_sars_cov_2_vaccination_rmd_patients.cfm#FAQ
https://www.rheumatology.org.uk/practice-quality/covid-19-guidance
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