METAAD APLENAAI

Do | Tymimo Peodoyin o

AvToavooEeg eEKONAWOTEIS TNG
avoooBepameiag

Apyvpw PetTo
EmpueAntoia B
PeopaTtoAoyikn KAvikn MAINH
Xavia 10/11/2018

=m y
2 W R
Fo ﬂ ol _[_L\
= — =y

N\l g4




; : NETAD APEENAN
| Tuyndato Peuparodoyiag o XANIA - PHTH
Y

Mepiypapua

TI eival n avoocoBepaTTeia

[10IEC €ival OI QLUTOAVOOTEG EKENAWOEIC TNG AVOCOBEPATTEIAC;
PEOUATOAOYIKES EKENAGTEIC TTOL OXETICOVTAI PE TNV
Avooo0BepaTTEia

— YTTapxouv SIapopEC Ao TA PELPATOAOYIKA VOO UATA;
O¢parTTeia

EowTtnuarta

— H omapén avtoAvoooL VOO UATOG Eival avTeveEIiEn YIa TN

Xopnynon avoocoBepareiac;

— H Bepartreia TV PELPATOAOYIKGWY EKENAWTEWY eTTNPEALE
TNV ATTOTEAECUATIKOTNTA TNG AVOOOOEPATTEIAC;

— EivaraocpaAng n cuxyopnynon DMARDs/ODMARDs pe TNV
Avooo0BePaTTEiq;



AvoooBgpareia
Immune Checkpoint Inhibitors (ICl)

» Evepyotmroinon TG autoavooiag

» MTTAOKQPEI TOLG ALTOPLOUICTIKOVGS PNXAVIOUOUVGS TOL
AVOOOTIOINTIKOL CLOTHUATOG

> EVEPYOTTOINON TV T-KLTTAP WYV

> ATTOTEAECUATIKN OTNV KATATTOAEUNON TWV KAPKIVIKGV
KOTTAPWV

> ALENON TNG eTTIRICOONG & ACBEVEIC UE SIAPOOOLS TOTTOLG
KAPKIVOU

» ALUTOOVOOEC TTAPEVEQYEIES



Immune Checkpoint-Blocking
Antibodies

Dug _____ Target

Ipilimumab CTLA-4
Nivolumab PD-1
Pembrolizumab PD-1
Atezolizumab PD-L1
Avelumab PD-L1
Durvalumab PD-L1

»CTLA4 : cytotoxic T lymphocyte associated antfigen 4
»PD-1: programmed cell death protein 1
»PD-L1: programmed cell death ligand 1



Evéeieic avoooBeparmeiag

Table 1| FDA-approved checkpoint inhibitors for cancer immunotherapy

Therapeutic Molecular target Indication Year of FDA approval’
Nivolumab PD-1 Melanoma 2013

NSCLC 2014

Renal cell carcinoma 2015

Hodgkin lymphoma 2016

Head and neck cancer 2016

Urothelial carcinoma 2017

Hepatocellular carcinoma 2017

Microsatellite instability-high or 2017

mismatch repair-deficient metastatic
colorectal cancer

Pembrolizumab PD-1 Melanoma 2014
NSCLC 2015
Hodgkin lymphoma 2017
Urothelial carcinoma 2017
Head and neck cancer 2017
PD-L1" gastric and gastroesophageal 2017
junction adenocarcinoma
Microsatellite instability-high or mismatch 2017
repair-deficient solid tumours

Atezolizumab PD-L1 Urothelial carcinoma 2016
NSCLC 2016

Durvalumab PD-L1 Urathelial carcinoma 2017

Avelumab PD-L1 Merkel cell carcinoma 2017
Urothelial carcinoma 2017

Ipilimumab CTLA4 Melanoma 2011
Melanoma in combination with 2014
nivolumab

CTLA4, cytotoxic T lymphocyte-associated antigen 4; NSCLC, non-small-cell lung cancer; PD-1, programmed cell death protein 1;
PD-L1, programmed cell death ligand 1.

Calabrese et al Nat Rev Rheumatol. 2018 Oct



CTLA4 checkpoint inhibition

: b « Evepyorroinon T-cells
(Aeppadéveg)
— MMapovociaocn ToL AvTIYOVOUL

i | — 20 oNua -> ocvbvdeon TOL
i CD28 ue CD80 n 86

Sustained T cell activation

‘and proliferation

« H evepyorroinon Twv T-cells

— AbENoN TNV EKPpPACN TOL
CTLA4 oTnV ETIPAVEIQ TRV

»>anti-CTLA4 checkpoint inhibitor

>ADENCN TNC EVEQYOTTOINONG TV T-KLTTAP V. | KAl

oOTEQPN
ouyyevela armo o1 To CD28 -
> QTTEVEQYOTTOINON TV TO-
KOTTAP WYV

Calabrese et al Nat Rev Rheumatol. 2018 Oct



PD-1 and/or PD-I1 checkpoint inhibition

* AvVAOTOAN TV T- KOTTAP WYV
O€ TTEQIPEPIKOVC IOTOVG
(KapKIVIKO KOTTaPA)

« PD-1 ocvuvééeral pe 1o PD-LIT
(TTOAANOULG 1I0TOVG) N TO PD-L2

(QVTIYOVOTTOOOLOIAOTIKA
KOTTaPA)

Calabrese et al Nat Rev Rheumatol. 2018 Oct



ALTOAVOOEC TAPEVEPYEIEG- immune-related
adverse events (irAE)

Encephalitis, aseptic meningitis

Hypophysitis

Thyroiditis, hypothyroidism,
hyperthyroidism

Dry mouth, mucositis

Pneumonitis Rash, vitiligo

Thrombocytopenia,

anemia

pive

o =
Adrenal insufficiency ’”]""’

o
Nephritis ! "s )
L/

@ (QRE N .\
Vasculitis "‘ , - g PR & ]\ Colitis
Arthralgia | \lr Wl " Ap =

Myocarditis

Pancreatitis,
-autoimmune diabetes

e ’ Enteritis

Neuropathy

Postow et all EnglJ Med. 2018 Jan



ALTOAVOOEC TTAPEVEPYEIEG- immune-related
adverse events (irAE)

LOUXVOTEPEG
> EvOokplveic adeveg
> AIOTAPAXEC TOL > Mvedpovag
BLPEOEIGOLG > Mvevpovitiéa
> ALDOAEITOLPYIC
urrc')cpucr]'g/ . Atpua
ETTIVEPPISIGOV . EEVONUQ
> TEX - fvnouog
, » AELKN
> AIQPPOIa
> KoAimiba
> NavurTia

Postow et all Engl J Med. 2018 Jan



AIAPOPETIKEG EKOSNADOEIC HETAEL TV
SiapopeTikwv Tagewyv ICI kal TV
S1aPOPETIKDV TOTTOL KAPKIV®DV

______ [CT4(R)

Grade 3/4 31%

EEavOnua

Khoja, et al a systematic review. Ann. Oncol 2017



Al OPETIKEG EKSNADOEIC HETAEL TV
SiapopeTikwv Tagewyv ICI kal TV
S1aPOPETIKDV TOTTOL KAPKIV®DV

____________[Cl4(OR) _____|PD-IOR)

Grade 3/4 31% 10%

Y »AoOeveic pe yeAavoua

A »Mio ovyxva ekdnhkooeig amo MNEL/ séppa
> MIKPOTEPN CLXVOTNTA TTVELHOVITISAG

Khoja, et al a systematic review. Ann. Oncol 2017



PeOUATOAOYIKEG EKONAGWOTEIC TTOL OXETICOVTAI ME
™ Xenon ICI

Meurdogical and/or ocular

® Lveitis # i llai n—Barré
# Mg nopa they synadinoame
# Demypelination  * Myasthenia gawvs

S oca symdrome Folymyalgia rhewmatica

Cardiiac Endocrine = Hypophysitis

* Myocarditis * Hyperthyrobdism o e thnsidism
= Agrr Inythimiia # Insul in-dependent ' '

diabeetes
Yasculitis
Sarcoidosis

Caas trodincbes tinal
f?ﬂ;mﬂt Fulmonary

+ Heputitis * Frramumsoni tis

# Fancreatitis

Inflammatory Renal
arthritis & A ube interstitial nephritis
Mo itis 5¢ lero-derma
Dermia tol ogiical
= Pruritis * Pooriasis
= Dermatitis  * Seeet's syndmme O on-rheumatic it Es
= Witiligo # Bl loas. pemiphigoid [ Ehewmatic is\Es

« EménuoAoyia
— 'Ox1 YV oTn
— Agv KOTAYPAPOVTA
— MT1TopEl va

EMPAVIOTOLY AKOPA
KAl 2 XpOVIA LUETA ATTO
v evapén g
AYWYNG N KAl UETA TN
SIOKOTIN TNG

— ApBpaAyiec : 40%

* XTTAVIEG Ol COPAPEG
EKOENAOEIC

Calabrese et al Nat Rev Rheumatol. 2018 Oct



PeOUATOAOYIKEG EKONAGWOTEIC TTOL OXETICOVTAI ME
™ Xenon ICI

dAeypovadn apOpitida
Peoparnkn moAvpvalyia
Mvoogcitidéa

YV V V

Sicca symptoms- EnpoTnTa PAEVOYOVLY
YLOTNUATIKO OKANPOSEQUA
Hwo1vOPIAIKN TTEQITOVIITIOT
YApKoEIdbonN
Ayyeimidéa

> KNX

> KOKKIQUATWON pe TTOALAYYEITIOO

» NeppiTiba ToOL ALKOL

» AEPUATIKOGC ADKOG

YV VVYV



PeOUATOAOYIKEG EKONAGWOTEIC TTOL OXETICOVTAI ME
™ Xenon ICI

« DAeypovardn apOpitida
- 1-5%
— [MoAvapBpITTISa 1 oAlyoapBpITIba
— [MoOCROAN HIKOWV KAl HEYAADV
APBPWTEWDV
— YovNBwc RF/anti-CCP ammovoialovyv
— AIGpOPETIKNG PapuTNTag
— AlaBpwoelic, V6PaPBPO,
TEVOVTOEALTPITIOO
« EpyaoTnpliakog EAEyXoG
— RF/anti-CCP /ANA
— TKE, CRP
— AKTIVOYPpa®ieC, MRI,US




dAeypovadn apOpitida

« AvniépaoTikn apOpitida
— Afovikn TPOCROAN
« OoPLAAYIO, YAOLTOAYIO
— 0LPNBPITIOA, ETITTEPLKITIOA

« RF/anti-CCP amovoialovv

« HLA B2/




PeOUATOAOYIKEG EKSNAWOTEIC TTOL OXeTiICOVTAl

™ Xenon IC
* Peoparikn moAvpvalyia
(PMIM)/ Kpotagikn +  ATTOKAEIOHOG
apTnpEitiéa oLVLTTAPENG KPOTAPIKNG
— Mo cuxvn n PIMIM apTnpeitiéag
— KpoTtagikn KeEpAAAAYIa
— AAYOG OTNV QLXEVIKN — Mapodikn apavpwon

QWMIKN Kal TTVEAIKN {vn
— Mpwivn Svokauyia

YTravia BeTikn Bloyia
KOQOTAPIKNC apTNPIAC
« 'EAeyxog:

— RF/anti-CCP/ANA

— CPK

— TKE/CRP ( 6¢eiktng
TTAPAKOAOLONONG TNG
EVEQYOTNTAC)



PeOUATOAOYIKEG EKONAGWOTEIC TTOL OXETICOVTAI ME

™ Xenon ICI

R MvuooiTida

* KevrpopeAikn puikn aduvvapia- ommavia mpooBoAN
TTEQIPEPIKOTEL WV ULV

« [MOOOCROAN AVATIVELOTIKWY MLWYV / KAPSIAC

¢ XTTAVIA €€AVONUA TLTTIKO SEOUATOMLOCITIOAC

‘EAgyX0G

— CPK, aldolase, AST, ALT, LDH
— troponin

— TKE/CRP

— ANA,ENA

— HAekTpopvoypapnua/ MRI/Bioyia puoe

— Avricouara yia ppaocOévea Gravis



PeOUATOAOYIKEG EKONAGWOTEIC TTOL OXETICOVTAI ME
™ Xenon ICI

« Sicca ovumnroupara
— Anti-Ro/Anti-LA : negative
« ILOTNMATIKO OKANPOSEPHUa
—  €NQXIOTEC TTEPITITOEIC

— 'Exel TapatneOnOei kpioiun IoXaIhia o€ eva acBevr LTTO
nivolumab (anti-PD-1) kar ipilimumalb.

* HoOoIvOoPIAIKN TTEPITOVIITIOO
« Iapkoeidwon
« Ayyeinéa
— KN
— KokKIUAT®WOoN PE TTOALAYYEITIOT
— HWOIVOPIAIKN KOKKIQUATWON WE TTOALAYYEITIOC

* Ne@pitiba Tov ALKOL
« AgpHaTIKOG ADKOG
« ASIapopormoinTo vOonUa CLVSETIKOL I0TOL



Rheumatic irAE

Inflammatory arthritis

Polymyalgia
rheumatica and/or
GCA

Inflammatory
myopathy

Sicca syndrome

Rheumatic disease
comparator

RA

SpA and PsA

Polymyalgia rheumatica
and/or GCA

Dermatomyuositis,
polymyositis and
immune-mediated
necrotizing myopathy

Sjogren syndrome

Similarities to rheumatic
disease

= Can cause erosive disease

= Many patients with similar joint
distribution (MCPs, Pl]s, wrists
and knees)

= SpAfeatures such as
inflammatory back pain,
enthesitis and dactylitis

= Sterile urethritis and
conjunctivitis with
oligoarthritis (reactive
arthritis-like)

=Biopsy findings in GCA-like
irAEs similarto the rheumatic
disease comparator

= Patients aged =50 years

=Range of creatine kinase is
10-100 U/ (upper limit of
normal)

= Biopsyresults are consistent
with dermatomyositis,
polymyositis or
immune-mediated necrotizing
myopathy

=Can have myasthenia with
myositis

= Dry mouth responds to
treatment with sialagogues
= Dry mouth and eyes common

Calabrese et al Nat Rev Rheumatol. 2018 Oct

Differences from rheumatic
disease

= Tendon involvernent more
prominent early in course of
disease

= Early erosions

= RF and CCP often negative

= Not female-predominant

= Concomitant psoriasis rarely
reported

= HLA-B27-positivity not
reported

= Early erosions

= Patients with polymyalgia
rheumatica-like disease
do not always have
elevated inflammatory
markers

= Some patients
with polymyalgia
rheumatica-like disease
not responsive to low-dose
prednisone

= Classic dermatomyositis
rash rare

= Response to intravenous
immunoglobulin may be less
effective inirAE

+ anti-Ro and anti-La antibodies
rare
= Rare parotitis



[Molo1 ©a euPaAvicoLY ALTOAVOOTES EKSNADTEIGS;

« De novo events n AavBavov LTTOKEIPEVO VOO NUQ;

¢  MEAETEC 6EV EXOLV CLOXETIOE TNV EPPAVION TWV
ALTOAVOO WYV TTAPEVEQYEIWV UE

— AVTIOQUATA
— HLA



Contents lists awvailable at ScienceDirect

Autoimmunity Reviews m
i T

journal homepage: www.elsevier.com/locate/autrev

Rheumatic manifestations among cancer patients treated with immune )
checkpoint inhibitors G

« 400 aobeveic
« 3,5% epupavicav PELUATIKES EKENAWOEIC
« 85% pAeypovadn apBpitiba
— 1/3 mpobiabeon
« Wedpiaon
 |0I6OKLKAITIOO
« ACPA (+)

M. Lidar et al. / Autoimmunity Reviews 17 (2018)



[MaBoyeveTiKOI UNXAVIOHOI

a Glenohumeral joint b Pituitary gland

\
o .

A TLAS
L S
c Knee joint ..‘. d Heart

‘.‘ . . lcel
B S - b O
OINT SDRCe .‘-‘ ‘.‘

o,

a) Generalized immune activation
b) Direct off-target effects of checkpoint inhibitors
c) Pre-existing asymptomatic autoimmunity
d) Off-target effects of T cell-mediated
— epitope spreading resulting in autoantigen targeting

Calabrese et al Nat Rev Rheumatol. 2018 Oct



O¢parmeia

YLVEQYAOIA €I6IKOTATWY

[Noco coPapn eival N KAIVIKN EIKOVO
— KAIVIKO cbvbpouo
— 'Opyavo oTOX0C

©a cuvexioel 0 acBevne TNV AVOCO0BEPATTEIQ;
— MNapevepyeiec- ovyxopnynon

YTTApXOLY CLYOOCNPEOTNTEG;

MapakoAovOnon Kai yera tn S1IaKorn NG
avoooBeparreiag
Calabrese et al Nat Rev Rheumatol. 2018 Oct
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Management of Immune-Related Adverse Events in Patients
Treated With Immune Checkpoint Inhibitor Therapy:

American Society of Clinical Oncology Clinical
Practice Guideline

Julie R. Brahmer, Christina Lacchetti, Bryan |. Schneider, Michael B. Atkins, Kelly |. Brassil, Jeffrey M. Caterino,
lan Chau, Marc 5. Ernstoff, Jennifer M. Gardner, Pamela Ginex, Sigrun Hallmeyer, Jennifer Holter Chakrabarty,
Natasha B. Leighl, Jennifer 5. Mammen, David F. McDermott, Aung Naing, Loretta |. Nastoupil, Tanyanika
Phillips, Laura D. Porter, Igor Puzanov, Cristina A. Reichner, Bianca D. Santomasso, Carole Seigel, Alexander
Spira, Maria E. Suarez-Almazor, Yinghong Wang, leffrey 5. Weber, Jedd D. Wolchok, and John A. Thompson in
collaboration with the National Comprehensive Cancer Network



[EVIKEG OLOTAOEIC

|OTOPIKO
KAIVIKN €€€TaON

NMapamopmn o PevpartoAoyo
— Grade 2/3
— OAeypovwdn apbBpitidba
* AV CLUTTTOUATA > 4 eRSOUASEC

O¢parreia

— MXAD

— KopTtikooTepoeibn

— DMARDS/ bDMARDS



dAeypovardn apOpitidba- Beparmeia

Grading Management

All grades Clinicians should follow reports of new joint pain to determine whether
inflammatory arthritis is present; question whether symptom new since
receiving ICPi

' >'Eykaipn Siayveon yia amopouyn Siappooewy
>'Evapén DMARD vwpig- avaykn yia HOKPOXPOVIA ay®yn

>Ev8o0apOpikn Oeparreia yia oAlyoapOpitida

disabling; limiting selfcare ADL Initiate oral prednisone 0.5-1 mg/kg
If failure of improvernent after 4 weeks or worsening in meantime,
consider synthetic or biologic DMARD
Synthetic: methotrexate, leflunomide
Biologic: consider anticytokine therapy such as TNF-a o IL-6 receptor
inhibitors. (Mote: As caution, IL6 inhibiton can cause intestinal perforation;
while this is extremely rare, it should not be used in patients with colitis)
Test for viral hepatitis B, C, and latentfactive TB test prior to DMARD
treatment
Referral to rheumatology.

J Clin Oncol 36:1714-1768. © 2018 ASCO




MvociTiéa

Grading Management

G1: Mild weakness with or without pain Continue [CP
If CK is elevated and patient has muscle weakness, may offer oral
corticosteroids, and treat as G2
Offer analgesia with acetaminophen or NSAIDs if there are no contraindications

G2: Moderate weakness with or without pain, limiting age- Hold ICPi ternporarily and may resume upon symptom contral, if CKis normal
appropriate instrurnental ADL and prednisone dose < 10 myg; if worsens, treat as per G3

MNSAIDs a3 needed
Heferral to rheumatologist or neurologist
If CK i elevated three times or more), initiate prednisone or eguivalent at
0.51 mafkg
May require permanent discontinuation of ICPi in most patients with G2 |
symptoms and objective findings (elevated enzymes, sbnormal EMG,
abnormal muscle MBI or biopsy)

(33-4: Severe weakness with or without pain, imiting self-care Haold ICPi until G1 or less while off immune suppression and permanent
ADL discontinue if any evidence of myocardial involvernent

Consider hospitalization for severe weakness
Referral to rheumnatologist or neurdlogist
Intiate prednisone 1 makg or equivalent. Consider 1-2 mg/kg of
methylprednisolone IV or higher-dose bolus if severe compromise
(weakness severely limiting mobility, cardiac, respiratory, dysphagial
Consider plasmapheresis
Consider IVIG therapy
Consider other immunosuppressant therapy, such as methotrexate,
azathioprine, or mycophenolate mofetil, if symptoms and CK levels do not
improve or worsen after 46 weeks; rituximab is used in primary myositis
but caution is advised given its long biologic duration

J Clin Oncol 36:1714-1768. © 2018 ASCO



Peouartikn mToAvpLvaAyia

Grading

Management

G1: Mild stiffness and pain

(2: Moderate stiffness and pain, limting age-sppropriate
instrumental ADL

(3-4: Severe stiffness and pam, imiting self-care ADL

Continue ICAi
Initiate analgesia with acetaminophen andjor NSAIDs if there are no
contraindications

Consider holding ICPi and resuming upon symptom contral, prednisolone
< 10 mg; if worsens, treat as per G3
Initiate predrisone 20 mg/d or equivalent; if symptoms improve, start to
taper dose after 3-4 weeks
Ifno improvernent or need for higher dosages after 4 weeks, escalate to G3
Consider referral to rheumatology

Hold ICPi and may resume, in consultation with theumatology, if recover to
G1 or less; however, note that cases of toxicity returning upen rechallenge
have been reported.

Referral to heumatology

Should initiate prednisone 20 mg/d or equivalert. If no improvement or need
for higher dosages for prolonged time, may offer a coicosteroid-sparing agent
such & methotrexate or IL-6 inhibition with toalizumab

(Note: As caution, IL6 inhibition can cause intestingl perforation; while this i
extremely rare, it should not be used in patients with coliis or Gl metastases).
Consider admission for pan control

J Clin Oncol 36:1714-1768. © 2018 ASCO
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JOURNAL OF CLINICAL ONCOLOGY ASCO SPECIAL ARTICLE

Management of Immune-Related Adverse Events in Patients
Treated With Immune Checkpoint Inhibitor Therapy:
American Society of Clinical Oncology Clinical
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Julie R. Brahmer, Christina Lacchetti, Bryan J. Schneider, Michael B. Atkins, Kelly J. Brassil, Jeffrey M. Caterino,
lan Chau, Marc 8. Emstoff, Jennifer M. Gardner, Pamela Ginex, Sigrun Hallmeyer, Jennifer Holter Chakrabarty,
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> All recommendations are expert consensus
based, with benefits outweighing harms, and
strength of recommendations are moderate

J Clin Oncol 36:1714-1768. © 2018 ASCO



[orte SiakomTovpe Touvg ICH

« > grade 3 : TPoCwWEIVN N HOVIUN SIAKOTTN
AVOOOBEPATTEIAC

« EmOBouuia ToL AoBevoLC va PN XAoEl TO OPEAOC ATTO
TNV AvOOo0BEPATTEIO

« Emavaxopnynon avoooBepaTtteiac YeETA ATTo
SIOKOTTN VIO coPapn pLOOCITI6a O¢ 2 A0BEVEIC NTAV
KAAQ QVEKTN XWEIC LTTOTEOTIN TNC MLOCITI6AC

«Ann Rheum Dis Month 2018



Eival avrevéeién mpoumapyxov
avToavooo voonua yia tn Anyn ICI;

o 75%
— £€APON TOL LTTOKEIUEVOL VOO NUATOG
— OrtroiaéntroTe irAEs

— AODEVEIC LTTO AVOOCOKATACTOAN EUPAVICAV ANIYOTEQES
IrAES

— KopTiKooTEQOEIST) /OVOOOKATAOTAATIKA YIA TN
Oepartreia

— OI TTEPICOOTEPOI AOBEVEIC eV XPEIAOTNKE VA
Slakowovuv TN Beparteia e ICI

Abdel-Wahab N, et al A Systematic Review. Ann Intern Med. 2018



EpwTnuara

« H ovyxopnynon ue koptikooTepoEldbr) /DMARDs eivail
AO(PAANNC;
— KaAd avektn
— AYVWOTN N HAOKPOXPOVIO OLYXOPNYNON

« Emnpedadel Tnv armavinon TOL KAPKIVOL N BepaTTEia
YIA TIC PELUATOAOYIKEC EKENAWTEIC;



JOUTTEPAOCHATA

v H avoooBeparreia avfavel TNV EMMRIOON TV A0BevVY UE
KakonBeia

v' H 1potrotroincn TN ammavinong ToL AVOCOTTOINTIKOL
OCLOTAMATOC £XEl OONYNOEl O€ ALTOAVOOTEC EKOENAWTEIC
TTOL CLOXETICOVTAI YE TNV AVOOCOBEPATTEID

v Ol PELUATOAOYIKEC EKENAWOEIC SEV €ival CLXVEC AAND
UTTOQEI VA €UPAVICTOLYV KAl PETA TN SIAKOTTIA TNG
AVOO0BePATTEIAC



JOUTTEPAOCHATA

¢ OEPATTEIA PE TN OLVEPYATIA PELUATOAOYOL KAl
OYKOAOYOUL

« Epotnuarta va amavinBovv

— AopaAieia ovyxopnynonc cDMARD/bDMARDs e
AvVOOo0BepaTTEia

— Emiépaon TNG avoocoTpoTToTToINTIKNG AYWYNC
oTNV aTavINon oTn Beparreia



