NIKOX N. MAPKOMIXEAAKHX
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O1 payogrditioec To 1985

Tétaptn artio TOPAMGNC GTOV AVETTLVYUEVO KOGUO
2oPBapn uetmwon 6pacng 35% kot TvpAwon 20% acBevaov
* 40% mouowwv pe Neavikn Iotonadn Apbpitioa

* 90% acOevaov pe voso Adauavtidon-Beheet




O1 Bepamevtikeg ovvatotnTeg T0 1985

Kopti{dvn n kateCoynv Bepameio

Ta avocoKaTaGTAATIKA Kot KUPIMS 1| KUKAOGTOPivN
VITOGYOVTOL TOAAY




O1 Bepamevtikeg ovvatotnTeg T0 1985

corticosteroids

chlorambucil Aoki K, Sugiura S. Mod Probl Ophthalmol. 1976

azathioprine Firat T. Ann Ophthalmol. 1978

cyclophosphamide
cyclosporine









O1 payogditioec To 1995

[TEumn attic TOEA®MONC GTOV AVETTLYUEVO KOGLLO
2oBapn peimon opaong 30% xar toeAmon 15% acBevov
¢ 20% moudrwwv pe Neavikn Iotomadn ApOpitoa

* /0% acBevav pe voco Aoauavtidon-Behget




O1 Bepamevtikeg ovvatotnteg T0 1995

H xoptildvn katé€yel axoua tnv ntpmtn 0€on

AL TOL 0VOGOKOTOGTAATIKG EIVOL 1) OEVTEPT] EMAOYN




O1 Bepamevtikeg ovvatotnteg T0 1995

corticosteroids Gordon DM, McLean JM. JAMA.1950

chlorambucil Aoki K, Sugiura S. Mod Probl Ophthalmol. 1976
azathioprine Firat T. Ann Ophthalmol. 1978
cyclophosphamide Davatchi F, et al. J Rheumatol. 1984

cyclosporine Nussenblatt RB, et al. Lancet. 1983

methotrexate Davatchi F, et al. J Rheumatol. 1984

tacrolimus Tmochzuki M, et al. Transplant Proc. 1991

interferon o Feron BJ, et al. Lancet. 1994









O1 payoerditioec To 2005

2oBapn peimon opaong 25% xar topAmon 10% acBevov
* 6% marowwv pe Neavikn Ioromadn ApOpitioa

* 40% acBevav pe voco Aoauavtidon-Behget




Ot paryogwditioec to 2005

Ta avocOKATAGTOATIKA TPOTN EXIAOYT) GE TOAAA VOGT|LOTA

Jabs DA, et al. Am J Ophthalmol. 2000

O1 BroAoyikol wapdyoviec VTOGYOVTOL TOAAN

Markomichelakis NN, et al. Am J Ophthalmol. 2004




O1 Bepamevtikeg ovvatotnteg To 2005

corticosteroids
azathioprine
cyclophosphamide
cyclosporine
methotrexate
tacrolimus Tmochzuki M, et al. Transplant Proc. 1991
Interferon o, Feron BJ, et al. Lancet. 1994
mycophenolate mofetil Larkin G, Lightman S. Ophthalmology. 1999

etanercept Reiff A, et al. Arthritis Rheumatism. 2001

infliximab Sfikakis P, et al. Lancet. 2001









O1 paryogwditioec 1o 2015

>oPBapn ueimwon 6pacng oto 20% Kol topimon 5% acBevov

* 0% marowwv pe Neavikn Iowomadn ApOpitoa

* 10% acBevav pe voco Aoapavtidon-Behget




Ot Oepamevtikég ovvatotnTeg 10 2015

H Koptildvn eival counAnpouatikn Oepaneia

Ta avocoKaTAGTOATIKA Ko KUPLmG 01 BroAoyikol TopdyovTeG
etval 1 Oepameia ekhoync




O1 Oepamevtikec ovvatotnteg to 2015

corticosteroids

antimetabolites Firat T. Ann Ophthalmol. 1978
clcineurin hibitors

BloLoyikol mapdyovteg

+ interferon o

»infliximab Sfikakis P, et al. Lancet. 2001 |

» adalimumab Tynjéla P, et al. Rheumatology (Oxford) 2008
* Rituximab

° golimumab ~ Cordero-Coma M , et al. Ophthalmology. 2011

* tacilizumab Hirano T, et al. Mod Rheumatol. 2012
« certolizumab Sanchez-Cano D, et al. Mediator Inflam. 2013

» ustekinumab Caso F, et al. Mediator Inflam. 2014
» secukinomab Letko E, et al. Ophthalmology. 2015

o abatacept Tappeiner C, et al. J Rheumatol. 2015
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Articles I

Adalimumab in Patients with Active

Noninfectious Uveitis Adalimumab for prevention of uveitic flare in patientswith ~ @ ®

inactive non-infectious uveitis controlled by corticosteroids
(VISUAL II): a multicentre, double-masked, randomised,
placebo-controlled phase 3 trial

Lymion) adalimumalb
and FDA kot EMA
VIO PAYOELOITIOES




Avyovotog 2018

1.925 ONUOGIEVGELC Y100 paryOELOITION
164 onuoociedoelg yio oKANpiTION
Y10 OQHOAULKO TEUPTYOEIDES

.’r‘, i :
1 .




K0T Eqpécygi/rsg KO OQOOAUIKEC PAEYLOVEC

VP



Ot froAoyiKol TapayovTeg
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1.000 -

500 -

1.771 acBeveic
HE UN AOLUMON, U1 VEOTAQCLOTIKY OQOAAUIKY) QAEYHOVN

elafov pokpoypovia Oepameio

® Bioloywoti mapdyovieg 376 (21%)

¥ AVOGOTPOTOINTIKA 1.422 (79%)

/

Payoegditida XKAnpitda Kepatitida
Emorinpitida Emumepukitioo
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375 acOeveic
HE 1N AOLL®OT), [N VEOTAOGLLOTIKT] OQOOALLIKT] GAEYLOVT|

glapov Broroytkong TopdyovVIEC

" interferon o 6 acOeveic
® anti-CD20 8 acBeveig
~anti-H-6R 8 uoOeveic
302 ~ anti-TNF 353 acbeveic
—
33 18
Payoeditidoa YKAnpitida Kepatitioa
Emcrkinpitida Emmepukition
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1.000 - 923 ac0eveic
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300 302 acOeveic
LLE UM AOUL®OTN, LU VEOTAOGLLOTIKT] POYOELOITION

250 ehaPav anti-TNF mapdyovrec
200 ¥ IoAhamAoOG 40 acBeveis
» certolimumab 1 ac0eveic
150 ” ~ golimumab 4 acBeveig
- ™ etanercept 18 aoBeveic
100 = Infliximab 95 acOeveic
~adalimumab 143 ocBeveic
g
50 4 .
0
[Tpocbiec Alquecec Omnicbec [Tavpayoelditioeg
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['ati antl-TNF otig avBextikéc payoeldiTioec;

MeyaAdtepn eunelpio o€

oyéon pe anti-1IL6R ot Expfrrt Panel Recomn}endations for tl.le Use of
ti-CD20 Anti—Tumor Necrosis Factor Biologic Agents

anti- in Patients with Ocular Inflammatory

Disorders 2014 Mar;121(3):1-12 |

anti-TNFa 1.272 peAétec

Grace Levy-Clarke, MD," Douglas A. Jabs, MD, MBA,” Russell W. Read, MD, PhD,
James T. Rosenbawm, MD,” Albert Vitale, MD," Russell N. Van Gelder, MD, PAD

- /4
antl = I L6 R 8 7 HS)\;E‘ITSQ Purpose: To provide recommendations for the use of anti-tumor necrosis factor « (TNF-u) biologic agents in
patients with ocular inflammatory disorders,
Background: Ocular inflammatory diseases remain a leading cause of vision loss worldwide. Anti~TNF-a
. , agents are used widely in treatment of rheumatologic diseases. A committee of the American Uveitis Society
an'“ - I L 12 KOl I L23 1 9 nggrgg performed a systematic review of literature to generate guidelines for use of these agents in ocular inflammatory
conditions.
Methods: A systematic review of published studies was performed. Recommendations were generated
using the Grading of Recommendations Assessment, Development, and Evaluation group criteria.
anti _ I L 1 R 6 1 SXé‘CS Resu{ts: Numerous studies including controlled clinical trials have demonstrated that anti~TNF-a biologic
H Q agents (in particular infliximab and adalimumab) are effective in the treatment of severe ocular inflammatory
disease. Based on these studies, the expert panel makes the following recommendations.
Conclusions: Infliximab and adalimumab can be considered as first-line immunomodulatory agents for the
- , treatment of ocular manifestations of Behget's disease. Infliximab and adaimumab can be considered as second-
antI—C DZO 230 HS}\,STSQ line immunomodulatory agents for the treatment of uveitis associated with juvenile arthritis. Inficdmab and
adalimumab can be considered as potential second-line immunomodulatory agents for the treatment of severe
ocular inflammatory conditions including posterior uveitis, panuveitis, severe uveitis associated with seronegative
spondyloarthropathy, and scleritis in patients requiring immunomodulation in patients who have falled or who are
not candidates for antimetabalite or calcineurin inhibitor immunomodulation. Infliximab and adalimumab can be
considered in these patients in preference o etanercept, which seems to be associated with lower rates of
treatment success,
Financial Disclosure(s): Proprietary or commercial disclosure may be found after the references.
Ophthalimology 2014,e:1-12 @ 2014 by the American Academy of Ophthaimalogy.




['ati antl-TNF otig avBextikéc payoeldiTioec;

AvemOounTeg evépyelec
OV OEV EMNPEALOVV TNV
Con TV acBevov og
oyéon ue interferon o

Mechanisms for Interferon-a-Induced Depression and

Neural Stem Cell Dysfunction 2014 Jun 26:3(1):73-8

Lian-Shun Zheng,%12 Seiji Hitoshi,>*!? Naoko Kaneko,?1%*

Keizo Takao,>® Tsuyoshi Miyakawa,>®’ Yasuhito Tanaka,?
Hongjing Xia,? Ulrich Kalinke,® Koutaro Kudo,° Shigenobu
Kanba,!! Kazuhiro lkenaka,? and Kazunobu Sawamoto 2**
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['lati adalimumab otic avBektikég poryosiditioeg;

Za(pﬁg OTTOTEAEC MOL’CIK(')’CHTOL (o Cordero-Coma M, Yilmaz T, Onal S.

4 Systematic review of anti-tumor necrosis factor-alpha
GYeom e etanercept therapy for treatment of immune-mediated uveitis. Ocul

Immunol Inflamm. 2013;21(1):19-2

MeyoAvtepn eunelpio o€ oyEon  ELEUER 333 peléteg
ue golimumab ko certolizumab  geellinlliyele 39 pehéteg
certolizumab 19

EvkoAOTtEPN YOpMNYNON OE GYEON
ue Infliximab

Aev mpokaiel GoPapec aAlepyIKEG
avTopdocelg 6nwg to Infliximab

AnOTS}LSGH(XTIK(,)TnTG OLV(’X.)LO’YT] Skl Cordero-Coma M1, Sobrin L. Anti-tumor necrosis factor-
inflixi 4 ’ th ' itis.
Infliximab og 6\ a ta VOGTLOTOL o therapy in uveitis

Surv Ophthalmol. 2015;60(6):575-89.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE
‘ 2016 Sep 8;375(10):932-43.

Adalimumab in Patients with Active
Noninfectious Uveitis

Glenn ). Jaffe, M.D., Andrew D. Dick, M.B,, B.S., M.D.,
Antoine P. Brézin, M.D., Ph.D., Quan Dong Nguyen, M.D.,
Jennifer E. Thorne, M.D., Ph.D., Philippe Kestelyn, M.D., Ph.D., M.P.H.,
Talin Barisani-Asenbauer, M.D., Ph.D., Pablo Franco, M.D.,
Arnd Heiligenhaus, M.D., David Scales, M.D., David S. Chu, M.D,,
Anne Camez, M.D., Nisha V. Kwatra, Ph.D., Alexandra P. Song, M.D., M.P.H.,
Martina Kron, Ph.D., Samir Tari, M.D., and Eric B. Suhler, M.D., M.P.H.

QAN G ato IF DA KT EMA

2016 Sep 17;388(10050):1183-92

Adalimumab for prevention of uveitic flare in patientswith @ ®
inactive non-infectious uveitis controlled by corticosteroids
(VISUAL II): a multicentre, double-masked, randomised,
placebo-controlled phase 3 trial

Quas Dong Ngupen, Potine TM Glern ) Jafle, Andew D Dick, She mas pJohin Sheppard Arwf Schieen, Corlos Povesia,
Joachim Van Cakiter, Arve A Cow HheV Cwati Alexeadna P Song Marting o, Seme Tar, Aatore I Bedon

2017 Apr 27;376(17):1682-1683

Adalimumab in the Treatment of Uveitis in Juvenile Idiopathic
Arthritis
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[1p6c0iec payoeditidec mov EaoPfav adalimumab

[TodroTpuceg AYKOUAOTTOIMTIKN Ywoprootkn DdAeypovoon
omovoviapOpitida apOpitida VOGTLLOLTO, EVIEPOL

2001-2011 I'N.A. «I". T'evvnuotdc» 2011-2017 Ivotitovto OpOaipuxng @reypovig & Taboroyiag OpHaipon



Arduecec, OnicOiec ko Iavpayoeglditioec
mov ElaPav adalimumab

100
50 |
0
Noococ Adapovtiaon=—\ogt-Koyanagi-Harada Yaprocidomon
Behcet
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£r y \ W) ._“|
TOoL EAopDoV adalimumab
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Néor acOeveic og ant-TNF avd £tog
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~adalimumab = Infliximab
20
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H eumelpio Log Le Adallmumab
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["ati emA&Eope adalimumab
o€ TPOGOIEC PAYOEIOITIOEC;
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2VVYOPNYOVUEVO OVOGOTPOTOTIKA
o€ TPOGOIEC PUYOELOITIOES

2001-2011 I'N.A. «I'. I'evwnuaztdac» 2011-2017 Ivotitovto Opboiukne Preypovie & IHabBoroyiac OpHoaiuov




To adalimumab kot 1 Tayeio avrtomokpion
o€ TPOGOLEC POYOELOITIOEC

15 nuépeg
neta T yopnynon Adalimumab



To adalimumab kot 1 pokpoypdvia avTamoOKpLon
o€ TPOGOLEC POYOELOITIOEC
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["ati emA&Eope adalimumab

0€ OLAUEGEC, OTLCO1EC KUl TAVPOYOEIOTTIOEC;

14

[Tpcdtn emhoyn Amotuyio Alayn aAlov anti-TNF

OVOGOTPOTINTIKDOV

2001-2011 I'N.A. «I". T'evvnuotdc» 2011-2017 Ivotitovto OpBaipuxng @reypovig & Taboroyiag OpBaipon



2VVYOPNYOVUEVO OVOGOTPOTOTIKA
0€ OLAUEGEC, OTICO1EC KOl TOVPAYOEIOTTIOESG

2001-2011 I'N.A. «I. T'evvnuatdc» 2011-2017 Ivotitovto OpBaipkng @Aeypovig & TabBoroyiag OpHaipoh



To adalimumab kot 1 Tayeio avrtomokpion
G€ OLAUEGEC, OTICO1EC KOl TOVPUYOEIOTTIOESG

"Evo unva
neta tn yopnynon Adalimumab



To adalimumab kot 1 Tayeio avrtomokpion
0€ OLAUEGEC, OTICO1EC KOl TOVPUYOEIOTTIOES

"Evo piqvo.
neta T yopynon Adalimumab



To adalimumab kot 1 pokpoypdvia avTamoKpion
0€ OLAUEGEC, OTICO1EC KOl TOVPUYOEIOTTIOES
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AvemBountec evépyelec adalimumab

Omnowaonmote 10 (16.9%)
AvTiopaon 6To GNUEIO EVEGTC 4 (6.8%)
Omo10ONTOTE TOV 0OTYNGE GE OLUKOTN 4 (6.8%)
2oPapn Aolpmsn 2 (3.4%)
Kaipockomikn Aoipmén (extoc TB) 1 (1.7%)

Evepyoc TB 1 (1.7%)

Hrnototolwotnta 1 (1.7%)






LLE POCT) TO E100G

-

adalimumab infliximab etanercept golimumab certolizumab
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10 nuépeg
neta tn yopnynon Adalimumab
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