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ZUvopopo Sjogren

1933 Henrich Sjogren

MpooPBaAriovtal: 0.5-1%, Kuplwc yuvaikeg
(199 : 1 G) 40-60 TV

Xapaktnpiletol amd AspudoKUTTAPLKN
dNBnon e€wkplvwv adEvwv

KAIVIKEC EKONAWOEIC:

Mn €L8LKEG
MeplemBnALaKEC
Odel\opevec oe evamobeon
OVOOOGCUUTTAEYLLATWV

B-kuTttOoplka Aepdwpota



https://en.wikipedia.org/wiki/Sj%C3%B6gren_syndrome
http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=2ahUKEwjPnvu_273iAhVPjqQKHdmqDvkQjRx6BAgBEAU&url=http://womenshealthency.com/s/sjogrens-syndrome/&psig=AOvVaw2jyAbdwx6TY6BDW37u7MwS&ust=1559113163974872

ZUvOpopo Sjogren:
Autoavtiowuata

Autoantibodies

Anti-Ro/SSA
ANA, RF Anti-La/SSB
AvTL-SSA (Ro52, Ro60)
AVTL-SSB (La) Rheumateid factor
AMA, avti-M3R (60-80%- Sicca) Anti-CCP

AMA

AvTtL-IFI16 o

Cryoglobuling

Prevalence, %

50-70

Properties

Clinical association

Disease marker in healthy Younger age, extraglandular

Lymphoma predictive model

Disease marker in healthy Extraglandular

Lymphoma predictive model

Phenotype marker

Anti-Ro/La, extraglandular

Lymphoma predictive model

Phenotype marker
Phenatype marker
Phenatype marker

Phenotype marker

Arthritls
Elevated liver enzymes, PBC

Raynaud's phenomenan

lymphomma, extraglandular

R.Hal Scofielf et al. JLPM Oct 2018
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IFI16

Kwdikomoleital ano to yovidio IFI16, chr. 1g23.1

56k BB EVEICNE S TV B GJoBPeRE VWY Kal

amoteAel pedoc twv AlM-like urtodboxewv (ALRs) ol

TR PRV PTRUGE BBB apry vooo

EXEBEWR BAREBEXRIAS 0T N-TeAKS dKpo To omolo

gUMAEKETAL 0TNV AAANAETiSpaon MPWTEIvNG -

THRAFEDEG K N B TN I BTG KO
PRTE ATPBTERXBFEN A wy

Ekppadletal petaél AAAwV o€ KUTTAPOA TOU HUEAOU,

W@ﬂﬁam Ky ETLONALaka KU TTapa KL UopEi va

BplokeTal oTov TUPRVO. 1 TO KUTTAPOTIAQCLA

YPnAo titho ANA
AloBntripag DNA wv kat Baktnplwv

W@&aﬂm&%\y&mu s TUmou |, evepyorolel to
dAeypovwowpa pe emakoAovBbo tnv napaywyn IL-
1B, IL-6, IL-18, CXCL10, CCL20

Aveupioketal oe acBeveiq pe SLE
KOl ﬂjﬁbit&éﬁmtis Care Res (Hoboken) 2016

Tiany Cao et al. Scientific Reports 2016
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anti-IFI16

JClinsichT

IFI16 filament formation in salivary epithelial !
cells shapes the anti-IFI16 immune response in o\
Sjogren’s syndrome

Untreated

Brendan Antiochos, ... , Livia Casciola-Rosen, Antony Rosen

JCI Insight. 2018;3(18):2120179. hitpsJidoi.org/0.1172/cl.insight.120179. - ‘

IFI16: - 10K TpOotonoinon:

IFNa

DREED SR YHNERRONaKd KuTTApwY
emOnAaggK pTTee WY T pReedson L & ;
OTRLIPIS HAGEBIRY priva oTo Ve Yo

IFNa +

ARRVRPSFS{ IR g - @ _ @

oynuaTiolol gs smBnAlaka KUTTapA
OTO WVWTEPA THNHOTO TWV TTOPWV
To eTiOnALaKA KUTTOPO OTOLOTLIKOU
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DAPI anti-IFI16 Streptavidin-DL 594 Merge

JClinsicHT

IF116 filament formation in salivary epithelial ;
cells shapes the anti-IFI16 immune response in
Sjogren’s syndrome

Brendan Antiochos, ... , Livia Casciola-Rosen, Antony Rosen

JC1 Insight. 2018;3(18):2120179. hitps//doi.org/10.1172jci.insight.120179.
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E}?ocv Low 8Uac;TL8L K%SDNA
ZLF OLGLOL o 1"? é‘ %olpﬁéoro 5'&9)
TAPLKO

Ty W uevo Ku‘t AVOaTO

S

AUTA TOL AUTOOVTLOWHOTA OTOXEVOUV
TO C-TeAKO AKPO

DNA-biotin
N dpaotnpLotnta oe cuvUAOUO LE -+ _
Vl’] IJ.CITOT[OU']OT] Kal. aVOOO' ” Vinculin
dLopecolafoupevn KUTTAPOTOEIKOTNTA e
ouuBaAAouv otnv avtl-IFI16 IR -

. ©  DNA-biotin

. . IFI16

Q . DNA-biotin

Caspase 3

avoooloyuwfn amavtnon ofo SS
o , * ’ , * Supernatant
Tetoleg peNetec Tovilouv lou LOTO-
ELOLKEG TPO ’[OTIOLI"]OELC Kol l l
avocodpadtikd povomadtifp iowg mailouy
POAO OTNV §IAOYN AUTOAYTIYOVWVY OTLG e il
NAPI pPEU ua'[[_KE’q mm@f]"“@@t_@ anti-IF116 N-terminus Merae
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ZUvopopo Sjogren
Madoyevela

cytokine

O m
receptor
=

2 Y ¥
plasma

membrane

STAT dimer

nucleus

7 w activation of transcription
| =

. Cytokine binds to receptor

. Receptor dimerisation activates JAK phosphorylation of receptor
. STAT binds phosphorylated receptor

. JAK phosphorylates STAT

. STAT dimer is formed

. STAT dimer travels to the nucleus

. STAT dimer binds DNA and activates gene transcription

~NO0sONR

=iz releas=s
and proteins

yc family: IL-2,
IL-4, IL-7, IL-9,
IL-15

gp130 family:

IL-6, IL-11,

IL-7, IL-9,
IL-15

gp130 family:
IL-6, IL-11, OSM,
LIF

Bc family-IL-3,
IL-5, GM-CSF
EPO, TPO, IFNy
1L12/I1L23

family: IL-6,
IL-11, OSM,
LIF

* IFNo/B,

e [L-12/I1L-23

John J. O’Shea et al. Ann Rheum Dis 2013
Y. Yao et al. Autoimmunity reviews 2013
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JAK-1 Inhibition Suppresses Interferon-Induced BAFF
Production in Human Salivary Gland

Potential Therapeutic Strategy for Primary Sjogren's Syndrome

Taeseon Lee," Jennifer Loz, Seune-Ki Kwok, “ SeungYe Back" Se Gwang Jang " Seung-Min Hong,"
Jae-Woong Min,” Sun Shim Chol,” Tubyvun Lee, Mi-La Cho," and Sung-Hwan Park”

G5E51092

{bload)

(Gland)

GSE23117

Gene symbol

Official full name

containing

IFIT1 Interferen-induced protein with
{atratricopeptide repeats 1
IFIT2 Interferon-induced protein with
tetratricopeptide repeats 2
IF144L Interfercn-induced protein 44.like
ISG15 ISG15 ubiquitin-like modifier
RSAD2 Radical S-adenosyl methionine domain
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" Filgotinib:
ExkAektikoc JAK1 avaoTtoA£ag
MeAETEG yLa xopryynon o€
aoBeveic pe RA kat Noco
Crohn

AvaotoAn IFN-a kat [FN-y
enayopevn doopopuliwon twv
STAT1 & STAT3 og avOpwrniva
SGECs kot IFN-y emayopevn
doodpopuAiwon twv STAT1 &
STAT3 oe SGEC movtikwv

KaBuotepel tnv peiwon tng
TIOPAYWYNG CLEAOU OTA TTOVTIKLA
(NOD/ShiLtJ)

Filgotinib

Filgotinib

saliva Now rate
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AANANA MOPIA & lMadoysveia SARDS

JUCTNUOTLIKEG AYYELITIOEC

Etepoyevi¢ opdda omaviwv Kot SuvnTKA QmeEANTKWVY yla
™ {wn nadnoswv

H nowkiAla Twv KAWIKWV ekdnAwoewv anodidetal o€:

Adebajo et al, ARC 2005
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Interleukin 12 and interleukin 23 play key pathogenic
roles in inflammatory and proliferative pathways in
giant cell arteritis

Richard Coanj 2 Lorraine O NPI” Geraldine M McCarthy,’ Conor C Murphy,*
Aurelie Fabre,” "mfan Kennedy,” Douglas J Veale,' Sarah M Wade,® Ursula Fearon,®
Eamonn § Molloy' Ann Rheum Dis 2018

IL-12:

Kevipiko poAo otnv T-KUTTOPLKA
anavtnon otn ¢pAeyUovA
Exkpivetal amd devoplLtikad
KOTTapA KoL CUMBAAAEL OTN
Stadopomnoinon twv T KUTTAPWV
o€ Th 1 pe emakolouvBo tnv
napaywyn IFN —y

IL-23:

Kotvr) p40 urntopovada pe tnv IL-12
O untodoy€ag tn¢ amoteAsital amno
TLIC uTtopovadeg IL-23R kat |L-
12RB1

Mapayetal anod evepyomoLnueva
Hokpodaya kat devdpLtika
KOTTapQ

IL-17A, IL-17F, IL-22
T17 stabilization T,,1 development

Mpodyel tnv mapaywyn IL-17A,

IL-22 amd ta T 17
Teng MW et al. Nat Med 2015
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Interleukin 12 and interleukin 23 play key pathogenic
roles in inflammatory and proliferative pathways in
giant cell arteritis

Richard C:ervgjy,]'2 Lorraine O'Neill," Geraldine M McCarthy,?' Conor C f\-’lurpl'ly,4 i
Aurelie Fabre,” Susan Kennedy, Douglas J Veale," Sarah M Wade,® Ursula Fearon,®
Eamonn S Molloy' Ann Rheum Dis 2018

Cranial ischasmic Compicaians C SCalp TENOErness

KaAAépyeta PBMCs kat TA yia 24 " T et
h aroucia kat mapoucia IL-12 (50 : 'y S S
ng/ml) n IL-23 (10 ng/ml) ko
HEAETN Ekppaonc yovidiwv og TA

LAZ Exgression

12TOZ:

H avoooiotoxnueia avedelée
avénuévn ekppaon IL-12p35
Kot IL-23p19 og OeTIKEC

=Xl
&
I
o
a

Bloyiec kpotadkAc aptnplog
Auénuévn ékdpaon IL-12 o€ - | B

00BEVEIC UE KPOVIAKEG
LOYOULULKEG ETTLITAOKEG
(P=0.026)kal BeTIkn
arnewovion (P=0.006)

Auvénpuevn ekppaon IL-23 oe
a0Beveic pe TTOANATIAEC
urtotporéc (P=0.007)




Interleukin 12 and interleukin 23 play key pathogenic
roles in inflammatory and proliferative pathways in

giant cell arteritis

Richard C:Jnv\fgjy,]'2 Lorraine O'Neill," Geraldine M McCarthy,?' Conor C f\-’lurpl'ly,4 i
Aurelie Fabre,” Susan Kennedy, Douglas J Veale," Sarah M Wade,® Ursula Fearon,®
Eamonn S Molloy' Ann Rheum Dis 2018

PBMCs otig 24 h:
IL-12 av€énoe onUavTIKA
TNV €kkplon IL-6
(p=0.009) & IFN —y
(p=0.0001) ko peiwoe
TNV €kkplon IL-8

( p=O : 0006) : Basal IL12 Basal IL-12

n=14, P=0,855 n=14, P=0.803

2
E

&
=

IL-& pg/milimg
g

IL-8 pa/mlimg

IL-23 avénoe onpoVTIKA
v IL-6 (P=0.029)

KAI oL 8U0 odrynoav oe 2 £s

avénuévn €kkplon IL-22 £ 5.

IZTOS: ) :

H dieyepon pe IL-23 Basal IL-23 Hasal L2 12 i
n=15, P=0.978, P=0.389 n=15, P=0.679, P=0.252

n=60, P=0.004

avénoe tnv IL-6
(p=0.002), IL-8 (P=
0.004)



Interleukin 12 and interleukin 23 play key pathogenic
roles in inflammatory and proliferative pathways in
giant cell arteritis

Richard Coany 2 Lorraine O NPI” Geraldine M McCarthy,’ Conor C Murphy,*
Aurelie Fabre,” Susan Kennedy,” Douglas J Veale,' Sarah M Wade.® Ursula Fearon
Eamonn S Molloy' Ann Rheum Dis 2018
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IZTOX €kdpacn

mRNA: | STAT3 |

onuavtikni avénon IL-8
(p=0.048), IL-6 (P=0.0048) n=8, P=1 =6, P=0. I =6, P=0.364
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IL-23 avénoe onpoVTIKA
IL-8 KAl CCL20

Fold Change Relative to
Endogenous Control

Fold Change Relative to
Endogenous Contral

Fold Change Relative to
Endogenous Control

STATS RANTES

Basal
n=8, P=0.383 3 r A=3, P=0.5

=
—

Feld Change Relative to
Endogenous Control
Fold Change Relative to
Endogenous Control

Fold Change Relative to
Endegencus Contral




SCIENTIFIC REPg}RTS

Interleukin-23 as a therapeutic
target for inflammatory myopathy

Natsuka Umezawa, Kimito Kawahata, Fumitaka Mizoguchi, Nacki Kimura,
YokoYoshihashi-Nakazato, Nobuyuki Miyasaka & Hitoshi Kohsaka

16onaBeic pAeypuovwdelg puonadeiec:
JUXVOTEPEC: TTOAV U OOLTLO O KOt
deppatopvooitida

HAwkla epdaviong: 10-15 €tn kot 45-55
Fuvaikec/Avdpec 2-3:1, Neavikn DM 1:1,
OXETL{OMEVN LE VOO LATA TOU CUVOETLKOU
lotou 8-10:1

Tafwvounon kata Bohan & Peter 1975
MoAvpvooitida evnAikwv
Aegppatopvooitida evnAikwy

PM/DM oxetl{lOUeVN LE KAKONOELEC
Neavikn) Aeppatopvooitida

PM/DM oxetl{OYEVN LE VOO LOTO TOU
ouvOeTLOU LOTOU

AM\eG: IBM, nwotvodAkn, ylyavTOKUTTOPLKA
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OPEN Interleukin-23 as a therapeutic
target for inflammatory myopathy

Natsuka Umezawa, Kimito Kawahata, Fumitaka Mizoguchi, Naoki Kimura,
© YokoYoshihashi-Nakazato, Nobuyuki Miyasaka & Hitoshi Kohsaka

XpnotpomnownBnkav CIM movtikia
(Lovtélo moAuvpuooitdacg) (BnAuvka
C57BL/6 to omola
ovoooTmoLonkayv pe THRpaTa
avaouvduaopevng npwteivng C)

Opol aoBevwv pe PM/DM

Bopia puocg amo 1 acBevn pe
noAvpvooitida kot 2 pe
deppatopvooitida ripv AdBouv
Bepareia
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