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2LEAOYOVOL OO EVEC: OL EEWKPLVELC AOEVEC TNC OTOUOTLKNAC
KOLAOTNTOC LE KUPLO POAO TNV Mapaywyn oLEAoU

ATIEKKPLTIKOC TOpOoC
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Loipa

JuvdEovtal Ye TNV eripAveLa TOU eTBNALOU HECW EVOC ATIEKKPLTIKOU TTOPOU
Kol LETALPEPOUV TO TIPOILOV TNG EKKPLONG TOUC OTO €EWTEPLKO TiEPLPAAAOV ) o€
KOLAOTNTOL TOU CWHOTOC | 0TOV AUAO €VOC KoiAou opydvou



E€¢wkplveic adevec-Tasvounon (1)

e Avaloya pe th popdoAoyia Tou amekKpLTLKoU opou (armAol n
StakAadLopevol)
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E¢wkplveic adevec-Tasvounon (2)

e Avaloya LLe ToV TUTo £KKpLonG (opwdec N PAevvwdeC LALKO)

e Avaloya LLE TO LNXOAVIOUO EKKPLONC:
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Mepokpiviig ATOKpIVAC DAokpvrg



>Lehoyovol adevec-Tafvounon

e AwakAadlopevol cwAnvokupehoeldeic

 Meilovec (mapwtida, vtoyAwoaolol, urtoyvadiol) Kol EAACCOVEC
(bLaomoaptol oTn oTOMATIKN KOLAOTNTO)



YleAoyovol adevec-Baokn doun

MuoemiBnAlako
Kol adevikd
KUTTOPO

ABEVOKUIPEAT

Kuttapo
EpBaMpoU
napou

EpSohpoc népog

MpappwTog noépog

KutTapo
= YpappwTodl
EKPOPTTIKGS 1l
nopoc

Mpog v
KOWAGTTTa Tou

OTOPaTOC



Proline-rich proteins
Cystatins and histatins

Plasma cell

Sympathetic nerve

Parasympathetic
nerve
NaCl (active) transport)

H20 (passive) transport)

Sialic acid- and

sulfate-rich mucins
Enzymes amylase,
lysozyme, peroxidase
_and lactoferrin
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Hypotonic saliva
NaCl (active transport)
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EAadcoovec aleAoyovol adEVEC

Minor Salivary Glands

Site: Beneath the epith, in almost all parts of the oral cavity

Structure: Several small groups of secreary units opening via short ducts directly
into the mouth

Characters: 1. Lack the distinct capsule

2. Focal accumulation of lymphocytes around ductal walks

Function: 1. Saliva Secretion

2. Have a role in the mouth immune surveillance

Labial & Buccal M Glosso- Lingual

Labéal
glands

Palatine
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2LeAoyovol adEVEC

Serous cells

3
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ABEVOKUPEAN
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2 Le\oC

* Quololoyika 500ml/nuepnoiwc

* Avtipkpofiakn dpaon (IgA, Aucoluun,
Aoktodepppivn)

* JupBoAn otnv neyn twv tpodwv(apuvlaon,
vAwaookn Autdon)



2 IEAOYOVOoI adEvec- laToAoyia

1 Venule

2 Interlobular =— 8§ Serous acini

excretory duct

4 Interlobular
excretory duct

5 Serous acini
12 Intercalated duct

6 Interlobluar
connective tissue

septa
13 Interlobular

excretory ducls



lotorta®oAoyia oleAoyovwv adEvwy 0N
pevpatoloyia- Mati;

e Alayvwon Kot mpoyvwaon cuvdpouou Sjogren

* Awadopikn dtayvwon (aAAa attia oltadadevitidog
riov odnyouv og cUVOpPOpO EnpotnTac)



Bloia eAaccovwv aleAoyovwv
adEVWV

e Toun 1-1.5 cm: EOCWTEPIKN ETTIGAVEIQ TOU KATW XEIAOUG
* NiYyeEC TTAPEVEPYEIEC

- AlpgaTwua

- \oipwen

- NapaicOnoia <14 nuepwv

- Napartetapévn aipwdia (TTOAU oTTavia)




Bioia mapwtldac: o emipovn
SLOYKWOnN

* Avolxtn Xelpoupylkn Broyia

- utatocOnotia, dnuiloupyla cuplyyiou
- Klvouvoc BAaBnc mpoowriitkoU veUpou
 KaBobnyoupevn amo unepnxo
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Fig. 6. A: Picture showing a lymphoepithelial lesion (LEL) with hyperplasia of the ductal epithelium associated with intraepithelial lymphoid exocytosis
(H&E, 200x magnification).
B: Immunechistochemical staming for cytokeratm AE1/AE3S highlights the epithehial proliferation.



Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

2Uvépopo Sjogren

2UOTNMATIKOC EpuBNnuaTWdNC AUKOC
Peupoatoeldnc apbpitida
2JUOTNMOTIKO OKANpOOEpUQL
Avtoavoon Bupeoslditida
2apKoeidbwon

ApuvAosidwon

1lgG4 oxeTl{OpEVN VOOOC



Kpttnpla toélvopnonc cuvopopou

Sjogren

 American European Classification

Criteria

Ocular Symptoms

Oral Symptoms

Ocular Signs

—  Schirmer’s | test
— Rose-Bengal score

Histopathology
— Focusscore 21

e Salivary Gland involvement
— unstimulated Salivary Flow
—  parotid sialography
— salivary scintigrafy

* Autoantibodies
— Ro (SSA) and/or La (SSB)




SPECIAL ARTICLE

2016 American College of Rheumatology/European League
Against Rheumatism Classification Criteria for
Primary Sjogren’s Syndrome

A Consensus and Data-Driven Methodology Involving Three International
Patient Cohorts

Caroline H. Shiboski,’ Stephen C. Shiboski, Raphacle Seror,” Lindsey A. Criswell,'
Marc Labetoulle,” Thomas M. Lietman,' Astrid Rasmussen,” Hal Scofield,* Claudio Vitali,”
Simon J. Bowman,® Xavier Mariette,” and the International
Sjogren’s Syndrome Criteria Working Group

Shiboski CH, et al, Arthritis Rheumatol. 2017 Jan;69(1):35-45.
Shiboski CH, et al, Ann Rheum Dis. 2017 Jan;76(1):9-16.



New ACR Classification criteria for SS

Labial salivary gland with focal lymphocyic sialadenitis and 3
focus score 21

+Anti-Ro/SSA 3
OSS>5 or van Bijterveld 24 in at least one eye 1
Schirmer’s test <5mm/5min in at least one eye 1
Unstimulated whole saliva flow < 0.1ml/min 1

Shiboski CH, et al, Arthritis Rheumatol. 2017 Jan;69(1):35-45.
Shiboski CH, et al, Ann Rheum Dis. 2017 Jan;76(1):9-16.



lotorta®oAoyio oLeAoyovwv adEVWV
>UvOpopo Sjogren

Chisholm’s score

Labial salivary gland biopsy in Sjogren’s disease

D. M. CHISHOLM AND D. K. MASON
From the Department of Oral Medicine, University of Glasgow Dental Hospital and School, Glasgow

AplOuoc dinbnoswv ava 4mm?22 1

1 81n6non= touAdxlotov 50 AepdokutTapa

J. Clin. Path. (1968), 21, 656-660
Oral Surg Oral Med Oral Pathol. 1974 Feb;37(2):217-29.



lotorta@oAoyia oleAoyovwyv adEvwy
>UvOpopo Sjogren

Arthritis Rheum. 2011 Jul; 63(7): 2021-2030.



lotorta®oAoyio oLeAoyovwv adEVWV
>UvOpopo Sjogren

Chisholm’s score

Arthritis Rheum. 2011 Jul; 63(7): 2021-2030.



lotorta®oAoyio oLeAoyovwv adEVWV
>UvOpopo Sjogren

2XNUATIOMOC BAACTIKWY KEVIPWV: AVEEAPTNTOC
Suvou yla Aepdpwpa

Arthritis Rheum. 2011 Jul; 63(7): 2021-2030.



lotontaBoloyla oleAoyovwv adevwy
2UVOpoMOo Sjogren Kol CUCTNUOTLKA EVEPYOTNTA

e Chisholm’s score>3: aveéaptntoc nopayovtoc
KwdUvou yla Aspdwpa
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Ann Rheum Dis. 2014 Aug;73(8):1537-40.



lotorta®oAoyio oLeAoyovwv adEVWV
>UvOpopo Sjogren

Tarpley score

Table |. Histologie grading of minor salivary glands in Sjogren’s syndrome

Class 0 Normal
Clags I (1+) Round-cell aggregates, composed of lymphoeytes, plasma cells, and
histioeytes

1 or 2 npgregates (minimal infiltration)
Claga I1 (2+) Mere than 3 aggregates (multiple) of round cells per lobule
Class TIT (3+) Diffuse lobular round-eell infiltration with partial destruction of acinar
tissme with or without fibrosis, the predominant eell varying from the
lymphoeyte to the plasma eell
Clasz IV (4+) Diffuse round-cell infiltrate with or without fibrosis destroying the lobular
architecture completely

Each aggregate — approximately 30 cells (lymphoeytes, plasma cells, or histiocytes).

Oral SBurg.
January, 18974



Predictors for lymphoma development in
patients with Sjogren’s syndrome

Salivary gland enlargement Focus score 23
Lymphadenopathy GC center formation
Age of disease onset Splenomegaly T CXCL12, CXCL13, CXCL21
Male gender Purpura ™ IFNy/IFNa ratio
Sensorimotor peripheral neuropathy T NLRP3, IL-1pB, IL-18, TSLP+ B-cells
Raynaud’s phenomenon 4 DNMT3B & MeCP2
Tongue atrophy J miR-200b-5p

Chronic inflammation
TNFAIP3, LILRA3, HCP5
B cell hyperactivity
BAFF/BAFF-R

Decreased immune surveillance . CD4 Iymphopenla

TREX-1 Neutropenla _
Impaired DNA methylation Leukocytopema
MTHFR
J, CD4/CD8 -
‘1\ mRNA in PBMCs '
Autoantibodies (BAFF IL-14 NLRP3 ASC)' -

ACA, RF, anti-Ro/SSA, anti-La/SSB
B cell hyperactivity/Germinal center formation
™ BAFF, Flt-3L, TSLP, . C4 complement, > CXCL11, CXCL13

B cell monoclonality Autoantibodies

MG, MMC, B2-microglobulin, FLC k/A cofilin-1, a-enolase, annexin-A, RGI2
Chronic inflammation Proteins

‘M LpLA2 activity, ASC, IL-18, LILRA3 S100A8/S100A9

Skarlis et al, Curr Treat Options in Rheum 6, 1-17 (2020).



lotortaBoloyla eEAaccOVWV GLEAOYOVWV
adEVwWV Kal cuvOpopo Sjogren

* Ewbwkotnta: 61.2% and 100%

* EvaloBnoia 63.5% to 93.7%

Autoimmun Rev 2013; 12: 416-20.



Arthritis & Rheumatism (Arthritis Care & Research)
Vol. 47, No. 5, October 15, 2002, pp 520-524

DOI 10.1002/art. 10668

© 2002, American College of Rheumatology

ORIGINAL ARTICLE

Prevalence and Clinical Significance of
Lymphocytic Foci in Minor Salivary Glands of
Healthy Volunteers

LIDA RADFAR,! DAVID E. KLEINER,* PHILIP C. FOX,? ano STANLEY R. PILLEMER"




Table 2. Chisholm and Mason grading and Greenspan scoring of biopsy specimens, and
frequency of focus scores 0-6 in a healthy control population in Sjigren’s
syndrome clinic*

Chisholm and Focus Frequency Serum
Mason grading SCOTE n (%) immunoassay
02 0 45 (83.2) Normal
3 1 1(1.9) Normal
4 i 1(1.9) I[gM = 244 mg/dl
4 3 2 (3.7) RF = 33 in 1t
4 4 2 (3.7) I[gA = 486 mg/d] in 11
4 3 2 (3.7) Normal
4 i1 1 (1.9) MNormal

* Chisholm and Mason grading 0-2 = none to slight and moderate lymphocytic infiltration that 15 <1
focus score; grade 3 = focus score of 1; grade 4 = focus score >1; RF = rheumatoid factor.
t Unly 1 subject.

Arthritis Rheum. 2002 Oct 15;47(5):520-4.



Standardisation of labial salivary gland
histopathology in clinical trials in primary
Sjogren’s syndrome

Benjamin A Fisher, '~ Roland Jonsson,>* Troy Daniels,” Michele Bombardieri,®

Rachel M Brnwn,? Peter Mnrganfa Stefano Bf:nrnt:;ardiEri,9 Wan-Fai Ng,m

Athanasios G Tzioufas,'" Claudio Vitali,'* Pepe Shirlaw,"* Erlin Haacke, '

Sebastian Costa, "> Hendrika Bootsma,'® Valerie Devauchelle-Pensec, "’

Timothy R Radstake,'® Xavier Mariette,"® Andrea Richards,?® Rebecca Stack,’

Simon J Bowman,? Francesca Barone,' on behalf of the Sjdgren’s histopathology
workshop group (appendix) from ESSENTIAL (EULAR Sjogren’s syndrome study group)

Fisher BA, et al. Apn Rheumn Dis 2017,76:1161-1168. doi10.1136/annrheumdis-2016-210448



AplOuoc aleAoyovwyv adEvwy TTou
araLtouvTal

* TouAaywotov 4, av peyeBoc <2mm: 6
* Extaon adevikou LotoU ToUAdXLoTOV 8mm?

* EMUTAEOV TOUEC



AANQL YOLPOKTNPLOTLKA TTOU TIPETIEL VAL
KaTtoypadpovtol

Amwon¢ ekdpUALON
Tvwon
Atpodia adeviwv

Ektooia mopwv



Aumtwdnc ekpUALon

Autoimmunity, DOI: 10.1080/08916934.2017.1316381



Arthritis Rheum. 2011 Jul; 63(7): 2021-2030.
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2XNUATLOMOC BAOOTIKWV KEVTPWV
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Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

Yuvdpopo Sjogren

2UOTNHATLKOC EpUONUaTwWonNC AUKOC
2JUOTNMOTIKO OKANpOOEpUQL
Avtoavoon Bupeoslditida
2apKoeidbwon

ApuvAosidwon

1lgG4 oxeTl{OpEVN VOO OC

HCV oxetwl{opevn vooog



2UOTNMOTLIKOC epuBnuatwdnc AUKoC

ARTHRITIS & RHEUMATISM Vol. 50, No. 3,
March 2004, pp 882-891



Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

Yuvdpopo Sjogren

2UOTNMATIKOC EpuBNnuaTWdNC AUKOC
2UOTNHOTLKO OKANpOdepa
Avtoavoon Bupeoslditida
2apKoeidbwon

ApuvAosidwon

1lgG4 oxeTl{OpEVN VOO OC

HCV oxetwl{opevn vooog



2UOTNUATIKO oKAnpodepua

133 SSc (81 1replopiouEvo)
68%: cuuTITLwPATA ENEOTNTAG

loTotTra@oAoyia: ivwon o€
50/91(xwpic ouoxETION ME
TTPOCROAN EOCWTEPIKOU
opyavwy)

Arthritis & Rheum Vol. 54, No. 7, July 2006, pp 2243-2249



% of pts with +SSc specific Abs

% of pts with +8Sc specific Abs

AvTioWHOTa KOt CKANPOSEPUATOC-
2UVOpPOMO EnPOTNTOC

A
60
40
20
0 I I I
All sicca patients anti-RoSSA+ anti-Ro/SSA-
B 0.029
80
607 0.009
40
) l
. [ ]
MSG biopsy (+) MSG biopsy (-)

[OR 95% (Cl): 4.1 (1.5-10.6)],
independently of anti-Ro/SSA
or anti-La/SSB status

Strong & Medium titers
Bl Sirong titers
Medium titers

Marketos N et al, Semin Arthritis Rheum. 2022 Aug;55:152026.






Anti-
! CENPB+

Anti-Ku+

Anti-

fibrillarin+ Anti-Scl70+




Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

Yuvdpopo Sjogren

2UOTNMATIKOC EpuBNnuaTWdNC AUKOC
2JUOTNMOTIKO OKANpOOEpUQL
Avutoavoon Qupeosiditida
2apKoeidbwon

ApuvAosidwon

1lgG4 oxeTl{OpEVN VOO OC

HCV oxetwl{opevn vooog



Avtoavoon Bupeoslditida

27 consecutive patients with DEMS (Dry eyes and mouth syndrome)
+ Abs to thyroid antigens in 60% of DEMS vs 20% of SS

The Journal of Rheumatology 2009; 36:8; doi:10.3899/jrheum.081326



Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

Yuvdpopo Sjogren

2UOTNMATIKOC EpuBNnuaTWdNC AUKOC
2JUOTNMOTIKO OKANpOOEpUQL
Avtoavoon Bupeoslditida
2opKoEidwon

ApuvAosidwon

1lgG4 oxeTl{OpEVN VOO OC

HCV oxetwl{opevn vooog



2o pKoeLdwon

MEDICAL INTELLIGENCE

BIOPSY OF MINOR SALIVARY GLANDS IN
THE DIAGNOSIS OF SARCOIDOSIS

VErNnON J. NEssan, M.D.,
AND Joun R. Jacoway, D.D.S., Pu.D.

N Engl J Med 1979; 301:922-924



Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

Yuvdpopo Sjogren

2UOTNMATIKOC EpuBNnuaTWdNC AUKOC
2JUOTNMOTIKO OKANpOOEpUQL
Avtoavoon Bupeoslditida
2apKoeidbwon

Apulosidbwon

1lgG4 oxeTl{OpEVN VOO OC

HCV oxetwl{opevn vooog



Apuloeidbwon

Blood 2015 126:5381;



Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

Yuvdpopo Sjogren

2UOTNMATIKOC EpuBNnuaTWdNC AUKOC
2JUOTNMOTIKO OKANpOOEpUQL
Avtoavoon Bupeoslditida
2apKoeidbwon

ApuvAosidwon

IgG4 oxeT{OEVN VOOOC

HCV oxetwl{opevn vooog



Itda
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AodEV

OLLEVN OLa

OXETLC

1gG4-

Case Reports in Immunology

Volume 2011 (2011)



lgG4-oxetilopevn oloAdadevitidoa

Oral Diseases Volume 23, Issue 2, pages 152-156



lgG4-oxet{opevn olahadevitidoa
lotorta®oAoyLka svprpoto

- AmodpokTikn PAeBitda (omavia otoug eEAdcooveg oleAoyovouc adeveg, 1/3
o€ BloPiec utoyvaBiwv)

-lvwon (omavia otoug eAdocoveg aleAoyovouc adeveg, 100% otoug
uTtoyvaBtiouc)

- lgG4+ mAaopatokuttapa (40-50 ava ontiko nedio n 1gG4+/1gG>40)

Oral Diseases Volume 23, Issue 2, pages 152-156

Mod Rheumatol. 2014 Nov;24(6):1023-5



Table 1. Clinical and serologic manifestations in the
normal-IgG4 and high-IgG4 primary SS groups*
Normal-1gG4 High-1gG4
group group
Manifestation (n = 123) (n = 10) Pt
Male sex 3(2.4) 1(10.0) NS
Ocular dryness 112 (91.1) 8 (80.0) NS
Oral dryness 108 (87.8) 10 (100.0) NS
R R Arthralgias 74 (60.2)  5(50.0) NS
o R T
s o : e, Srarers XS R Features of IgG4 (AIC, 4 (3.3) 3(30.0) 0.009
E“ PR H‘Ix- atetutetatata b e e, l-i"“- X Jatety AIP, IntN)
-E- X ‘ s AR N Glomerulonephritis 3(2.4) 1(10.0) NS
= 270+~ . * = . "‘ - - P8 T Peripheral neuropathy 7 (5.7) 1(10.0) NS
= uy - Y Lymphadenopathy 21 (17.1) 2 (20.0) NS
3 % » s Vasculitis 10(81)  1(10.0) NS
- 1354~ e, e Salivary gland 27 (22.0) 3(30.0) NS
. enlargement
Lachrymal gland 0 (0) 0 (0) NS
enlargement
Low serum C4% 29 (23.6) 2 (20.0) NS
Positive ANA titer 109 (88.6) 6 (60.0) 0.03
Presence of anti-Ro/ 84 (68.3) 4 (40.0) NS
SSA
Presence of anti-La/SSB 44 (35.8) 2(20.0) NS
Presence of AMA 5(4.1) 1(10.0) NS
Type I 55§ 46 (37.4) 4 (40.0) NS
NHL 16 (13.0) 1(10.0) NS
Sy L]
cavorga,
‘oGS g
‘:';'
» L)
ote #OL f ol A
- J"‘;‘h L
£ee o %“"

Arthritis Care & Research
Vol. 66, No. 5, May 2014, pp 773-777



Avtoavooa/PpAsypovwdn voonpota
Kol OLEAOYOVOL OLOEVEC

Yuvdpopo Sjogren

2UOTNMATIKOC EpuBNnuaTWdNC AUKOC
2JUOTNMOTIKO OKANpOOEpUQL
Avtoavoon Bupeoslditida
2apKoeidbwon

ApuvAosidwon

1lgG4 oxeTl{OpEVN VOO OC
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HCV related sialadenitis

J Clin Pathol 2010;63:1002—1007. doi:10.1136/jcp.2010.080036



Mn €Ok olaAadevitidoa

Atpo@io adevoKLYELDY

Aldpeon ivoon

Extocio tov nopwv

Aldomapto AELPOKVLTTOPO, LOKPOPEYOQ,
TAQGLOTOKVTTOPO




JUMTEPAOOTO

* HBoyia eAacoovwyv oleAoyovwv adevwy
elval €va TTOAUTLHO EpYAAELo OTN
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