Eas and Bel-2 expression on peripheral

pIeedHF and Bilymphecyies in uvenie:

ERSEL SySiemICIUpUS elinemaiesis and
HENEIZieRShHIPNViINCISEaSEaEVil

Senadeter L tiphals, IMiD
J\/Jf'Jr]f‘] J_J B } ,),)/ J')J_J_)

ClatiaiaiGE=SehalnpeErRd, IMiD




INTRODUCTION

o Apoptosis is responsible for the deletion of
auto-reactive T and B lymphocytes: in central
and peripheral telerances.

¢ DUrFing apeptesis UpuUs Speciiic auteantigens
aifé eEXPOsed onl the surface off apoptotic cells;
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INTTRODUCTION

¢ Fas and Bcl-2 are the main: proteins invelved in
the control off apoptosis.

& ANl altered! expression off these proteins may:

— result In" the presence off peripherall autereactive i
and B ymphecytes.

—contrbutes ter ther " exposure ol lUpls SPEeCIiic
aUteanRtigens: tor the mimuUnRE: sy/stemik

Andraderet als, Rheum: Dist Clinr NerthrAm: 2000526521 5-274
Eascivla=ReseRretaln SEXpIMEd IS AE 7 Ol 311 7-310.
Whiteret als  CurrOpin Rietmatels 2008 177:557-62.



OBJECTIVES

¢ [0 examine the expression of Fas

and Bcl-2 proteins omn peripheral
plood 1T and B Iymphocytes from
patients withy Juvenile-enset Systemic
Lupus Erythematosus (JSILE).

¢ 10 correlate” the, exXpression) of these
CWO) pretelinstwWithr SIEENaISease acuVity,
INAEXsseere (SLEEDATNE



METIHOIDS

¢ 38 children and adolescents with JSLE
11 with active disease (SLEDAI score=8)

¢ 21 sex-and age-matched healthy controls

¢ Freshly’ isolated peripheral bleed ymphocytes were
stainead for CDh3, €CDh4, CDS8, CDh19 and for Fas and
BCI=2 PrOLEINS:

9 EXPRESSIONS Off IFas andrBEI-2 protelns WEre measuread
PV tAREE-COIO {GW, CYEOMELHYA

9 Statisticals analysisitseas Krtuskall=\Wallisstest™ and
SPErMaRIS ranike p=r 0L 05MWas signifHcanit:



RESULTS

Percentage of lymphocytes positively stained for Fas - Mean + SD

Subjects N CD3tTeels  CDatToels DB+ Toels CD19+ B cell

JSLE B B71103* 367 215196 211 142
Heathy conrols 20 28,9+ 94 16.21 6.2 123158 L4107

* p<0.05 patients vs healthy controls

e densIty, Gl Fas antigens expressed on celib stiFiaCe measurea by,
MEaN TUerescence ntensitys (IMEDEWast igher (P=<0r05) Rt JSIEE
PAtIERNLS compared tor healthys controlsk ont EREH NI cells (2671%5.5 vs
21N 5HE156) and e CDASNIRCellS (45, 5107 Vs 50454500



RESULTS

Mean fluorescence Iintensity (MFI) of Bcl-2 positive
lymphocytes - Mean + SD.

SUbjects N CD3tTcels — CDA+Tcell CD8+ T cells CD19+ B cells

JSLE B 288847 286182 294193 55196
Healthy confrols 21 229442 29144 28136 25136

* p<0.05 patients vs healthy controls

PEFCENtagESI O IVmpheEytest positVelN stained ok Bel-2
proteln didinet diffier DEtWeen JSIEE patientstanataealthy.
CONGHOIS:



RESULTS

Percentage of lymphocytes positive stained for Fas on

active and inactive JSLE patients - Mean £ SD.

Subjects N CD3+Tcels  CD4+Teels — CDB+Tcels

Active JSLE L 1000 289478 234:107®
nactveJSLE 27 4244102°% 188457 07193 ¢
Healthy controls 21 2894 94 16.21 6.2 123158

* p<0.05 active JSLE patients vs inactive JSLE patients
& p<0.05 JSLE patients vs healthy controls

D19+ B cells

32£17+
L7110
L4107



RESULTS

r=0,38
D = 0,02

tained tor Fas protein

ntage of B lymphocytes
S
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Cofreleition o i CDAIS clis pesitverorEasiane SIEEDAI score.



CONCLUSIONS

& [he occurrence of circulating T and B
IVmphocytes: withr abnermally: high Fas and
BCl-2 expression suggest a dysregulation; of
apoptoesisi I patientss with  juvenile-onset
systemic lupus erythematosus.

& Ilhese data alse suggest that JSILE patients
Withs activVer s and RaCEVE dISEaSEr " PRESENL:
diferenNt pProfileroirEas EXpREsSIen:
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