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2UYKPOUGOHN CUUPEPOVTWV

Koot OXETLKN HUE TN CUYKEKPLUEVN TTapouoiaon



Aldypoppo topouoiaonc

e KAwwkn mtepimtwon 1: 2EA pe ooPBapn BpopBormnevia

e KAWIKNA mepimtwon 2: ZEA pe mavkuttapormevia Kat vedpitida

e KAwvikn mepimtwon 3: ZEA pe Bapla vedplky GUHUMETOXN



KAwvikn rteptmtwon 1

atam's IZTOP"(,O ' Epyaotnplakog EAeyxog
* AveUpeon PLTs: 20.000/uL o€ €\eyxo
pouTivaLC WBC 1650/uL (2600/800/400)
ATOMIKO ANAMNHZTIKO Hb 12,4g/dL (MCV 59)
[ej’ * Etepoluyoc B-BaAacoatuia PLTs 21000/pL
* EA\ewpn evlpou G6PD
CRP 0,6
AvSpag, 42 eTwv TKE 50mmHg/h

[EVLKN) OUPWV KoL BLOXNULKOC EAEYXOC XWPLC
WLaltepa evpnpata

KAINIKH EZETAZH
* Xwplc blaitepa evpipata

AvTLpETWTLON ATtO alpatoAOyouc we ITP pe koptikootepoeldn, IVIG kat Rituximab = epyaotnplakni avtanokplon



KAwvikn mepumtwon 1

ANA 1/640

Anti-Sm +

Anti-dsDNA +

C3 57mg/dL

C4 7 mg/dL
Awayvwon ZEA 6 ui .
HCQ 400mg/day p.'nvsq META: |
AZA 2mg/kg/day mmm——) 5. )heon off steroids

Prednisolone: otadiakn amopeiwon Amogaoiotnke n N enavayoprynon RTX



KAwvikn mepumtwon 1

Yt0Bepoc yia 3 €tn pe HCQ/AZA pe PLTs 100.000-120.000/pL kat C3/C4, anti-dsDNA ¢puaoloAoyika
3 xpovLa HETA:

Epyaotnplakog EAEYX0G — 3 XpOVLA LETA

WBC 2900/pL (1800/600/400)
Hb 12,9g/dL (MCV 60)

IVIG (2gr/kg)
PLTs 29000/pL mm) |y MP 250mg x 3
c3/ca 65/8 mg/dL MMF 3gr/day

Anti-dsDNA -
IgA/1gG/1gM 10 /311/ 27

FEVLKN oUPWV KoL BLOXNULKOC EAEYXOC XWPLC
Slaltepa eupnpata



Me Baon ta veotepa recommendations Tt Ba Kavape onuepa;

Thrombocgytopenia: For chronic asymptomatic thrombocytopenia : :
(<30,000/mcL) attributed to SLE ACR 2025 SLE Guidelines ,

..We conditionally recommend initiation of glucocorticoid with an Conditional Very Low - Zupmtwpatik OpopPonevia:
additional therapy (MPAA, AZA, CNI, anti-CD 20 agents, KOpTLKOOTEpOELSﬁ +
belimumab and/or IWIG) over observation or glucocorticoid .
monotherany. IVIG and/or anti-CD20

Thrombocytopenia: For symptomatic thrombocytopenia (i.e., active - Aovu HITTW patu(r']
significant bleeding) attributed to SLE: :

..We conditionally recommend initial glucocorticoid therapy with Conditional Very Low KOpTLKOOTEpOELGI’] +
addition of WG and/or anti-CD20 therapy over the addition of MPAA, AZA, CNI, anti-CD20, belimumab and/or
corventional immunosuppressive agents. IVIG

7. For acute treatment of severe autoimmune thrombocytopenia, high-dose glucocorticoids (including pulses of intravenous methylprednisolone) (4/C), with or without intravenous 9.48 (0.86) 97.6

immunoglobulin G (4/C), and/or rituximab (2b/B), and/or high-dose intravenous cyclophosphamide (4/C), followed by maintenance therapy with rituximab (2b/B), azathioprine (2b/C),
mycophenolate (2b/C), or cyclosporine (4/C) should be considered.

EULAR 2024 SLE Guidelines Extrapolation from ITP RCTs:

< IVMP £ IVIG £ RTX £+ CyC *  IMPAA vs Placebo w¢ pwtn Beparmeia o ITP eAatTtwVeL TOV KivOUVO UTIOTPOTIAC.

- Juvtipnon Ke RTX or AZA or MPAA or cyclosporine *  TPO-Thrombopoietin receptor agonists — romiplostim, eltrombopag, avatrombopag
* spleen tyrosine kinase inhibitor: fostamatinib
* Bruton's tyrosine kinase inhibitor: rilzabrutinib
* FcRn inhibitor: rozanolixizumab

Sammaritano, L.R., et al. (2026), Arthritis Care Res; Fanouriakis A, et al, Annals of the Rheumatic Diseases 2024;83:15-
29; Adam Cuker, M.D et al., N EnglJ Med. 2026 Apr 16;394(15):1503-1513; Kuter DJ, et al., Blood. 2025 Jun
12;145(24):2914-2926; Cooper N, et al., Br ) Haematol. 2025 Feb;206(2):675-688.



Me Baon ta veotepa recommendations Tt Ba Kavape onuepa;

ORIGINAL ARTICLE

Treatment of Non-Renal Systemic Lupus Erythematosus |

Sun protection HCQ (all patients unless contraindicated)

Efficacy and Safety of Obinutuzumab

in Active Systemic Lupus Erythematosus
R.A. Furie,’* M. Dall’Era,® E.M. Vital,** J.P. Garg,® F. Irazoque Palazuelos,’

Exercise . , . }
No smoking GC PO/IV (if needed, short-term use to control active disease; taper to <5 MEZuaSantildny ); Ravelo-Hemdndes; M.B.Santlago, ™"
Balanced diet mg/day as quickly as possible and discontinue, if possible) B. Zazueta Montiel,”* S. Botha,'* P. Leszczyniski,”® V.A. de Souza,'® S.A. Sicsik,
Vaccinati L. Bellatin,'® A. Naidoo,® Z. Amoura,”® M.A. D’Agostino,??? S. Kumar,?
N a?ct;g?:l lons, ht MTX B. Workeneh,? J. Rae,* H.A. Mao,” F. Erblang,® O. Meier,* J.C. Maller,®
Blg;mresszr:el;gid and A.D. Askanase,” for the ALLEGORY Trial Investigators*
glucose control Low cgf;;s; a:ilvltv » IT10X0C: XaunAn evepyotnta/
MMF s p
N HCQ U¢deon (Treat-to-target)

Acetylsalicylic acid,
% co <5 o
(in aPL+/APS)
mosuppresive
or biological agents
dose

Assess adherence to cYe
treatment RTX RTX
NILIER - S
Grade A Grade B Grade C Grade D

Fanouriakis A, et al, Annals of the Rheumatic Diseases 2024,;83:15-29




KAwvikn reptmtwon 2

MOPEIA NOZOY - IZTOPIKO ©EPANEIAZ
NAPOYZA NOzOz

O 2007
|V=|| Adyvwon ZEA pe PAevvoyovoSeppatikés exSNAWOELS

(Biowla Séppaoc, ANA kar dsDNA +) Konwon, tpontwon, adBeg kot e€avOnuata

TIPOOWTIOU Ao BSopadwy

Yépo§uxAwpokivn
Awaxorr) Adyw ohoowpatikou e€avBrparog (aMepyia) @ WBC 1650/uL (800/600/200)

=3

ﬁ Makpoxpoévia aywyr pe alaBeionpivn Hb 10,1g/dL (MCV 83)

= '
Npo 6 pnveov PLTs 60000/pL

- L f Awakon) AZA Adyw fjrag tpavoapvacatpiag CRP 06
luvaika 45 exov Evapén belimumab vnodopiwg ’
lotopiké ZEA ané to 2007
Miéyvwon Bloyia Séppatoc - ANA, dsDNA (+) Awakory belimumab Adyw Suoavoxric TKE 49mmHg/h

(unepraoikég axpég, Bulakinda V tpaxriou)

&) Enavévap&n alaBeionpivng npo 3urjvou




KAwvikn rteptmtwon 2

AvoOoOAOYLKOG EAEYXOG Nedpkn Asttovpyia

Anti-dsDNA  + Oupa 24h 4,5gr/24h
C3 29mg/dL RBCs 11-15 hpf
C4 3mg/dL WBC 2-4 hpf
Cr 0,93mg/dL
eGFR >90 mL/min/1.73m2

luvaika 45 etiv
lotopiké ZEA ané to 2007
Awayvwon Bloyia Séppatog -~ ANA, dsDNA (+)

Blioyia vedppou: vedpitidba ZEA tagng IV




lotopiké ZEA ané to 2007
Alayvwon Bloyia Sépparog - ANA, dsDNA (+)

KAwvikn rteptmtwon 2

E€apon ZEA pe mavkuttapornevia, vedpitida ta&éng IV, PAevvoSEPUATIKEG
eKONAWOELC

3gr Methylprednisolone

IV Cyclophosphamide (Eurolupus) v RAAS
+ v" Bone protection
Juvtnpnon pe MMF 2gr/day v’ statin

Prednisolone 5mg day otou¢ 6 pnveg

E€EALEN Epyaotnplakol eAEyxou

3 UNVEC HETA
Oupa 24h 600 mg/24h

C3/C4 K
WBC 6300/
Hb 10,9g/dL

PLTs 191000/pL



Me Baon ta veotepa recommendations Tt Ba Kavape onuepa;

American College of Rheumatology (ACR)
2024 Lupus Nephritis Guideline-Treatment Overview

Classlll/IV£V Pure Class V*
l Active, newly diagnosed, or flare l l Active, newly diagnosed, or flare J
v v .. A
Hydroxychloroquine and RAAS-It ACR 2024 Lupus Nephritis Guidelines
- ZuvbuaoTtikn (tputAn) Bepanceia og 6Aouc!
FIRST LINE (CONTINUOUS) THERAPY FIRST LINE (CONTINUOUS) THERAPY A
Preferred: =i - HCQ + KOpPTIKOOTEPOELSN
TRIPLE THERAPY TRIPLE THERAPY )
PRI i e A ot SR 2>+ avooomraota?\um (MPA:A > Iow. dose ;yC)
MPAA MPAA - + CNI (Voclosporin or TAC) rj biologics (Belimumab)

+ +
BEL* or CNP CNI

Alternatives: Alternatives:
TRIPLE THERAPY TRIPLETHERAPY
GC pulse/oral taper to <5 mg/d by 6 mo. GC pulse/oral taper to S5mg/d by 6mo.
- +
Low-dose CYC# + BEL MPAA + BEL or Low-dose CYC! + BEL

DUAL THERAPY f TRIPLE THERAPY DUAL THERAPY If TRIPLE THERAPY
Is not avallable or not tolerated Is not avallable or not tolerated

Lack of Response

—__J

If Initlal TRIPLE THERAPY: Change to ALTERNATE TRIPLE THERAPY

l If Initial DUAL THERAPY: Escalate to TRIPLE THERAPY '

Refractory Disease

' Conslder adherence and/or other dlagnoses (.g., aPL nephropathy) or advanced chronicity '

Escalate to a more Intensive regimen, including addition of anti-CD20 agents, combination therapy
L with 3 Immunosuppressives (Le., MPAA, belimumab and CNIl), or referral for investigational therapy. 1

Sammaritano, L.R., et al. (2025), Arthritis Rheumatol, 77: 1115-
1135; A. Fanouriakis et al. Ann Rheum Dis 85 (2026) 75-90



Me Baon ta veotepa recommendations Tt Ba Kavape onuepa;

EULAR recommendations for systemic lupus erythematosis with kidney involvement (2025)

g Diagnosis/targets

« Kidney biopsy
Indispensible for diagnosis; repeat
in case of uncertainty regarding
response to treatment

« Target—prevention of:
« chronic kidney disease
« flares

*» Milestones
Kidney function
Preservation or improvement by
3 months
Proteinuria
« Reduction by 25% at 3 months
« Reduction by 50% by 6 months
» UPCR <700 mg/g by 12 months

o
)/‘ Immune treatment

« Early combination therapy
HCQ and glucocorticoids with
immunosuppressive and CNI
or biologics

« Glucocorticoids
« Start with pulses

« Continue with 0.3-0.7 mg/kg/day
prednisone

« Taper to <5 mg/day by 4-6 months
and withdraw, when possible

* Immunosuppressives
MPAA, low-dose IV-CY

«CNI
Voclosporin or TAC

« Biologics
Belimumab, obinutuzumab

EULAR 2025 Lupus Nephritis Guidelines
- ZuvéuaoTikn Bepansia
- HCQ + KopTlKoOoTEPOELSN
- + avoookataotaAtika (MPAA > low dose CyC)
= + CNI (Voclosporin or TAC) rj biologics (Belimumab, Obinutuzumab)
- EvoAlaktika Oepaneia povo pe MPAA r) low-dose CyC (Eular guidelines povo)

‘Z) Non-immune treatment

« Kidney protection
« Low salt (less than 5 g/day)
« Control blood pressure (RAAS
blockade first choice)
« SGLT2-inhibitors (in stable disease,
if residual proteinuria after
12 months)

«» Dyslipidaema

«» Vaccinations
Influenza, COVID-19, HZV,
Streptococcus pneumoniae

« Bone health

; Severe or refractory

*RPGN

Consider high-dose IV-CY plus pulse
IV-MP

« Refractory

+ Assess patient adherence first

« Combination of IV-CY with B cell
depletion

« Addition of a CNI if heavy
proteinuria

« Experimental therapies in the
context of clinical trials

» Thrombic microangiopathy
« Plasma exchange
« Complement inhibitors
« Anti-vWf (caplacizumab)

Sammaritano, L.R., et al. (2025), Arthritis Rheumatol, 77: 1115-
1135; A. Fanouriakis et al. Ann Rheum Dis 85 (2026) 75-90



Me Baon ta veotepa recommendations Tt Ba Kavape onuepa;

- Zuvduaotikn (tputAn) Oepaneia: koptikootepoeldn+ avoookataotaAtika + CNI i biologics

Pulse MP 250-1000mg/d x 1-3 days
Oral pred 0.3-0.7/kg/day (max 40mg/d)
Oral pred < 5mg/day by month 4-6!

= RAAS-I og 6l\ouc pe mpwteivoupla (akopa kat PCR<0.5g/g)
Mpooapuoyn doocoloyiag dapudkwyv o XapunAo GFR *

— SGLT2 inhibitors (otaBepol aobeveic pe eppévovoa npwrteivoupia p eGFR <60 ml/min/m2, i

aAlouc KwvdUvouc yla ta taxeia e€EALEN oe CKD)

H xprion SGLT2i cuoyxetiotnke pe { kivbuvo enideivwong GFR.
Qo1000, 0 KATAAANAOG XpoOvoc Evapéng toug Sev £xel amooadnvioTel = oL cuyypadelc mpoteivouv 6-12 HVEC
HETA TNV €vapén Bepameiag, wote va otabepomnolnBel N vOoOG LE AVOCOKATOOTOAN

- ZuvoAlkn Sidpkela Ospaneiog os aoBeveic pe mARpn vdeon: 3-5 €tn

Sammaritano, L.R., et al. (2025), Arthritis Rheumatol, 77: 1115-
1135; A. Fanouriakis et al. Ann Rheum Dis 85 (2026) 75-90



KAwvikn rtepimtwon 3

NMAPOYZA NOzOz
% KatafoAn, avaiuia, moAvopoyovitida,
vedpwoLkou emumédou Aeukwpotoupia 12gr/24h,

Awayvwon ZEA pe mBavi vedpitida

HULKPOOKOTILKN apatoupia, PCr 1,34 AAAA , , _
AocOevn g xwpic AMKA kol xwpic adsla
ATOMIKO ANAMNH2TIKO napopovic!
Qj * EAeUBepo
e (G2,P2

e S—

37 gTwv yuvaika

ANOZOAOrIIKOZ EAENX0Oz

AN: 149/95 mmHg Sp02: 98%

$1-52: P-E, xwpic @uoripata HKI:SR HR:92bpm | AnA 1/1280 opotoyeviic | MPO/PR3 ANCA ()

AT OO Anti-ds-DNA | >250 U/L (x2 UNL) Coombs (3+) /. (+)

Kowia: M-E-A Auggn/Euugon

Aéppa: unoyia firmou egavBnparog napelwy - ACL IgG/IgM )/ () B2GPI 1gG/IgM )/ (-)

anouoia Aonwv e€avBnpatwy

Anouaia apBpindag c3 18G/IgM/IgA 681/95/149

‘Hma upwdn owdrparta katw axpwy ca LAC (-)
ENA-Screen RF (-)




KAwvikn rtepimtwon 3

ENAP=H ArQrHz
* Pulse MP 1g x3n

* HCQ 200x2

*  EvbodAeBLa CYC, emihoyn NIH oxrjpatog

* Biphosphonate

e (Ca2+/vitD

* MpoduAaén TMP/SMX 3/week
* HXMB npoduAaktiky doon

* Furosemide 40 2x2

* MP 32mg/24h per os

—

MM®O 2gr/day = avemBuunteg
EVEPYELEG, KOKI CUUHOPpPwWON

NIH Cyclophosphamide | TEAEYTAIA METPHEH = 10,588
Anti-ds-DNA | 74 1W/mL(x3) 4 | 461U/mL (x1,5) 4 :
c3 67,9 mg/dL 1 53 mo/dL >
c4 12 mg/dL T 21,7 mg/dL 1 '
— — — — 205 262 302 775
| TKE 86 mm/1h 63 mm/1h | 1,24; ' i e =2
ENAPZH | TEAEYTAIAMETPHEN | pyise3g  3"CYC  6"CYC  MMF2g MMF25g
Aeukdpata 9,200 g 31g (+1g MP) +Pulse 1g
24N
| Cr 1,24 mg/dL 275mg/dL | ~o— Aeukdypata 24h (g) —e— Cr (mg/dL)
\ \. =

AMOTEAEEZMA META ©EPAMEIA | [OPEIA Cr & AEYKOMATOYPIAS 24h
(PULSE MP + CYC = MMF) —




KAwvikn rtepimtwon 3

07-12/2023 01-03/2024 04/2024
Cyclophosphamide Induction pe MMF Bx Negpou: class IV
NIH x 6 priveg (£wg 2,5g x 3 prjvec) Activity 9/24
Anotuyia - Embeivwon Cr Mn avoxr yaotpeviepika Chronicity 10/12
2,75 mg/dL (S1appoteg, unokahapia) C3, C4, anti-dsDNA
e 23 Aeuvkwpartoupia <3,5 g/24h kai Siakonn EVIGC PUITOAOYIKIV OV
37 exwv yuvaika A F_/x ’J
06/2024 i 11/2024 ji TeAwxn nopeia 0
Rituximab 1 kixhog (2g) Cr 4,06 mg/dL i
Evapén AZA Urea 122 mg/dL NegpoAoykr) extipnon:
Taperina Medrol Aeuxdpara 24h: 3,2 g npog évrafn
4a:'e /ggh il ¢SLEDAI 0 ot neptrovaikn kabapon
- NPOX METAMOZXEYEH
’ " S



Me Baon ta veotepa recommendations Tt 8a Kavape ocnpepa;

Ye aoBeveic pe ZEA kat Bapld vedpikn mpooBoAr) ou Sev avtanokpivovrtal kot kataAnyouv og ESRD:
v" 'O\ec oL pébodol Beparmeioc umokataotaon veppol purmopouv va xpnotpomnotnbouv.

v’ 3e aoBeveic pe KAWLIKA avevepyr EwVeDpPLKR VOOO yLa TOUAGXLOTOV 6 HNAVEC, Ba TipEMeL va e€sTAlETaAL N TIEPLTTTWON
HETANOOXEVONG

|

v" Dool éxouv urtoBANOel oe petapdoxevon £xouv xapnAotepn BvnolpdTnTa Ao Touc acOeVELC TTOU TTAPOUEVOUV OF
oLpokaBapon.

v" H npdyvwon sival KaAUTepn o€ aoBeVeic LE UIKPOTEPN SLAPKELD ALUOKABAPONC

» H mpoAnmuikn HeTapooxevon oxetiletal pe kaAutepa mocootd 10etol¢ emiPBiwong veppou

A. Fanouriakis et al. Ann Rheum Dis 85 (2026) 75-90 ; Wu MJ, et al. Transplant Proc 2014;46:339-41;
Jorge A, et al. Ann Intern Med 2019;170: 240; Kidney International (2024) 105 (Suppl 1S), S1-S69



Mou Bplokopaote kot tov Badilovpe otn Bepameio ZEA;

Are we entering the endgame?

From broad immunosuppression to precision therapeutics

/

ger ot N | Cellular Therapy @
Glucocorticoid Glucocorticoid DMARD Biologics
‘ Era
Era Era Era Era “
A\ 4 7 A4 L4 ‘
1930s 1950s 1980s 2020s+ @ ) ‘
: : : : \
‘ Precision
Limited treatment Introduction of Steroid-sparing Targeted biologic Therapeutics Era
options; high corticosteroids agents improve therapies |
morbidity and revolutionizes care disease control transform outcomes Personalized, targeted
mortality but with significant (e.g., methotrexate, (e.g., anti-TNF, therapies with the
long-term toxicity azathioprine, rituximab, potential for deep,
cyclophosphamide) belimumab) durable remission

and immune reset

-

@ The goal: Precision, fewer side effects, and the possibility of cure.

Mo oTOXEUMEVN TPOTIOTIOLNON TOU AVOOOTOLNTLKOU
» JAK and BTK pathways (Upadacitinib + Elsubrutinib)
» TYK2 inhibitors

» IFN1 inhibitors

ATOTEAECHATIKOTEPN OTOXEVON TWV B KUTTAPWV

» anti-CD20 (Obinutuzumab)

» BAFF/APRIL inhibitors (Telitacicept)

» BAFF receptor-targeted B cell depletion (lanalumab)

Enavadopd Tou AVOGOTOLNTIKOU ZUCTHHOTOC
» autologous and allogenic CAR T-cell therapy
» invivoCART

» Bi-specific T-cell engagers (BiTE)



CAR-T otov 2EA / Nedpitidba AUkou: ov BPLOKOUOOTE;
CD19+ CAR-T

Anti-CD19 CAR T cell therapy
for refractory SLE-ITP

Mengtao Li,"“"" Jiuliang Zhao,"* Zhi John Lu,** Chun Ning, Nan Jiang," Yan Zhang,” Yu Li," Yi Feng," Qian Wang,
Dong Xu," Xiaomei Leng,’ Jing Li," Shangzhu Zhang,’ Zigian Wang,' Liying Peng, Xinping Tian," Lulu Lv," Daobin Zhou,""
and Xiaofeng Zeng'.'

CD19-Targeted CAR T Cells in Refractory Systemic =~ CD19 CAR T-Cell Therapy in Autoimmune Disease

A Case Series with Follow-u BCMA-CD19 armored compound CART cells

Lupus Erythematosus P in systemic lupus erythematosus: extended
Authors: Fabian Maller, M.D., Jule Taubmann, M.D., Laura Bucci, M.D., Artur Wilhelm, Ph.D., Christina Bergmann, M.D_, . "

Published August 4, 2021 | N Engl | Med 2021;385:567-569 | DOI: 10.1056/NE|Mc2107725 | YOL. 385 NO. 6 Simon VoIkl, Ph.D., Michael Aigner, Ph.D., s , and Georg Schett, M.D. Author Info & Affiliations fOllOW'UP ofa Phase 1clinical trial

Copyright © 2021 Published February 21, 2024 | N Engl | Med 2024;390:687-700 | DOI: 10.1056/NE|M0a2308917 | VOL. 380 NO. 8 Correspondence | Open access | Published: 29 January 2026

Volume 19, article number13,(2026) Cite this article

1 pt 5 pts ~ 14 pts ~ 24 pts ~ 40-50pts

Anti-CD19 CART cell therapy for refractory systemic
lupus erythematosus

CD19 CAR-T cells for treatment-refractory
Andreas Mackensen, Fabian Mller, Dimitrios Mougiakakos, Sebastian Béltz, Artur Wilhelm, Michael autOimmune diseases: the phase 1/2 CASTLE

Aigner, Simon V&lkl, David Simon, Arnd Kleyer, Luis Munoz, Sascha Kretschmann, Soraya Kharboutli basket trial

Regina Gary, Hannah Reimann, Wolf Résler, Stefan Uderhardt, Holger Bang, Martin Herrmann, Arif Blilent

Ekici, Christian Buettner, Katharina Marie Habenicht, Thomas H. Winkler, Gerhard Krénke & Georg_Schett




CAR-T otov 2EA / Nedpitida AUkou: ov BPLOKOUOOTE;
CD19+ CAR-T

Autologous CD19 CAR-T

/’_ o Leukapheresis T "’"__h““‘\. | _ AijEVf] S
= Leukapheresis (AqPn T-kutTdpwWV)
- [ N
y [EVETIKA TPOTIOMOLNON OTO EPYOOTHPLO
[ (CAR elwoaywyn — m.x. anti-CD19)
R, \
| Expansion (rmoAAamAaoLaopoc)
o ‘ Lymphodepletion J/
?)~¢—1 -\s&: ” | - : m /\Ei][/J.(I)OKOLTOLGTO}\I’] (fludarabine, CyC)
I _ [ /‘ Emavéyyuon CAR-T
\ . Expansion | o \]/
- CAR-T cells T
~— »

E€aAewpn B-kuttdpwyv (CD19+)
N
Immune reset - Yédeon ZEA / LN

A.Guffroy, L.Jacquel, et al. Joint Bone Spine 91 (2024) 105702



CAR-T otov 2EA / Nedpitida Avkou: oV Badiloupue;
Allogeneic “off-the-shelf” CAR-T

Allogeneic CD19-targeted CAR-T therapy in
refractory systemic lupus erythematosus
achieved durable remission

A single-arm study of evaluating the safety and efficacy of allogeneic

CAR-T cells (TyU19) for refractory SLE patients

Dandan Wang ! %, Xiaobing Wang 2 &, Binghe Tan 2 % 8 Xin Wen !, Songying Ye 2, Yingyi Wu 1,
Xuan Cao !, Xin Zhang !, Chun YWang !, Linyu Geng !, Huayong Zhang !, Xuebing Feng !, ]
Bioo Zheng *, Yanran He %, Mingyao Liu %, Xin Wu %, Bing Du 2% % 2 &, Lingyun Sun '® 2 &, anti-CD19 CAR :' C;\PD'L1 ECD
Huji Xu 287210 O = » i CRiSPR editing /V, .
Allogeneic “off-the-shelf” CAR-T =i ‘ =N
Yyuig 66tng
/\I"] LIJr] T-KUTT('ID(DV healthy donor CAR-T cells (Tyu19) refractory SLE patients
leveTikn Tpomonoinon: o, N . :
CAR eloaywyn (r.x. CD19) + gene editing (TCR knockout) - 10]
N 3 300 . Z‘
1 1 /4 1] " © S o
Malikn rapaywyn & anoBnkevon ("off-the-shelf") S 200 ol
J 100 2]
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CAR-T otov 2EA / Nedpitida AUkou: oV Badilovpe;
In-vivo CAR-T

CORRESPONDENCE 'f >\\< in
In Vivo CD19 CAR T-Cell Therapy for Refractory Treatment Schedule for Administration of HN2301
. Hospitalized,
Medical Fi Second Third
Systemic Lupus Erythematosus e

Published September 17, 2025 | N Engl | Med 2025;393:1542-1544 | DOI: 10.1056/NE]Mc2509522
VOL. 393 NO. 15 | Copyright ©_2025

Patient1 [~ 2me

Observation Follow-up

Patientz-r Zmg = 2mg = 2mg

In-vivo CAR-T patient + [N~ G Py
Patient 5 [N 4mg 4mg 4mg

AcBevnc
\l/ ) 0 2 4 6 8 10 2

Immune reset - Yédeon ZEA / LN

’ q I Trial Da
Xopnynon vector (LNP / viral) mou mepiéxel CAR gene '
N SLE
In vivo otoxeuon T-KUTTAPWV HN2301
Proprietary anti-CD8 T cell
\l/ Antibody Fragment % : ce Repfog:m s
Metatporn T-kuttdpwv o CAR-T (in vivo) ‘zﬁ“ ffﬂ e x> @ \
0 CD19 CAR mRNA——_ S x:} (=% '_v/v 4 i & CD19CART
m; i:.j}: u:w “ = ; ,":
EEd}\EU.IJn B-KUTpowV (CD19+) Proprietar Iomzable ‘9’ é\‘i}\ﬂ. '1 ‘ ” #
L-p-'; u.ay3132 } ' /|
N% ' e | 0 ki
€ UTR CEEEEREED UTR AAA | B cell



Take home messages

MoV BplLoKOpOOTE:

* ‘Evapén BLOAOYLKWVY TTOPAYOVIWVY ATTO TA OPXLKA oTadLla TG vOoOou

* JTPATNYLKEC Yypryopnc EAATTWONG KopTikootepoeldwy (5mg/day otoug 6 LAVEG)

» JuvéuaoTtikr) Oepaneia (koptikootepoeldry, MMF/CyC, biologics ) CNI) otnv umteprAaoTikn vedppitida AUKou amo tnv apxn
* Ektoc ano aMEA kat SGLT2 inhibitors

* Obinutuzumab: to tpwTto anti-CD20 pe Betikad paonc Il dedopéva kal Eykplon yia vedpitida AUkou Kot tpoodata yLa
eEwvePpLko ZEA.

* Je oofapn avBektikn vedppitida ZEA Ba mpémel va eEeTALETAL N TIEPLTTTWON HETOUOOXEVONG QKOO KOl TTPLV TNV £vTaén o€
pnebddoucg unokataotaong vedppou.

Movu Badiloupe:
* Oukuttapikeg Beparmeiec (CAR-T) eloayouv tnv €vvola tou “immune reset”

* AMO TN 1N €LOLKN) OVOCOKATOOTOAN = OE OTOXEUUEVEC Kal EEATOULKEUEVEG Bepareieg
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