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AvOO0BEPATTEUTIKEG TTPOKANOEIC

2uvdpopo YpuxpoouykoAAntivng os Wwplaoikn ApOBpitida

Nanadnuntpiov Evdyyelog
Eldikevopevoc Peupatoloyiag
A’ NaBoAoywki KAwvikn M.I.N. AAe€avépoUTtoAng <>°<)
&

INFLATHRACE
A’ NABOAOIIKH KAINIKH NMANENIZTHMIAKO ENIKO
AHMOKPITEIO NANETIETHMIO ©PAKHE

NOZOKOMEIO AAEZANAPOYIMOAHZ



AlTia TTpooEAEUONC

Avbpag 71 etwv
Naparmopurnn amnd AlatoAoyo
Aoyw Seppatikwyv BAaBwv KATw Akpwv oo ~6 pAvec kat apBpitida NAK apdw

QO UNVOG



ATOMIKO QVAUVNOTIKO

® Avalpia & Asukormevia mpoodatng yKATAOTAONS XWPLG EUPAMATO OTEPNTLKNAG
avalpiog A KAwVIKAG Statapaxng

e AnwAewa Bapouc 7kg (~¥10%) armod 6 PAVEC
ATouULKO loTOPLKO:
XA, mveupovikni TB (2003), HBsAg+, AucAutidatpia

X®DA: AtopBaotativn, Elomveopueva BpoyxoSLooTaATIKA



11/2021




KAIVIKI) €CETOON KAl EPYACTNPIOKOC EAEYXOGC

WBC 3.700/mm3
Noyxiég epeAkidononpéveg nAakeg (rupioides) kvnuwv NEUT 2.150
, ) ) , LYM 590
KnAwboBAatidbwdelg anoAenill{opeves BAABEG o HETWTTO,
TPLXWTO KEDAANRC & Avw AKPOL Hb 10.3g/dL
, Ht 30.4%
Ovuyla
MCV 97.7fL
ApBpitda NAK apdw, ap. yovatog
PLT 166.000 /mm3
Mupeto
P CRP 17.83 mg/dL
‘Hruol ekmvevotikol pouotkoi fxoL apdw petaBarAopevol pe TKE 107mm/h
10 BAXQ
Pix AST 72U/L




Algepeuvnon

Bloyia 6€ppatoc: supripata cuppata pe Pwpioon
(umtepkepATWON, TTAPOAKEPATWON, EKTETAUEVEC 0OpoloELg
oudetepodilwy, anootnuatia, akavbwaon Pwplacopopdou
TUTIOU OTN KVAUN)

CT ©AKKO: euprjpata raAaldg nveupovikne TB
Bpoyxookomnnon: BAL PCR (-) yia TB

Evbookorikog EAeyxoc: kP

AvoooAOYLKOG (-)

HBsAg (+), HBsAb (-), HBcAb (+), HIV (-), HCV (-), VDRL (-)




Oeparneia

Evapén 32mg puebBuinpedvilohovng, eviekaBipng

® Emdeivwon apbpitidag, epdavion daktuAitidog
® ‘ExkOuon véwv BAaBwv
® Auénuévol deikteg pAeypovig

‘Evapén Infliximab



3 LVEC apyotepa




Follow-up

Corticosteroids Ixekizumab Upadacitinib

No response

No tapering Primary failure

Flare of arthritis

Remission

Infliximab Certolizumab

Partial response

MP Taper to 4mg/d No response



Meta 6 univecg utro upadacitinib...

YTtrotpot ywpiaong & apbpiTidag
YwnAoi deikTeG PAEYUOVAG

EmpovA avaiyiog & AsukoTreviag

Mopiakdg €Aeyxog yia VEXAS: ApvnTikog

‘Evapgn MTX 15mg/W

E@apuoyn To1TKAG BeparTreiag

“Ypeon OepuaTIKAG KAl OKEAETIKAG VOOOU

Emuovn TnG avaiyiag & AeukoTreviag



9/2024: NoonAgia Aoyw Covid

11/2024: Emravéheyxog oTa El R
Haemoglobin (Hb) | — ° g’r'ﬂ[“l ?md:gbe
Xwpic evepyd apBpiTida returns above this
al
Emdciviwon Twv YwplaoIKwV TTAAKWYV - SPC Rinvoq

Hb 7.8g/dl

AilakoTrr) Upadacitinib kar MTX

‘Evapén Bimekizumab
‘Evapén 101IKNAG BeparTreiag




10 nuEPEC apyoTEPAL...

® 2 UUTTTWHATIKI avaldia- £I0aywyr) OTO VOOOKOUEIO
® DAT: C3d(++), (lgG,IgM,IgA,C3c ApvnTiKA)

® [lapoucia YuxpoouykKoAAnTivng
1/32 otoug 22°C
1/32 oToug 4°C

MueAdypappa: ueyaAoBAACTIKOU TUTTOU AAAOIWOEIG
(MTX)*
CT OAKKO: Xwpig kakonBeia

‘EAaBe woelg neBuATTpedviCoAdVNG- tapering
Rituximab 600mg/W x4

WBC

NEUT

LYM

Hb

Ht

MCV

PLT

CRP

LDH

TBil/IBil

2.480/mm3
2.100
430
7.3g/dL
18.5%
122fL
147.000 /mm3
1.85 mg/dL
499 U/L

1.79/1.31




Cold agglutinin-AIHA

Type of AIHA, 10-15%

® Caused by autoantibodies (usually IgM) that agglutinate
RBCs at cold temperatures

® Complement dependent

Cold agglutinin syndrome(CAS)

® Secondary:

—> Infections: Mycoplasma pneumoniae, EBV, HIV,
SARS-CoV-2*

- Lymphoproliferative disorders: Lymphoma, CLL
- Autoimmune diseases: RA,SLE

Berentsen, S., & Barcellini, W. (2021). Autoimmune hemolytic anemias. New England Journal of Medicine, 385(15), 1407-1419. https://doi.org/10.1056/nejmra2033982



CAS

® Anemia severity correlates with LDH
& bilirubin

® No correlation with IgM levels
- multiple mechanisms of hemolysis

Mean:
LDH 534 U/L
Bilirubin 47 pmol/L
IgM 5.5 g/L
Severe anemia
(Hb < 8.0 g/dL)
27%
Moderate anemia
(Hb 8.0-10.0 g/dL)
Compensated 37%
hemolysis
(Hb > LLN)
12% Mild i
Mean: ild anemia
Bilirubin 31 pmol/L 24%
IgM 5.8 g/L

Mean:

LDH 450 U/L
Bilirubin 43 pmol/L
IgM 4.2 g/L

Mean:

LDH 385 U/L
Bilirubin 37 umol/L
IgM 6.7 g/L

Berentsen, S. (2020). New insights in the pathogenesis and therapy of Cold Agglutinin-Mediated Autoimmune Hemolytic Anemia. Frontiers in Immunology, 11. https://doi.org/10.3389/fimmu.2020.00590




CAS and CAD treatment

e Mild anemia and compensated hemolysis—> monitoring

e B-cell depletion (Rituximab: 4 doses of 375 mg per square meter at 1-week
intervals)

e Complement inhibition: Sutimlimab against C1s



WBC

NEUT

LYM

Hb

Ht

MCV

PLT

CRP

LDH

2.800/mm3
1.700
600

9.9g/dL
31.2%
103.7fL

199.000/mm?3

1.1mg/dl

204U/L

31/1/2025

Euluioxiaké atmréotnua
Aiavoign, AAAayég

AvTiffiwon



ZUvoyn TTEPICTATIKOU

20vdopouo
WYuxpoouykoAAnTivng
Corticosteroids Ixekizumab Upadacitinib MP 4mg/d
MTX l
No response : .
: Primary failure
No tapering Flare of arthritis Remission
Infliximab Certolizumab i Bimekizumab iRTX
Partial response No response 1st dose

MP taper to 4mg/d



Key points

Late-onset PsA or something else (MDS-like

autoinflammatory/autoimmune disorder?)

Difficult to manage AND treatment-refractory

Would you resume IL-17A/F inhibitor and when?



Bimekizumab

® Humanized monoclonal IgG1 antibody against IL-17A/F l N -

Rapid onset of action ? Q’ :“ O
p \\ u nA IL-17F iy "F IL . //;

IL-17A-TL-17F
heterodimer

Extensive psoriasis

(el lviels cele e v ol eelee ele TO00CO000000000000000

OO000CCO0000OOOOOVO00: DOOCOOCOOOC00O00000O000

IL-17RA/RC
receptor complex

Good safety profile

Reduction in pro-inflammatory signalling

v V. VYV 'V

High efficacy in patients with inadequate response in TNFa inhibitors

Tanaka, Y., & Shaw, S. (2023). Bimekizumab for the treatment of psoriatic arthritis. Expert Review of Clinical Imnmunology, 20(2), 155-168. https://doi.org/10.1080/1744666x.2023.2277266

Merola, J. F., Landewé, R., Mclnnes, I. B., Mease, P. J., Ritchlin, C. T., Tanaka, Y., Asahina, A., Behrens, F., Gladman, D. D., Gossec, L., Gottlieb, A. B., Thagi, D., Warren, R. B., Ink, B., Assudani, D.,
Bajracharya, R., Shende, V., Coarse, J., & Coates, L. C. (2022b). Bimekizumab in patients with active psoriatic arthritis and previous inadequate response or intolerance to tumour necrosis factor-a inhibitors: a
randomised, double-blind, placebo-controlled, phase 3 trial (BE COMPLETE). The Lancet, 401(10370), 38-48. https://doi.org/10.1016/s0140-6736(22)02303-0



: A"
IL-17 In AIHA co :
HC (n=18) AlHA (n=28)
® [L-17 levels were elevated in serums of warm-AIHA and B
CAD patients
® Increased frequency of Th17 cells in peripheral blood " "
® In murine AIHA model W o R S v
: : : C
-> Higher proportion of CD4+IL-17+ T cells and serological 0.
IL-17 in AIHA mice 9w
-> Blockade of IL-17 decreased the incidence of AIHA 8 e B
- Impaired induction of AIHA in IL-17 -/- mice ol :
T

ILA7 Ab (n=16)  Control (n=16)

Critical role of Th17 cells in development of autoimmune hemolytic anemia. Xu, Lin et al. Experimental Hematology, VVolume 40, Issue 12, 994 - 1004.e4




IL-17 in AIHA

A 16 2.5 e
® |L-17A levels were significantly raised in AIHA patients ;_”" g |
(p<0.001), in contrast to IFN-y : .
1 ’ 0.5 ¢
HES )
AR S AN
® |L-17 production correlates more strongly with AIHA severity B e o
than IFN-y 1000

IL-17 (pg/mL)

) 60 80 100 120 140
Hemoglabin (g/L)

Hall, A. M., Zamzami, O. M., Whibley, N., Hampsey, D. P., Haggart, A. M., Vickers, M. A., & Barker, R. N. (2012). Production of the effector cytokine interleukin-17, rather than interferon-, is more strongly
associated with autoimmune hemolytic anemia. Haematologica, 97(10), 1494-1500. https://doi.org/10.3324/haematol.2011.060822



® YTTOTPOTIN Yywpiaong

1 ynva apyotepa

® ApbBpiTida de€lou yovaTog(Udpapbpo), aploTepns NMAK

- Eptupnva 15.000/pL (80% NEUT), xwpic kpuoTdAAoug, k/a(-)

® [lupetdg

® 2 UUTTTWHATIKI avaldia- JETAYYION

Etravévapén Bimekizumab

WBC

NEUT

LYM

Hb

Ht

MCV

PLT

CRP

TKE

AST

ALT

2.120/mm?3
1.300
450
7.7g/dL
23.8%
105.5fL
105.000 /mm3
30.51 mg/dL
108mm/h
13U/L

17U/L




2 MAVEC apyoTEPQ

® Yoeon TN apBpimdag
® [Ttwon TwV OEIKTWV QAEYUOVIAG
® BeATiwon TS ywpiaong

® Avaipia

MDS - ‘Evapgn EPO 40.0001U/w

wWBC

NEUT

LYM

Hb

Ht

MCV

PLT

CRP

TKE

LDH

2.730/mm?3
1.810
530
8.8g/dL
26.7%
97.1fL
176.000 /mm3
6.37 mg/dL
62mm/h

230




MNMPIN META




2UJTTEPAC AT

® >uvuttap¢n PsA kai MDS

= Auénuévog emmroAacudc MDS o€ aoBeveic Je aUTOAVOOO VOGHHATA

® ATrapaitnTtn n ouvepyaaoia TTOAAWV €IOIKOTATWY YIA TNV AVTIMETWTTION «OUOKOAWV» TTEPIOTATIKWV

® KaAn avratrokpion o€ dITTAR avacoToAr Tng I1L-17

Komrokji, R. S., Kulasekararaj, A., Ali, N. H. A., Kordasti, S., Bart-Smith, E., Craig, B. M., Padron, E., Zhang, L., Lancet, J. E., Pinilla-Ibarz, J., List, A. F., Mufti, G. J., & Epling-Burnette, P. K. (2016). Autoimmune
diseases and myelodysplastic syndromes. American Journal of Hematology, 91(5). https://doi.org/10.1002/ajh.24333
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