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AcOBevnc 52 eTwv
TTpooepxeTal oTa E.|
TTPOC dlEPEUVNON
dlapPOIKOU ouvOpPOuOoU
QTTO ETWV

[Naparmrourrn amo
['aoTpeVTELOAOYO TTPOC
dlepelvnon

- 3-4 JIaPPOIKEC KEVWOEIC / nUEPQ

- 20Bapn utrokaAilaiyia (2.0 mEqg/L)

- €IKOVA dUOATTOPPOPNONG, ZAPKOTTEVIA
- [1iIBavn Aiayvwaon: 'KolAlokakn’

- Katd ta GAAa eEAeUBEPO ATOUIKO

QVANVNOTIKO



AvOOOAOYIKOG
"EAgyxo0C

- YTroyaupao@aipivaiyia:
1gG: 431 mg/dL ( 751-1560)
IgA: 15.2 mg/dL (82.0-453.0)

10°T13.16% 0,93% 10°T0.22% 13,59%
IgM: 14.3 mg/dL (46.0-304.0) s ] | e 1
’ , ’ & 101 el E 5
- AvTiIowpaATa EVAVTI IOTIKAG 0 g 2 "
TpavoyAoutauivaong IgG, IgA : ApvnTika b |2
- Aiayvwon : Koivry MolkiAn R o e "
Avoooavetrapkeia (CVID) Lymphocytes:
CD1%+ 21,7%

CD3+ 78,3%



EvOOOKOTTIKOG
"EAgyxo0C

- ['aoTrpookotnon : Atpo@ikr) FaoTpiTidq,
- KoAovookoTtrnon : Xwpi¢ TTaBoAoyika supriparta

- EvOoOoKOTTIK ) KAWOoUuAd: atpo@ia EVTEPIKWYV
Aaxvwyv otnv -1V dwdekadakTuAIKn poipa,
Olwodnc Aep@odlidiakn uTTEPTTAACia oTNV ATTW
vINOTIOO Kal EINEO

- loToAoyIkn €€€Taon dWOEKADAKTUAOU: XWPIG
aAAOIWOEIG

- NLH: o10 20% TwvVv aoBevwyv pe CVID

- H evOOOKOTTIKN €IKOVA UTTOPEI va fondroel on
diayvwon tng CVID

infrobedic

Theede, K., Thiele, M. and Langholz, E. (2011) ‘Common variable immunodeficiency diagnosed
by Capsule Endoscopy’, Endoscopy, 43(S 02). doi:10.1055/s-0030-1257039.



[MapoUoa KaraoToaon

- AoBevric ue CVID, utrokatdoTtaon y-ogaipivng
- XWPIG HEXP!I TWPA AOINWOEIG ETTITTAOKEG

- AlIOppPOIKG oUVOPOUO TTOU AVTIUETWTTICOVTAV WG
KOIAIOKAKN



AEPPOUTTEPTTAACTIKO
voonua?
- Augnuévn emmimrtwon AEPQWUATWY

o€ aobeveic ue CVID

- MALT ( ouxvotepn ekdAAwaon oT0
OTOMOXO , OTTAVIOTEPA AETTTO)

- DLBCL

- Nepowpa Mavoua (90% ouppetoxn
TOU TTaX£0G)

- T cell Lymphoma o€ £€dagog sprue




Aoipwin?

- Aunuévn eTTITTITWON AOINWEEWV
- ATtToucia ekkKpITIKOU TUTTOU IgA
- Xpovia Aoipwén pe Giardia

- EutrdBeia og evrepotTrabBoyova

- [Napacitwoelg

Giardia lamblia



KAIVIKOI

- YTToTpOTTIAloUCEC AOINWEEIC

CLINICAL TRIALS AND OBSERVATIONS

) /\8“ PIKN Y'ITEp'IT)\CXO'IG Common variable immunodeficiency disorders: division into distinct
. ; clinical phenotypes
- Autoavoaoia/auto@Aeyuovr)

Helen Chapel,' Mary Lucas,' Martin Lee,? Janne Bjorkander,® David Webster,* Bodo Grimbacher,*5 Claire Fieschi,®
Vojtech Thon,” Mohammad R. Abedi,?? and Lennart Hammarstrom?
4
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Saint-Louis Hospital, Paris, France; "Department of Clinical Inmunology, Masaryk University, Brno, Czech Republic; ®Department of Transfusion Medicine,

L AO- U H -ITTw ” GT I Ké g ao-e avr’] g ! Orebro University Hospital, Orebro, Sweden; and ®Department of Clinical Inmunology, Karolinska Institute at KUS Huddinge, Stockholm, Sweden
- To 70% ep@avilel uévo Evav
PAIVOTUTIO

Galambos, C. (2009) ‘Common variable immunodeficiency disorders: Division into distinct
clinical phenotypes’, Yearbook of Pathology and Laboratory Medicine, 2009,
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jure 2. Individual complications associated with CVIDs across Europe, as a percentage of the all patients. Patients may have had more than one complication.

Galambos, C. (2009) ‘Common variable immunodeficiency disorders: Division into distinct
clinical phenotypes’, Yearbook of Pathology and Laboratory Medicine, 2009,



AMNOTEAEZMA KAAAIEPTEIAZ

ApvnTikn (-) yia evreponaboyova:

e  Salmonella spp y

e  Shigella spp u
e  Yersinia spp Ao I ” wgn y
e  Campylobacter spp

e  Aeromonas spp

- ApVvNTIKEC KAAAIEPYEIEC OE OAEC TIC VOONAEgieg

Napaorroloyixi e&£raon ApvnTik
e - EAaBe MeTpovioagoAn epTTEIpIKA XWpPig
i vt sy QAVTATTOKPION
RO, .. sisiininmmnmmsiommsssomtssbismosiin ApvnTikd
PRI s vssnsssssiymmsrssssssimsmumenniin ApvnTikO

DOMssnssinnmmncrnmaoniinsitissmsimsmsenisi ApvnTikO



CVID Enteropathy

Immuno- Gut
- ATpooia evTEPIKWYV AaXVWwV deficiency microbiota
KAIVIKI) €IKkOva duoaTroppo®nong : | .
Mn avTatrokpion o€ diaiTa eEAeUBepn Immune- CVID ([ Genetes
yAouTévng dysregulation enteropathy
o ” y\ 74
- AuTo@AeypovWOEC vOohua // \\ , ‘
Infections

- AKpIPS opioudg atrouaiadel \

Autoimmunity 5

i

Andersen, |. and Jargensen, S. (2022) ‘Gut inflammation in CVID: Causes
and consequences’, Expert Review of Clinical Immunology, 18(1)



' CVID Enteropathy
Management

- O aobevn¢ pag EAae KOPTIKOOTEPOEIDN)
(Boudeoovidn) kar AlaBeloTTpivn XwEig
1I01aiTEPN KAIVIKA BEATIWON

- AtTouaia OeDOUEVWV

- IBD mrpooéyyion (anti-TNF,
vedolizumab)




Journal of Clinical Immunology (2023) 43:371-390
https://doi.org/10.1007/510875-022-01379-2

ORIGINAL ARTICLE q

Interferon-Driven Immune Dysregulation in Common Variable
Immunodeficiency-Associated Villous Atrophy and Norovirus
Infection

Valentina Strohmeier'* . Geoffroy Andrieux* - Susanne Unger'? - Anna Pascual-Reguant®® - Adam Klocperk'27 .
Maximilian SeidI®® . Otavio Cabral Marques'>'%'"'21%. Marleen Eckert'?? . Katja Griwe® - Michelle Shabani® -
Caroline von Spee-Mayer'2 - David Friedmann'*3. Ina Harder'2 . Sylvia Gutenberger' - Baerbel Keller'2 -
Michele Proietti®'® . Alla Bulashevska'Z - Bodo Grimbacher''%'415. jan Provaznik'® - Vladimir Benes'® -

Sigune Goldacker'2 - Christoph Schell® . Anja E. Hauser*® - Melanie Boerries*'? . Peter Hasselblatt'®-

Klaus Warnatz'2

65 aoBeveic ue CVID (ESID criteria) kai
ouvTITwuaroAoyia atmo o N'E2

AvaAuaon peraypagwpatog Bulk RNA-Seq,
FC, avooo@Bopioudg, Multiplex PCR yia
TTaBoyova oT1a KOTTpava

AlooTpwpdTtwon pe Badon VA n noVA

HC

— IFN%

noVA

IFN«y

VA

% of IFN-y* tissue

* *
51-80%- o
11-50% [z2=2]
1-10%- A
oc/ﬂ Ll Ll Ll
HC noVA VA
T cells
o 400 0.0541
O
W 300
(o]
S 2004
B
T 1004 fep
= ‘“
(@] A n]
o olA—F
HC noVA VA
CD8"* T cells
8 2507
w
ety | [ Ky
o
9 1509
E 100
5
504
8 A A e O
0 T T T
HC noVAVA
CD4* T cells
[72] - 0.1096
8
w1204 o
S 100
S 80 .
g <1 | o
c 409 o2
3 201 44 o *5
O olam O O

HC noVA VA



[MTaBo@uaoioAoyia

NedTepa Aedopéva

- 2T MEAETN TTPAYUATOTTOINONKE
avaAuon petaypapwuarog pe RNA-
Seq og iIoTOTEPAXIO

- Up-regulation o€ IFN type I/lll and Il
MOVOTTATIO ONUaTodoTnOoNG

- OeTIKr) ouoXETION AlaQOPIKAG
eEkppaong Twv IRG e TV TTapouadia
OeTikri¢ PCR yia Norovirus

Strohmeier, V. et al. (2022a) ‘Interferon-driven immune dysregulation in
common variable immunodeficiency—associated villous atrophy and
norovirus infection’, Journal of Clinical Immunology
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[MTaBo@uoioAoyia

pro-inflammatory
M1 macrophage

IFNY
CXCL10 <
Type I+l IFNap
IRGs
FNY IFNY

MHCII mes
Norovnrus . T IRGs ‘W
Apoptosis

Digestion
Enterocyte ¥ Metabolism

Strohmeier, V. et al. (2022a) ‘Interferon-driven immune dysregulation in common variable immunodeficiency—associated villous atrophy and
norovirus infection’, Journal of Clinical Immunology



H O 6 é g J A K/S tat w g . Canonical Jak-Stat signaling = s Non-canonical Jak-Stat signaling
ayyYeAIAPOPOC TNC
onuarodoTnong IFN

Statl-dependent signaling Statl-independent signaling

Majoros, A. et al. (2017) ‘Canonical and non-canonical aspects of jak—stat signaling:
Lessons from interferons for cytokine responses’, Frontiers in Immunology, 8.
doi:10.3389/fimmu.2017.00029.



Mia KAIVIKN TTEQITITWON

Journal of Clinical Immunology (2023) 43:1766-1769
https://doi.org/10.1007/510875-023-01569-6

AcOevAG pe TTOANATTAEG YPAUMEG ——
BepaTeiog yia eviepomdOeia amd CVID D,

(|J£TG§U aAAwv Allo-SCT) JAK Inhibition with Baricitinib for Severe CVID-Related
Enteropathy: a Case Report

Mepikn upeon pera armro Allo-SCT
atmroucia GVHD

1,2,3,4
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MeAETN evTEPIKOU BAEVVOYOVOU

‘Evapgn Baricitinib

Abdelmoumen, A. et al. (2023) ‘JAK inhibition with baricitinib for severe CVID-related enteropathy: A case report’, Journal of Clinical Immunology



JAKI

- Not Just Another Kinase! f >
N= N—I:l

- 3 1oopopyéc (JAKT,JAK2,JAK3)

- JAK avaoToAgic: ouvBeTIkaG popla avaoToAng,1st Gen “pan-JAKi’-Baricitinib, Tofacitinib,
Ruxolitinib, 2nd Gen “Selective JAKI” Upadacitinib,Filgotinib.

- Evodeiceic oe Peupatoloyia, NaoTtpevrepoAoyia, AcpuaTtoAoyia.

- Al€upuvon evoeicewv ( Upadacitinib -SLE-GCA)

Baricitinib treatment in a patient with
a gain-of-function mutation in signal
® transducer and activator of transcrip-
" 4 tion 1 (STAT1)

FIG 1. Recurrent oral ulcers in the patient. Multiple shallow ulcers with
a lip, lower lip, and tongue.

Meesilpavikkai, K. et al. (2018) ‘Baricitinib treatment in a patient with a gain-of-function mutation in
signal transducer and activator of transcription 1 ( STAT1 )", Journal of Allergy and Clinical

Immunology,



‘Evapcn Baricitinib

- 'Eyive of label évapen JAK avaoToAng
OTOV A0OEVAC JOAC YE AVTATTOKPION

- Meiwon Twv dIapPOIKWV KEVWOEWV
- 2TaB0gpoTroinon Tou K+

- O aoBevnc Bpioketal o€ follow-up




Follow—up

- Atrouadia KolAlakAS duo@opiag

- XWwpig d1aTpo@IKoU TTEPIOPITHOUG
- Quololoyikd etTiTreda K+

- Meiwon dl1apPOIKWV KEVWOEWV

- AvaoTpo®r 2apKOTTEViag

- BeAtiwon Troiotntag (wng



Euxapiotw yia Tov xpovo oac !
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