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[Teputtwon 1N

fuvaika, 61 sTwv

RA umto GCs & RTX
EpuBoAlaopoc yia SARS-CoV-2 x3
COVID-19 Aoipwén 06/2022 -> EKTOTE MAPATEWVOLEVO EUTTUPETO

Eloaywyn 03/08 Aoyw MUPETOU & aVOTTVEUOTLKNC OVETIAPKELOC



O Pwvodapuyylko

B BAL

A /4 I
\ / Odvatoc 02710 BPOYXLKEC EKKPLOELG
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3 AUG 18 AUG 31 AUG 16 SEP 27 SEP
=@t
Remdesivir Pip/tazo Ceft/avi
Dexamethasone Meropenem Linezolid
Baricitinib Voriconazole Colistin

Cotrimoxazole

13/9: 1g GC

16/9: 500mg GC &
tocilizumab







[Teputtwon 2"

fuvalika, 24 sTtwv

GPA og Beparneia cuvtipnong pe RTX
o Atayvwon pe evbokuPpeAdikn atpoppayia 2019 -> StacwArnvwon, Bepaneia epodou pe CYC

EpuBoAlaopocg yia SARS-CoV-2 x4

COVID-19 Molpwén:
o 07/22 -> nirmatrelvir-ritonavir

° 10/22 -> IV remdesivir, Xwpil¢ OVOTIVEUOTLKI OVETIAPKELN

01/2023: AVomnvola poomaBelag, EUMUPETO -> AUENCN AVOCOKATAOTOANG



04/23 05/23 06/23

Yrotponn nupetouv, duomvola MNupetog, 2 €B6. petd TNV oAokARpwon Tou
Ewoaywyn, Bpoyxookonnon ATLOL AVOTVEUOTIKN avemdpketa | AVTUKOU

Arntopovwon Haemophilus Eloaywyn, Bpoyxookomnnon Nea nupsr'u«i kOpata, duoTvola
influenzae npoomnabeiog

PCR SARS-CoV-2 (+)

AvtiBlotikn aywyn -> wVF
P Ahaanitl IV remdesivir 10 nuEpPEC Eloaywyn
Artupeéia kot peptkn PeAtiwo ; : L
pES nepwn B n > anupeio, BeAtiwon Ek veou oxnua pe IV remdesivir

E¢&tiplo
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TLyvwpllouE EWC TWpA
- Nopatetapévo “shedding” Tou OV 0g AVOCOKATECTAAUEVOUG aloBeveic -> “Blwotpoc” 1og

- MopATETOPEVA CUUTTTWHOTO OE PEVUUATOAOYLKOUC aoOeVEiC
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- = Dilorio M et al, RMD Open,
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196 224 252 280 308 336 364 392 i onl ‘ The Global Rheumatology Community's Response

to the Worldwide COVID-19 Pandemic



Rituximab & mRNA vaccines

After 3. vaccine dose

Anti-31 1gG antibodies Surrogate neutralizing antibodies B.1.617.2 (delta) neutralization
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Speer et al, Ann Rheum Dis 2022
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Blood 0-3 3-6 6-9 9-12 12-15 15-18 +18 o ;
donors Months since last rituximab treatment at vaccination Second dose Third dose
n/N  44/44 2/13 12/68 14/43 10/15 6/10 6/8 20/44 Number of participants 49 49 Nun
Median (IOR) 2(2-3) 3(2-18)
p value - <0-0001
Troldborg et al, ] Rheum 2022 Jyssum | et al, Lancet Rheumatol, 2021

Floyd et al, Kidney Int Rep 2022

16% had a serologic response after a 3" dose
To Stdotnpa and tnv teheutaio éyxuon Time since last RTX infusion associated with serologic response
EMNPEALEL TNV AVOOLOKI AmOKPLON (median 267 vs 107 d, responders vs nonresponders)
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* I opopetatpomnnig Hetd tnv 4" doon amnod 33% os 58%
* Hyopriynon RTX petau 31 kat 4" §60n¢ emnpedlel opvnNTLKA TNV OPOUETATPOTN

* Epwtnua mapopeVEL N EMAPKELA TOU TITAOU TWV OVTLIOWUATWY KoL N SLAPKELA TNG




AQPn RTX -> «avepuBoAiactoc;»

ORIGINAL RESEARCH

SARS-CoV-2 breakthrough infections
among vaccinated individuals with
rheumatic disease: results from the
COVID-19 Global Rheumatology
Alliance provider registry

Breakthrough infx in fully vaccinated
>50% were receiving BCDT
Liew J et al, RMD Open 2022




Rheumatology, 2023, 00, 1-8
https://doi.org/10.1093/rheumatology/kead 236

Ad blication 25 May 2023 >  British Society for
pance s i sty e British Society for RHEUMATOLOGY

Basic science

Sustained cell-mediated but not humoral responses in
rituximab-treated rheumatic patients after vaccination
against SARS-CoV-2

Konstantinos Thomas (® "*, loannis Grigoropoulos?, Panagiota Alexopoulou?!, Emmanouil Karofylakis',
Irene Galani', Kyriaki Korina Papadopoulou?, Anastasia Tsiavou?, Aliki Ntourou?®, Eleftheria Mavrou?®,
Irina Qevani®, Pelagia Katsimbri®, Christos Koutsianas®, Evgenia Mavrea®, Dimitrios Vassilopoulos @ 4,
Spyros Pournaras?, Sotirios Tsiodras’, Dimitrios Boumpas'3, Anastasia Antoniadou’

=COVIFERON {-) / anti-Spike (-)

COVIFERON (+) / anti-Spike (-) I} ’

B COVIFERON () / anti-Spike (4) 60 aoBeveic pe AnPn RTX
B COVIFERON (#) / anti-Spike (+)

‘EAeyxoc kuttapkng (COVIferon) & XUMLKAG avooiog
(3-6 unvec amnod teAevtaio epfoAlocuo)

38.6% XUMIKA avooia (23/60)
Responders -> Alyotepou¢ KUKAOUG
& aBpoiotiki 66on RTX

20 breakthrough infx (4 voonAeiec)

Figure 1. Distribution of combined SARS-CoV-2 specific cell mediated and humoral immune responses




Protracted COVID-19 infection

- AvoookateotaApevol aoBeveic -> “long persisters”

- Oxtlong COVID-19
- Case reports / series

- B-cell depletion -> awpatoAloyikecg kakonBeleg, CAR-T cells, HCT, anti-CD20 mAbs



The NEW ENGLAND JOUENAL of MEDICINE

CORRESPONDENCE

AvoooKataoTtoAn ->

Persistence and Evolution of SARS-CoV-2 r{tapats:tfxﬁ.evn Aou.l’w&n ->
in an Immunocompromised Host reservoir” petaAAagewv;

nature

Explore content v  About the journal ¥  Publish with us v

nature » articles » article

Article | Published: 05 February 2021

SARS-CoV-2 evolution during treatment of chronic

infection D




Kottnpla

Table 1 Proposed diagnostic

Criteria
criteria for protracted COVID-
19 in immunocompromised Virologic
hosts (long persisters) Clinical
Imaging
Host

Persistently positive SARS-CoV-2 PCR > 21 days
Persistent/relapsing symptoms (fever, dyspnea, hypox-
emia) after extensive negative infectious work up

Persistent/relapsing changes on chest-X ray or CT scan
after extensive negative infectious work up

Underlying immunocompromise:

HCT, CAR T-cell recipient

CLL. DLBCL, other lymphoma, or B-cell malignancy
SOT

Anti-CD19/20 therapy or other B/T cell targeted therapies
Primary and acquired immunodeficiencies

Dioverti V, Curr Transpl Rep, 2022



Avtukn Be

DATTELDL

- Remdesivir

- Nirmatrelvir/ritonavir

- Molnupiravir

BROWN ET AL

J ALLERGY CLIN IMMUNOL
FEBRUARY 2022
A Overall outcome according to
maximal antiviral treatment
received
Bl SARS-CoV-2 neg
vir + C GN-COV
Remdesivir + CP or REGN 2 [ SARS-CoV-2 neg (delayed)
Bl SARS-CoV-2 pos
Remdesivir 11-20 days
Remdesivir up to 10 days
Nil
B
0 5 10 15
Number of patients

Juvbuaopuog remdesivir + TaOnTIKAG
avooornoinong vs uovo remdesivir -> OR 23.1
yla infection clearance




Open Forum Infectious Diseases

Successful Treatment of Prolonged
Severe Acute Respiratory Syndrome
Coronavirus 2 Infection in Patients
With Immunodeficiency With
Extended Nirmatrelvir/Ritonavir: Case
Series

Madison Breeden,"® Samuel L. Aitken,”* Ji Hoon Baang,' Misty Gravelin,” Daniel
R. Kaul,' Adam S. Lauring,"® Lindsay A. Petty,' and Kevin S. Gregg'

//

/V'ralprotease

® o

Characteristic Patient 1 Patient 2
Demographics
Age 19y 72y
Extended nirmatrelvir/ritonavir duration 21d 20d
Response to nirmatrelvir/ritonavir Clinical, virologic ~ Clinical, virologic

Clinical Infectious Diseases

BRIEF REPORT

Successful Treatment of Prolonged,
Severe Coronavirus Disease 2019
Lower Respiratory Tract Disease in

N ell Acute Lymphoblastic
Remdesivir . . .
emia Patient With an Extended
se of Remdesivir
*NApoiymerasse  Virmatrelvir/Ritonavir
Ritonavir-
boosted

[ Infectious Diseases

nirmatrelvir
}-’\/ i EF REPORT

L

Viral proteins

Case Report

Combination regimen of nirmatrelvir/ritonavir and molnupiravir for
= the treatment of persistent SARS-CoV-2 infection: A case report and a

scoping review of the literature

‘\ ¢ Antiviral Therapy for Persistent
Coronavirus Disease 2019 and
Associated Organizing Pneumonia in
an Immunocompromised Host




[ToOnTIKn aavooormolnon

Clinical Infectious Diseases &IDb A
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convalescent
plasma

. SARS-CoV-2
Guidance on the Use of Convalescent Plasma to Treat infection in patient

with B-cell deficiency

Neutralizing
antibodies

Immunocompromised Patients With Coronavirus .
Disease 2019 % 5
2 poUToBEDELC %
;,/f

o. uPnAol TitAoL €0V ETEPWTIKWY AVTLIOWUATWV
B. pool aoBevwv pe poodatn Aolpwén

Hypogammaglobulinemia

) ) a-1a-2 B yglobulin
MOVOKAWVLIKA aVTLOW pota

NEa oTEAEXN -> LELWUEVN ATIOTEAECUATIKOTNTA

IV avocoodatpivn ? -> av unoyappacdaipvorpio, vs CP oxL 0pelog



Koptikootepoeldr / avoooTpomonolnon

Avtipetwriton pAeypovwdwyv ekdbnAwoewv COVID-19 -> opyavoupevn niveupovia (OP)

Koptikoeldn AVTUKEC Bepareleg

AVOGOTPOTIOTIOLNTLKA




COVID-19 related OP

Persistent Post-COVID-19 Interstitial Lung Disease
An Observational Study of Corticosteroid Treatment

o Myall et al, Ann Am Thor Soc, 2022

Prednisone 0.5 mg/kg, tapered over 3 weeks



Poloc Ct PCR

™ kOkAo¢ PCR = {, uko doptio ??

E¢aptatal and pebodo AYPng

-> Ae ouvotrvetal yio AnPn anopdoswv
[1000 UetadoTIKOC elval 0 aoUEeVC;

ko poptio
MEtpnon oto MAACUQA, EPEUVNTLKO OTAOLO
YJuoxEton e Baputnta vooou

Aldpkela Beparmeiag Ewe KATAoToAN WKoU poptiou? -> avtiotowa pe CMV Aolpwén



YUUTEpAoHATA

antiCD20-mAbs -> Abuvaplia emtitevuénc XUULKAC avooilag -> ouveXL{OUEVOC LLKOC TIOAAATIAQOLOLOLOC

-> Long persistent COVID-19
-> Xpovia Loyevic Aolpwén -> reservoir petaAAdEewy;

Nopatetapévn xopnynon aviukwy & cuvbuaopog? (dtapopetikoi unyaviouoi dpaonc)

-> Oyl fixed S1apKeLa AYyWYNE -> KO doptio oTto LEANOV?

KopTlkoELdn -> opyavoULEVN TIVEUOVIOL + OVATIVEUOTLKN QAVETIAPKELDL



