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1. COVID-19
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Aiktuo erutnpnonc SARI 14 voookopueia
( severe acute respiratory infection) ot

Aldypappa 3. AplOuog kpououdtwyv coPfaprg ofeiag avanveustikng Aoipwéng (SARI) ava 1.000
EL0AYWYEG, avd £BSopdda, cUivolo MANBUGHOU Tou KAAUTTETOL Ao TA VOCOKOoEla Tou SikTtUou
emtpnong SARI, 2022-2023, 2023-2024*

2022-2023
—8— 2023-2024

Alqypoppa 6. MoocooTo BeTKOTNTOG pLVOdOpUYYLKWV Selypdtwy yia SARS-CoV-2, Lou¢ yplmng Kat
OVATIVEUCTIKO CUYKUTIOKO 10 (RSV), amé aocBsveic pe YoPapn Ofsia Aoipwén Avamveuotikol
. (SARI), Aiktuo Emutripnong SARI, gUvoAo xwpoag, spdopdda 03* /2024 — eBdopdda 39/2024
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*H Aettoupyia TN epyaotnplaknic srutrpnong SARI fekivnos tnv epbopdda 3/2024.
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Awaypappo 8. EBSopadiaioc aplBudc VEWV EL0OYWYWV KPOUSUATWV Ue Aoipwén COVID-19 oto

VOOOKOUEL TNG EMIKPATELAS, OUVOAO Ywpag, 2023, 2024 E nltﬁ p n O' n E l O' a yw yd) V K a l Ga Va' rw v

e 2024 -—- 2023

2000
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. Tnv eBdopada 39/2024 kataypadnkav 35 Bavatol
COVID-19. O péooc efdopadlaioc aplOuoc Bavatwy
KOLTAL TLC TIPONYOUEVEC TEoOEPLS EfSopadec Atav 29.

1000

500 - H dwapeon nAkia twv Bavoviwv Atav to 87 €tn
(eupog 57-98). OAoL oL Bavovieg eixav UTTOKELUEVO

1 3 5 7 9 11 13 15 17 18 21 23 25 27 29 31 33 35 37 39 41 43 45 47 49 51 Voonl‘la r]/Ka'l' nA‘LKLa 70 Etwv Kal’ avw
EBdopdada

ApIBP6¢ eicaywywv acBeviy COVID-19

Awaypappa 9. EBSopadiaiog aptbpog véwv StacwAnvwoswv aobBsvwv COVID-19, ocuvolo xwpag,
2023, 2024

o 2024 -—- 2023

O aplBuog twv véwv dtacwAnvwoswv COVID-19 70 1
v eBSopada 39/2024 nrav evvéa. O pEoog

eBSopadLaioc aplOpdg VEWV SLLCWANVWOEWY KATA

60 ||

50 ~

TLG TLPONYOUMEVEC TECOEPLG EBSOUADEG ATV OXTW
H diapeon nAwia twv acOevwv Atav 76,5 €tn
(evpog: 54-89 £€1n), evw GAoL oL acBeveig eiyav
UTTOKELPEVO voonpa r/kat nAkia 70 ETwv Kot Avw.

ApiBpog vEwy dlagwAnvwoewy aoBevioy COVID-19
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Entikpatovoa napaAAoyn kot avaOdUOUEVEC

EGNIKOZ OPTANIZMOE
AHMOZIAS YTEIAT
* Ano tnv apyrn tou £Toug, To Awaypappa 16. Mocootd aAAnlouxnBeviwv dswypdtwv ava mapaddayn mdnpioAoylkou
OTEAEXOG TIOU EXEL ETUKPATIOEL gvbLadépovroc, avda epSopdda
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Tpexovoa kataotaon COVID-19 otouc¢
VOONAEUOUEVOUC

1. OuvoonAeisg eivat og vPnAa enimeda aAAA HE MTWTLKA TAON Kol KUPiwe adpopolv

* aoBeveic pe ouvvoonpotnteg ou anoppudpuilovral Adyw COVID-19, nupetou, EAAewnc cuvodou,
napotL n COVID-19 sival Amia ] apLywe EpyaoctnpLlako evpnua

* ao0eveig mov endelvwvovtol EVOOVOCOKOUELAKA (VOOOKOMELAKEG AOLUWEELG, ELOPOPNOELG, MTWOELG,
opyaviko Yuxoolvdpopo, anoppuOuLcn cuvvoonpotRTWY)

* avOooOKaTECTAApEVOUG acBeveic mou dev «kaBapifouv» tov O ] unotporialouv i £Xouv BETIKO povo
10 BpoyXoKUYPEALSIKO EKTTAUOL

* ao0Beveig mov tafivopouvtal apXka yia 3npepn Oepanceia aAAa sivatl acadng n uapén nvevpoviag
(mpolmapyxovta dinOARpatTa ooV MVEVLHOVA, LR UTTOXWPENON TOU TIUPETOU KAT) Kol  voonA&ia Tou
CUMIAPOACUPETAL IO T CUVVOONPOTNTEC TOU

2. H gppoAiactiki kaAvn (enikapog ERPOALACHOC) TWV VOONAEUGUEVWV HE TTAPAYOVTEC
KvdUvou eival <5%

(o kavovag eivon 3 daoeLc)

3. H duvatotnta pog vo Oeparneloupe Touc avoooKaTECTAAREVOUC e COVID-19 €xel
BeAtiwOel



H eurtepia tne T o€ avoooKATECTAAUEVOUC
JUAAEXBNKav 6edopéva amo 400 cuvexeig KO(.LUTUAEC 57-“6“1)0-'7 C

aoBeveic kat avaAuOnkav 393 (50.6% avipeg,
HEon nAwio 64.7 €tn, SD=16.1), ek TwVv
ornoiwv 131 (33.3%) Ntav
OVOOOKOTECTOAUEVOL LLE LOTOPLKO

Figure 1. Kaplan-Meier survival curves for immunocompromised and non-

immunocompromised patients
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H mAeloPnodia otnv etcaywyn (n=211, 54%)
glyav coBapn voco COVID-19, Baoel
kprtnplwv WHO, kal eiyov epBoAlaoctel
(n=209, 53.9%) €vavrtL tng COVID-19.

H duapeon dwapketa voonAeiag [10, IQR(7-16)]
ATV OTATLOTIKA LEYAAUTEPN OTOUC
avoooKkateoTaApEVOUG (p=0.036), evw n

emBiwon bev dtedepe onpavtka (p=0.756).

06|

p=0.756

04

Cumulative Survival

0 20 40 G0 B0 100 120

Days of hospitalization

Amalia Papanikolopoulou 1 *, Polyxeni Alexiou 1, Charalampos Charalampous 1 ,Vasiliki Rapti, Maria Effrosyni Livanou 1, Vissaria Sakka 1, Konstantinos N Syrigos 1 ,Garyfallia
Poulakou 1 et al, submitted



H eurtepia tng I’'MIM o€ aAvOCGOKATEOCTAAUEVOUC
| Avooraaotohi |

Z0volAo MAnBuopou

(n=262; 66.7%) (n=131; 33.3%)
n (%) n (%) n (%) P-value

T avspeg 199 (50.6) 139 (53.1) 60 (45.8) 0.175+
_I’uvaiKeq 194 (49.4) 123 (46.9) 71 (54.2)
HAwia (£tn), péoog (SD) 64.7 (16.1) 64.3 (16.3) 65.4 (15.7) 0.544%
306 (77.9) 175 (66.8) 131 (100) <0.001+
EpBoAlacpdg évavt tng COVID-19 209 (53.9) 124 (48.1) 85 (65.4) 0.001+
T Hra/Metpa 180 (46) 127 (48.8) 53 (40.5) 0.116+
B sogapn 211 (54) 133 (51.2) 78 (59.5)
e 141 (35.9) 98 (37.4) 43 (32.8) 0.372+
_'OuLKpov 252 (64.1) 164 (62.6) 88 (67.2)
Hmratikn AucAettoupyia (ab§non tpavoapvacwv x3) 60 (15,5) 48 (18.8) 12 (9.2) 0.014+
Nedpikn AuoAertoupyia (ab€non kpeatvivng kot 30% n Tun >1,3) 62 (16,1) 50 (19.7) 12 (9.2) 0.008+
102 (26,5) 58 (22.6) 44 (34.4) 0.013+
Alapkela voonAeiag (nnépeg), dStapeoog (IQR) 9(6-—14) 8(5—14) 10 (7 - 16) 0,036%+
AltacwARvwon 44 (11.2) 29 (11.7) 15 (11.5) 0.972

30(7.6) 20 (7.6) 10 (7.6) >0,999+

Papanikolopoulou A et al, submitted
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H eurtepia tne T o€ avoooKATECTAAUEVOUC
AlaowAnvwon kat Javotoc

ALLOTOAOYLKEG TTOPAUETPOL, OTIWC OL AdyOoL
ovdetepodilwyv npoc Aepdokuttapa (NLR)
Kol atpomeTaAiwyv pocg AspdokitTapa
(PLR), kat n BaputnTa TNG VOOOU KOTA TNV
glooywyn Ntav napadyoviag Kivduvou yla
SltaocwAnvwon

H katdotaon avoookataoTtoAng dev Atav

niapayovtac Kivduvou yla StaocwAnvwon
kal Bdvato

Papanikolopoulou A et al, submitted

Table 6. Multiple logistic regression results, in a stepwise method, with intubation and

death as dependent variables

Dependent variabls Independent variabls OR (95% CI)+ P-value
Intubation COVID-19 disease (Severe vs Mild/ Moderate) 6.15(2.31 —16.34) <0.001
Immunocompromised (ves vsno) 0.74 (0.36 —1.5) 0.400
NLR (day 1) (>5.06 yg,<5.06) 286(1.27—6.44) 0.011
PLR (day 1) (262.2 yg < 262.2) 2.22(1.02—4.85) 0.044
Degath, COVID-19 disease (Severe vs Mild/ Moderate) 5.65(1.17—27.25) 0,031
Age (years) 1,08 (1,04 —1,13) <0,001
Smeking
Yes vs No, 3,88 (1,01 — 16.85) 0,049
In the past vs No 2,96 (0,79 —11.15) 0,108
Vaccination against COVID-19 (yes vs no) 0,33 (0,12 —0,9) 0,031
Anti-CD 20 monotherapy (RITUXIMAB) (yes vs no) 220,28 (13,07 —3713.87) 0,001
CRP (day 1) (>10 yg <10) 2,61(1,01 —6.78) 0,049
NLR (day 1) (>4.82 v <4.82) 3.92(137—11.2) 0,011
Immunocompromised (ves vs no) 0.54 (0,17 — 1.73) 0.301

+0dds Ratio (95% Confidence Interval)

10
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Presentation Title

11



To long COVID-19 cUvdpopo epdaviletal o€ ATopa HE
LoToPLKO TiBavic N emBefatwpévng Aoipwéng SARS-
CoV-2, ouvBwg 3 uveg ano thv Evapén tov COVID-
19 pe oupnTtwpata Tov StapkoUv ToUAdyxLoTtov 2
MAVEG Ka dev umopolv va e€nynBouv pe eVaAAOKTIKA
diayvwon.

Kowd cupntwpata neptAapfdavouv KOmwon,
duomnvola, yvwotikn) SucAettovpyia aAAd kat aAAa
TLOU YEVLKA £XOUV OLVTLKTUTIO OTNV KaOnpepvn
AeLtoupylkotnTOL

Ta cupntwpata pnopet va sivat npwtospdavilopeva
HETA TNV apXLlKR avappwon anod £va ofL eNeLo08L0
COVID19 1 va EMLUEIVOUV Ao TV OPXLKN) cOEveLaL.

Ta cupntwpaTo UNopPEL Emiong va Kupaivovtot i va
UTOTPOTILA{OUV HE TNV TAPO0S0 Tou XPOvou.

https.//www.who.int/europe/news-room/fact-sheets/item/post-covid-19-condition

World Health
Organization

Post COVID-19

condition

-| . Dafinition

Post COWID-13 condition ocours inindividuals with

o history of probelble or confirmed SARS-Cov-2
nfection, usually 3 micnths from the ons=t of
COID-1S with sympioms that lest for ot lesst

Z months and cannot be axpleined by an albemetive
dimprosis. Common symptoms include fatigus,
shoriness of bresth, cognitive dysfunction, but also
athers, which generslby have snmpect on eversdey
functioning. Symptoms mey be new anset, following
nitisl recorvery frorm an scute OOVID-1S spiscde, or
pe=rsist frorm the initial illness. Symptoms may slso
fAuctuste or relepse over time. A sepeamste definition
mey be spplicable for children 7L

Beside post COVIDHS condition, other terms are also
used, such es long COWVID, chronic COAWVID-TS
mndrome and post-mcuts sequelse of COWIDAS,
hiowever, there are differences.

3 Symptoms

Post COAVID-13 condition can affact several body
systarms mnd & range of sympioms have basn
reported The most common symptoms are
Ested here.

Ax post COWID-1S condition s news, our
understending of it, how it affects people’s
health, and potential safe and =ffectiee
treatrments, is limited but evolding.

-’i—. Who i5 affected?

Post COWID-T3 condition can arise
Irespactive of the severity of the initial
COVID-TS spmptoms, the variant of the
SARS-Cov-Z winus or 2ge. kMany people
Eving with post COWVID-13 condition were previoush
fit and healthy.

European Region

7. How common is post
COVID-12 condition?

Appraximetety 10-205% of COVID-12 patients
experience lingering symptoms following en ecute
SARS-CoW-Z infection. As there hawve been millions

aof cases of COWID-13 in the Eurcpean Region, the
number of patients with the post COWVID-15 condition
is substantial.

'l Cognitive dysfunction,
™y including short-tenm memany
koss and problems with
™, % concentration {brain fog)
@ Sleep dissrdars
L [insormnia)
", # altered smell and taste
‘I Cough
& sShortress of bresth
[dyspnaea]
Mo,
. @ Hesrt peipitstions
@ Chest pain or tightness

@ Extreme tiredness
[Fatigue}

.- Muscle pain and spesms

- Post axarticnal sympiom
=xacerbation (worsening
of fatigue, describad 25
“crashing” or “rel=psing” after
minirmal axertion)



Mowoc¢/a aoBevnc Ba mpEmel va aloAoyeito yia
long-COVID;

* Ot Eupwnaikeg odnyiec Tovilouv nwe aAAeg coPapéc/amelAnTIkEC yia tn {wh KOTAoTAOELS Oa TIpEMEL va
arokAgLlotoUV TpLv ano tn rnibavn dtdyvwon tou long COVID.

* AUTEC IepLAAUBAVOUV KATAOTACELS UYELQC TTOU TtpoUmApxav xwpic va €xouv dSltayvwoTel (m.x. kakonBeia) n
ETWITAOKEC TOU 0€€oc COVID-19 (m.x. OpopuBospuBolika eneloodia, puomnepikapditda, eykepaiitida).

* H Slepelivnon ywa dAAeC kataotaoels Oa mpemel va kaBodnyeital amd cupmTwpaTa, onpeia kot AAAEC
€EETAOELC TIOU TIpaypaTOTOLOUVTOL oUWV LE TNV Kplon Tou Bepdrmovtog Latpou.

* To pakpoxpovio COVID sival pia dtayvwon €€’ anokAeLopou.

Yelin D, Clin Microbiol Infect. 2022;28(7):955-972
https://www.loimoxeis.gr/covid-19-info-banner/



U09.9 eva onuavtiko Bipa otnv avayvwpelon
TOU GUVOPOOU

ICD-10-CM Codes > U00-U85 > U00-U49 > U09- > 2024 ICD-10-CM Diagnosis Code
Ues.9

» 2024 ICD-10-CM Diagnosis Code U29.9 | =
Post COVID-19 condition, unspecified

| 2023 || 2024 | Billable/Specific Code

e U09.9 is a billable/specific ICD-10-CM code that can be used to indicate a diagnosis

for reimbursement purposes.
e The 2024 edition of ICD-10-CM ue9s.9 became effective on October 1, 2023.

* H eAAewdn kwdikomoinonc nTav mapaywv EMAVENcNC TOU KOWVWVLKOU
KOlL ETMAYYEALLATIKOU OTIYUOTLOUOU

Pfaff ER et al, 2023



Erttmtwon Long COVID: moco ouyvo sivau;

* The incidence of Long COVID has been conservatively estimated at
10% of individuals infected by SARS-CoV2, a number likely
underestimated due to under-reporting

* The incidence may vary from 10-30% among non-hospitalized cases
to 50-70% among hospitalized counterparts

Bull-Otterson L et al, 2022, Ceban F, et al, 2022

* However, according to recent reports studying the specific impact of
Omicron variant, 55% of non-hospitalized individuals had at least one

Long COVID symptom 6-12 months post acute infection
Luo Jetal 2023



31 NIHCM Long COVID &

FOUNDATION

DATA INSIGHTS its Economic | mpact
The November 2022 Household Pulse An August 2022 Brookings report found:
Survey found:

2 to 4 million people are out of
6.8% of all American adults are currently work due to long COVID
experiencing long COVID

T
°Oo
78.5% of adults who currently have long @

COVID have an activity limitation from
the condition

3 million people out of work

23.1% of adults who currently have long due to lon:g .COVID trar}slates
COVID have significant activity limitations to $168 b'u“m_ a year in lost
from the condition earnings

Sources: National Center for Health Statistics, Long COVID, Household Pulse Survey, November 29, 2022.; New

data shows long Covid is keeping as many as 4 million people out of work, Katie Bach, Brookings, August 24,
2022.

https://nihcm.org/publications/long-covid-its-economic-impact
Published 8 Dec 2022
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PATIENT HETEROGENEITY:

ME

A-ANALYSIS OF 63 S

UDIES

(Alkodaymi MS, et al. Clin Microbiol Infect 2022; 28: 657)

Mental Health
© Sleep Disorder (8; 4369) 24% 95% CI (8-44) I*=98.47%
Depression (5; 4099) 14%  95%CI(2-33) I? =98.07%
Anxiety (7; 4324) 21% 95% CI (6-43) I* =98.63%
Cardiovascular System
Palpitations (8; 5401) 14% 95% CI (5-25) I* =98.43%
Effort Intolerance  (6; 5203) 19% 95% CI (7-35) I* =99.00%
Chest Pain (15; 5758) 11% 95%CI (6-16) I? =95.63%
Bl \ Gastrointestinal System
Sees Diarrhea (7; 4908) 10%  95%CI(2-21) I*=9836% |
Nausea (3; 480) 8% 95% CI (0-25) E=N/A Y
(C Musculoskeletal System
Joint Pain (8; 4829) 14% 95% CI (4-27) TI? =98.43%
Myalgia (10; 5453) 12%  95%CI(4-22) P> =98.37%

Headache
Loss of Smell

Loss of Taste

m Difficulty Concentrating

Cognitive Disorder

(5; 466) 22%

(6; 670) 14%
(12;5699)  12%
(16;5400) 9%
(13;5127) 8%

Nervous System j
95% CI (15-31) P =7537%

95% CI (3-31) I? =96.37%
95% CI(5-20) I* =97.88%
95% CI (4-17) I =96.94%
95% CI (3-15) I? =96.53%

Respiratory System
Cough (22; 7539) 15%  95% CI(10-21) P =97.44%
Dyspnea (28; 8132) 25% 95%CI (17-34) I? =98.34%
\
Other j k
Fatigue (25; 7268) 32% 95% CI (22-44) I? =98.76%
Hair Loss (4; 478) 9% 95% CI (2-20) I? = 94.56%



Pathophysiological transition from acute COVID-

19 to Long-COVID
(Fernandez-de-Las-Penas C et al, 2023)




KAwikol poatvotumnot, pe
OMOOOTTOLNUEVA GUUTTTWHOTAL

[MpoomaBela avtiotolynonc pe Signature endotypes



Cl
A\ ¥ 4 |

Clinical phenotypes and quality of life to define post-COVID-19

syndrome: a cluster analysis of the multinational, prospective
ORCHESTRA cohort

Respiratory
23%

Chronic
fatigue like

42%

ronic pa
22%

Gentilotti E et al.eClinicalMedicine, Volume 62, 102107, 2023

0-7
Fatigue [————| Component1
0-5
Memory loss /
0-5
Headache
0-4
. 0-9
Ageusia |—>
- Component2
Anosmia -
Myalgia 09
Mahs L“» Component3
Arthralgia ]-58——-—'

Highest reduction in
QoL was detected in
REs and CPs

Vaccination and early treatment with
monoclonal Ab reduced the risk of
severe PCS (p = 0.01 and p = 0.03,
respectively).



CIRCULATING CYTOKINES IN PATIENTS WITH FATIGUE
(Kovarik JJ, et al. iScience 2022; 26: 105717)

Multi-omics study

Healthy vaccinated (n=13)
Recovered (n=13)

PACS with fatigue (n=13)

*p<0.05

IL: interleukin

MCP-1: monocyte chemoattractant protein-1
n: number of patients

PACS: post-acute COVID syndrome

TNF-R: tumour necrosis factor receptor
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A CENTRAL ROLE FOR IL-6, IL-18 AND TNFa
(Schultheify C, et al. iIScience 2022; 26: 105717)

« Healthy vaccinated (n= 36)
 History of COVID-19 (n= 258)

TNF IL-1B IL-6
#***p <0.0001 *p=0.0112 P = 0.0441
*p =0.0284
I I
200 200
no prior COVID-19
: nev%rl PASC 100 40 8
@ resolved PASC 100 40
@ ongoing PASC L
_ 75- _30- 9
£ E
g 50_ 8.)
25—
IL: intereleukin
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THE SAVE-MORE, PIVOTAL RCT

(Kyriazopoulou E, et al. Nature Medicine 2021; 27: 1752)

Inclusion criteria

. Age 218 years, both genders, ICF
. Confirmed SARS-CoV-2 infection
. LRTI: positive chest-X-ray or CT

 Plasma suPAR 26ng/ml

Placebo + SoC

Anakinra 100mg subcutaneously/day + SoC

PRIMARY ENDPOINT
11-point WHO ordinal scale

\4
//
Day 1 (enrolment) Day 4 Day 7 Day 10 (End of Day 28
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Viral load Viral load Viral load endpoint)

suPAR-guided Anakinra treatment for Validation of the risk and Early Management
Of seveRE respiratory failure by COVID-19 (EudraCT number: 2020-005828-11)

National Ethics Committee of Greece approval 161/20
Comitato etico dell'istituto nazionale per le malattie infettive “LAZZARO SPALLANZANI" IRCCS of 01.02.2021 SOC: standard-of-care

www.clinicaltrials.gov NCT04680949

CT: computed tomography
ICF: written informed consent form
LRTI: lower respiratory tract infection

SUPAR: soluble urokinase Plasminogen Activator Receptor


http://www.clinicaltrials.gov/

11-point WHO Clinical Progression ordinal Scale by day 90
(Akinosoglou K, et al. eClinicalMedicine 2023; 56: 101785)

Cls: confidence intervals

OR: odds ratio

MV: mechanical ventilation

NIV: non-invasive ventilation
PCR: polymerase chain reaction
SoC: standard-of-care
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NIV or HFO Hospitalized with oxygen
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100 ~
80 -
60 + ORUnadjusted= 0-46
(95%CI 0-32-0-66)
p< 0-0001
40 -
20 . -
SoC+Placebo (n=189) SoC+Anakinra (n=405)



Euyevikn mapaxwpnon dtadavelag

MONOCYTES OF LONG_COVID HAVE DEFECTIW K. E.I. NatpatpéMog-MrouppmovAng
PRODUCTION OF IL-1ra
Aedoueva tng SAVE-MORE

Major characteristics of this immune dysregulation are the increased IL-1B and IL-6 production by monocytes,
accompanied by attenuated Th2 responses and T17 responses.

Exaggerated Th2 responses are associated with fatigue, while hyper-production of IL-1p and IL-6 is associated with
abnormal lung function.

Treatment with Anakinra (anti IL-1) during acute phase of the disease significantly decreased the incidence of PACS (by
40%), arguing for the importance of innate immune dysregulation for the long-term effects of COVID-1

IL-1ra (LPS stimulation)

- ns
40000 < >
ns A
30000+ o ] = >
m A
%
= < > =
S, 20000+ 0
o . A
*p<0.05 10000 o . e $ }-:
IL: interleukin e ——
LPS: lipopolysaccharide o ‘ A‘A?
n: number of patients ", A A
ns: non-significant 0 a _alasa H——_mtmm_

SoC: standard-of-care Comparators (n=19) SoC (n=106) SoC + anakinra (n=46)



PATIENTS WITH LONG-COVID ARE DIVIDED INTO TWO
IMMUNOTYPES
SAiVE LONG MegAETn TTaparnpnong

I A) Fatigue cluster (anti-inflammatory) I I I B) Respiratory cluster (hyper-inflammatory, IL-1 driven) I
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PBMCs: peripheral blood mononuclear cells

TNF: tumour necrosis factor Ka®. K. E.I. NapapéAAoc-MmoupumoUAng



SAFETY AND EFFICACY OF ANAKINRA TREATMENT FOR
PATIENTS WITH PERSISENT RESPIRATORY SYMPTOMS
POST ACUTE COVID AND IMMUNE SYSTEM ACTIVATION

Objectives of the PRECISION RCT

Details

gzz;s':lg:::rmiziemional (Clinical Trial) y InveStlgate the Cllnlcal beneflt from
viner RN A\nakinra treatment in well-
Targ:tofer;rolment:181 parti;:ipants ’ g i CharaCterlzed patlentS Wlth |Ong-
ClinicalTrials.gov Identifier: NCT05926505 COVID drlven by IL_l

EudraCT number: 2023-000102-25 . . .
National Organization for Medicines Approval: 1S24-23 e DGVElOp tOOIS fOI’ future C|InICa| trla|S

(biomarkers, endpoints) to be used In
future trials for long-persisting hyper-
iInflammation driven by IL-1




INCLUSION CRITERIA (PRECISION Phase |l study)

Written informed consent provided by the patient

Age equal to or above 18 years

Male or female gender

Adeguate method of contraception

History of confirmed COVID-19 infection the last 90 days or more
Symptoms compatible with PACS lasting for more than 2 months

Parallel presence of two conditions: a) impaired Lung Function tests (defined as: DLCOcor <76%
or TLC lower than normal or FVC lower than normal) AND b) radiological findings in high
resolution chest tomography compatible with inflammatory-like pattern or mixed inflammatory-
fibrotic pattern involving at least 15% of the total lung parenchyma. The inflammatory-like lesions
are ground-glass opacities (GGO) and consolidation. The fibrotic pattern lesions are reticulation
and honeycomb-like changes.

Serum levels of IP-10 more than 250 pg/ml




Study period A (4 weeks): Study period B (4 weeks):

Screening period

(2 weeks) Double-blind randomized Blind extension
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Proteomics

Lung function tests
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Impact of COVID-19 infection in quality of life of hospitalized patients with autoimmune conditions:
experience from a single-center in Greece after the implementation of mass-vaccination programs
against SARS-CoV-2

Amalia Papanikolopouloul*, Charalampos Charalampous1, Polyxeni Alexioul, Athena-Eleni Psofakil,
Evangelia Voulgarakil, Vissaria Sakkal, Konstantinos N Syrigos1, Garyfallia Poulakoul

Submitted
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{n=54~ hrrrdrd 37%) 3 (I]_=34,

100%) 63%)

n (%) n (%) n (%) P-value
Rheumatic disease related treatment
Anti-CD20 monotherapy 5(9.3) 3 (15) 2(59) 0.347++
Biologic DMARDS 16 (29.6) 9 (45.0) 7 (20.6) 0.058+
Conventional DMARDS 22 (40.7) 8 (40.0) 14 (41.2) 0.347++
JAK inhibitor (baricitinib) 2(3.7) 2(10) 0(0) 0133+
Steroids 22 (40.7) 10 (50) 12 (35.3) 0.288+
NSAIDs / colchicine 3(5.6) 0(0) 3(8.8) 0.287++

Total 54 patients
female: n=31 (57.4%); mean age 64.9 (SD=15.5), the majority with RA (53.7%) and crude
mortality n=4 (7.4%).



Figure 3. Cumulative probability of recovery through hospitalization by being

Figure 2. Cumulative probability of recovery through hospitalization by COVID-19
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Table 3. Multiple Cox regression results for recovery

P-

HR 95% CI value
Gender (females vs males) 0.98 0.54 —1.79 0.942
Age (years) 097  0.94—0.99 0.006
Vaccinated against COVID-19 (yes vs no) 2.54 1.23 —5.24 0.012
COVID-19 severity at admission (severe vs 0.32 0.17—0.61 0.001
mild/moderate)
Active Disease (Yes, under treatment vs No) 1.15 0.52—2.59 0.728

HR: Hazard Ratio; 95% CI: 95% Confidence Interval




QUALITY OF LIFE

Telephone assessment of qualityof life of these patients was recorded prospectively using the
Short Form HealthSurvey-36 (SF-36) questionnaire obtained | year after hospitalization.

Patients’ QolLscores by COVID severity had no significant differences between the two groups.
Greater duration of hospitalization was significantly associated with lower physical functioning
(r=-0.52; p=0.014), lower physical role (r=-0.46; p=0.030) and physical summary component
score (r=-0.49; p=0.027).

In hospitalized patients with autoimmune conditions, severity of COVID-19
infection was correlated with greater time until recovery. Long duration of
hospitalization was associated with a long-term impact on patients’ QoL,
highlighting the importance of ensuring early access to healthcare services for

this particular subset of the patients.



LONG COVID, 2024
POSSIBLE TREATMENT APPROACHES

* NON-PHARMACOLOGICAL

N i e s .
Respiratory rehabilitation for persistent > Symptom-based (beta agonists for cough,

respiratory symptoms . . .
> Ph p. I yh vb.l.p o for fati d sedatives for sleep disorders, antidepressants
P ysical rehabilitation tor ratigue an far ncurhiatrie rlicnrrlnrs’ antifibrotics for |ung

myalgia/arthralgia The most important challenge is still to find a  eroids, etc)
» Lifestyle modificat

. i : | (not established
R e B therapeutic target that will block the relevant | trials: Anakinta,

> Cognitive Behavio mechanism without further disturbances. atc)
» Olfactory and taste training

* PHARMACOLOGICAL

PREVENTION OF LONG COVID
> Early antiviral treatment during the acute COVID-19 infection decreases the incidence of Long Covid
> Vaccination against SARS-CoV-2

Philip et al, 2023, Seo et al, 2024, Membrilla et al, 2021, Fine et al, 2022 Bhattacharya et al, 2024, Watanabe, et al, 2023, Choi et al, 2023
Karagiannakou A, Master’s Dissertation 2024



NATHOEPATNEIATOY LONG COVID
EINAI ANAIKAIAH2ZTOXEYZH 2E MEAETEZ NMOY
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