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Avdaypappa 8. ERSopadiaioc aplBuoc véwv ewcaywywv kpovopdtwy pe Aoipwén COVID-19 ota
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Audypappa 9. EBSopadiaioc aplBpudc véwv SlacwAnvucewv acbBevwv COVID-19, civolo ywpog,

2023, 2024
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Incidence of COVID-19 in IBD vs General Population

Risk ratio
IBD Gen. Population Risk Ratio Risk Ratio
Study Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gubatan J et al 5 168 1155 14067 18.3% 0.36[0.15; 0.86] S =
Mak JWY et al (1) 0 2954 1017 75210 79% 0.01[0.00;0.20] |—@—
Mak JWY et al (2) 0 3091 429 60956 7.9% 0.02[0.00; 0.37) ——
Marafini | et al 3 672 205463 60317000 16.7% 1.31[0.42; 4.05) -
Norsa L et al 0 522 6471 1114590 79% 0.16[0.01; 2.63] —a—
Singh S et al 232 196403 19776 40000000 21.3% 2.39(2.10;2.72) o -
Taxonera C et al 12 1918 43877 6663394 199% 0.95[0.54; 1.67) .
Total (95% ClI) 205728 108245217 100.0% 0.47 [0.18; 1.26)
Heterogeneity: Tau® = 1.1859; Chi’ = 54.42, df = 6 (P < 0.01); I¥ = 89% ' UL '
0001 01 1 10 1p00
Favours IBD Favours Gen
Pgulahon

AcBeveic pe IONE AEN €xouv auénuévo kivbuvo Aoipwéng amo tov 16 SARS-CoV-2 og ox£on LE TO
YEVIKO TANBUGCHO

OpLlopEvec peleteg £6eLéav Kal YapnAotepn cuxvotnta , mBava Adyw AP NG HETPWVY ATOULKNAG
npootaciag amod toug acbeveic

Risk and outcomes of coronavirus disease in patients
with inflammatory bowel disease: A systematic
review and meta-analysis

Singh AK et al. United European Gastroenterology J. 2021

Anupam Kumar Singh %, Anuraag Jena *, Praveen Kumar-M 2, Vishal Sharma *, Shaji Sebastian 3



® March 22-26 to September 6-12
® Saptember 13-19 to December 6-12
® December 13-19 to July 25-31

ECURE IBD

\ Surveillance Epidemiology of Coronavirus
(COVID-19) Under Research Exclusion
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The Multiple Waves of COVID-19 in Patients With
Inflammatory Bowel Disease: A Temporal Trend
Analysis

Gilaad G Kaplan !, Fox E Underwood *, Stephanie Coward , Manasi Agrawal 2, Ryan C Ungaro 2,
Erica | Brenner 2, Richard B Gearry 4, Michele Kissous-Hunt 2 5, James D Lewis &, Siew C Ng =

Jean-Francois Rahier &, Walter Reinisch ¢, Flavio Steinwurz 19, Xian Zhang un,
Michael D Kappelman 3, Jean-Frederic Colombel 2

& —
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Global temporal trends in reporting of COVID-19 in patients with IBD from the SECURE-IBD registry: March 22-
28 to September 8-12; September 13-19 to December 6-12, 2020; and December 13-19, 2020 to July 23-31,



(a) Hospitalization (b) ICU admission

Author, yuar OR, 85% CI Author, year OR, 95% CI
Adiaway e ol 2020 074 (030, 1.84) Mlocea et al, 2020 b - 1 Q47 (D03, 878)
Sima el 8l 2022 384 (161,9.19) Attaway et ol 2020 o 383 (166, 885)
Haberman et al, 2020 047 {14, 155} Sima et al, 2022 —— 214 [0.43,1071)
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Singh et al, 2020 102 (067, 1.57) Lukin & al, 2020 ] 053 (014, 185)
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Lee MH et al.Rev Virol. 2023



The natural history of COVID-19 in patients with

inflammatory bowel disease: a nationwide study by the
Hellenic Society for the study of IBD

Bamias, Giorgos?; Kokkotis, Georgios®; Christidou, Angeliki®; Christodoulou, Dimitrios K.% Delis, Vasileios®;
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Bamias G et al. Eur J Gastroenterology Hepatology 2021



Table 5.Multivariable regression for primary and secondary outcomes from SECURE-IBD cohort

ICUNent/Death Hospitalization or Death Odds
Odds Ratio (95% CI) death Odds Ratio Ratio (95% CI)
Variable (Referent group)® (n = 517) P (95% CI) (n =517) P (n =513) P
Age 1.04 (1.01-1.08) .002 1.03 (1.01-1.04) <.001 1.07 (1.03-1.11) <.001

TABLE 4 Multivariable Cox model for hospitalisation for

COVID-19 (N = 268 185)

Hospitalisation for COVID-19

Adjusted hazard ratios [95%
confidence interval] P
Age (years)

<20 0.52 [0.19-1.40] 0.19
20-44 1
45-49 1.09 [0.74-1.61] 0.66
50-54 1.32 [0.93-1.87] 012
55-59 1.37 [0.97-1.94] 0.08
60-64 1.55[1.11-2.18] 0.01
65-69 1.82 [1.30-2.55] <0.001
70-74 1.55 [1.07-2.23] 0.02
75-79 2.13[1.45-3.14] <0.001
80-84 3.40 [2.35-4.94] <0.001
85-89 4.31[2.92-6.37] <0.001
=89 4.16 [2.64-6.56] <0.001

Brenner EJ et al.Gastroenterology 2020
Mayer A et al. AlImet Pharmacol Ther. 2021



Table 2 Association of non-1BD comorbidities and adverse COVID-
19 outcomes (hospitalization and death) in IBD patients with
COVID-19 in the SECURE-IBD regisiry in separate models

Comorbidity a0DR (95% CIy* P value Ineitdimen & Dutasmes of COVD-19 in 20 pathnts
Asthma® 1.88 (1.21-2.92) 0.005

Cancer® 1.96(1.01-3.81) 0.047

Cardiovascular disease? 1.86 (1.25-2.78) 0.002

Chronic liver disease® 2.33(1.39-3.89) 0.001

Chronic kidney disease’ 3.73(1.84-7.50) <0.001

COPD# 3.55 (1.66-7.58) 0.001

Diabetes" 2.73 (1.79-4.18) <0.001

History of stroke' 1.62 (0.71-3.70) 0.249 [n Is o | lm I | n
Hypertension’ 2.01 (1.48-2.73) <0.001 ' '

Obesity* 1.07 {0.80-1.43) 0.635 pE—————
Other chronic lung disease’ 302(1.39-6.55) 0.005

AcBeveic ou eiyav 1 touAdxlotov cuvvoonpoTnNTA
Eudavilav tputhdcio kivbuvo xelpotepn mpoyvwon yia tnv Covid-19

Ungaro RC Gastroenterology 2023
Parekh R et al. Digestive Diseases and Sciences 2022
Anikhindi SA et al. Expert Rev gastroenterol Hepatol 2020
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Corticosteroids, But Not TNF Antagonists, Are
Associated With Adverse COVID-19 Outcomes in
Patients With Inflammatory Bowel Diseases: Results
From an International Registry

Erica J Brenner 1, Ryan C Ungaro 2, Richard B Gearry *, Gilaad G Kaplan #, Michele Kissous-Hunt >,
James D Lewis ©, Siew C Ng 7, Jean-Francois Rahier &, Walter Reinisch 2, Frank M Ruemmele 19,
Flavio Steinwurz 11, Fox E Underwood 4, Xian Zhang 12 Jean-Frederic Colombel 13,

Michael D Kappelman

Effect of IBD medications on COVID-19 outcomes:
results from an international registry

Ryan C Ungaro *, Erica J Brenner 2, Richard B Gearry 3, Gilaad G Kaplan *,

Michele Kissous-Hunt > 8, James D Lewis 7, Siew C Ng &, Jean-Francois Rahier ?, Walter Reinisch 12,
Flavio Steinwurz 1, Fox E Underwood #, Xian Zhang 2 Jean-Frederic Colombel ¥ 3,

Michael D Kappelman * 2

Impact of Medications on COVID-19 Outcomes in
Inflammatory Bowel Disease: Analysis of More Than
6000 Patients From an International Registry

Ryan C Ungaro , Erica J Brenner 2, Manasi Agrawal 3, Xian Zhang *, Michael D Kappelman 4,
Jean-Frederic Colombel 3:

Surveillance Epidemiology of Coronavirus Under Research Exclusion for Inflammatory Bowel Disease
(SECURE-IBD) Research Group
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’ \ Systemic steroids RR199[95%CI 1.64-240* RR3.41[95%CI228-5.11)*
W —

RR 2.70 [95%CI 1.61 - 4.55}*

’g \ Immunomodulators RR0.89 [95%CI1 0.37-2.10] RR0.71[95%C1 0.17 - 3.02)

5-ASA RR1.02[95%CI10.83-1.26] RR1.03[95%C10.74-1.43]
JAK-inhibitors RR 0.48 [95%CI 0.30-0.76)* RR0.50 [95%CI1 0.14 - 1.86)
Lo \ Anti-TNF RR 0.58 [95%C10.50-0.69]* RR0.50 [95%C1 0.33 - 0.78]*
Anti-integrin RR 0.66 [95%C1 0.56-0.78]* RR0.72[95%CI 0.42-1.24]
IL12/23 inhibitor RR0.44 [95%C10.36-0.54]* RR0.43[95%CI0.26-0.71]*

RR 1.18 [95%C1 0.23 - 6.01]

RR 1.09 [95%C1 0.65- 1.82]

RR 0.83 [95%C1 0.10-7.11]

RR 0.44 [95%C1 0.26 - 0.76]*

RR 0.50 [95%C1 0.32 - 0.78]*

RR 0.55 [95%C10.28 - 1.11]

Ta KopTikooTtePOoELdN) oxetilovrtal Ye To peyaAlTepo Kivbuvo Suopevéotepng ekfaong tng COVID-19

H peoaialivn davnke otL eival aopaing

Lin S et al.Gut 2022

Ungaro RC et al. Gastroentrology 2022



Severe COVID Hospitalization/death

Death

Impact of Medications on COVID-19 Outcomes in
Inflammatory Bowel Disease: Analysis of More Than
6000 Patients From an International Registry

Ryan C Ungaro %, Erica J Brenner 2, Manasi Agrawal 3, Xian Zhang *#, Michael D Kappelman 4,
Jean-Frederic Colombel %;

Surveillance Epidemiology of Corenavirus Under Research Exclusion for Inflammatory Bowel Disease
(SECURE-IBD) Research Group

Adjusted Odds Ratio (aOR)

aOR (95% ClI) N, %
Mesalamine/sulfasalazine 1.02 (0.83,1.26) 395, 22%
Thiopurine 0.96 (0.80,1.15) 183,17%
TNF antagonist - 0.58 (0.50,0.69) 257, 10%
IL-12/23 antagonist = o 0.44 (0.36,0.54) 49,9%
‘ ntegrin antagonist a ] 066 (056078) 90 13%
Systemic corticosteroids i 2.45(1.81,3.31) 143,37%
E— 1 R (0 RS2 e 1 20 (1.00,1.07) 30, 107
Tofacitinib i 0.48 (0.30,0.76) 9, 9%
Budesonide i 1.43(1.09,1.87) 40, 24%
Mesalamine/sulfasalazine i 1.03(0.74,1.43) 112,6%
Thiopurine H—— 1.34 (0.90,2.00) 48,4%
TNF antagonist —— 0.50 (0.33,0.78)  46,2%
IL-12/23 antagonist ——y—t 0.43 (0.26,0.71) 10, 2%
Integrin antagonist i 0.72(0.42,1.24) 26,4%
Systemic corticosteroids i 3.49(2.62,4.65) 51,13%
Methotrexate 1.04 (0.39,2.81) 8, 3%
Tofacitinib * 0.50 (0.14,1.86) 2, 2%
Budesonide H—— 1.78(0.93,3.43) 12,7%
Mesalamine/sulfasalazine x 1.09(0.65,1.82) 51,3%
Thiopurine 0.93 (0.53,1.65) 14, 1%
TNF antagonist —— 0.44 (0.26,0.76) 14, 1%
IL-12/23 antagonist e 0.55(0.28,1.11) 5, 1%
Integrin antagonist [— 0.50 (0.32,0.78) 8, 1%
Systemic corticosteroids —e— 4.77(3.36,6.77) 26,7%
fotetirotrerete < O TO(0-2675-66% Sty
Tofacitinib L 2 1 0.83(0.10,7.11) 1,1%
Budesonide A 1.96 (0.89,4.28) 6, 4%
0.2 1 5

JUuVoALKA N=6144 aoBeveig
Koptikootepoeldr n=392

Ta kopTIKOOoTEPOELSA AUEAVOUV TO
Kivbuvo yla voonAeia kot Bavato

Ungaro RC et al. Gastroentrology 2022



aOR (95% ClI) N, %
£ Mesalamine/sulfasalazine 1.02 (0.83,1.26) 395, 22%
P5 Thiopurine 096(0801.15) 183 17%
g TNF antagonist - 0.58 (0.50,0.69) 257, 10%
o 1L-12/23 antagonist = o 0.44 (0.36,0.54)  49,9%
E Integrin antagonist - 0.66 (0.56,0.78) 90, 13%
T SYSEMiT corTosterons L g ZAS 1.8 L,3.31) 183,377 |
S Methotrexate 1.26 (1.00,1.57) 36, 16%
8 Tofacitinib i 0.48 (0.30,0.76) 9, 9%
- = Budesonide 1.43(1.09,1.87) 40, 24%
Mesalamine/sulfasalazine i 1.03(0.74,1.43) 112,6%
[ Thiopurine H 1.34 (0.90,2.00) 48,4%
> TNF antagonist —— 0.50(0.33,0.78) 46, 2%
8 IL-12/23 antagonist —— 0.43(0.26,0.71) 10,2%
o Integrin antagonist ] 0.72(0.42,1.24) 26,4%
@ Systemic corticosteroids i 3.49(2.62,4.65) 51,13%
$ Methotrexate 1.04 (0.39,2.81) 8, 3%
Tofacitinib * 0.50 (0.14,1.86) 2, 2%
Budesonide H—— 1.78(0.93,3.43) 12,7%
Mesalamine/sulfasalazine ?—4 1.09(0.65,1.82) 51,3%
¥ 7 v L] V.90 (V.VV, 1.0UJ) IW
= TNF antagonist —— 0.44 (0.26,0.76) 14, 1%
© IL-12/23 antagonist e 0.55(0.28,1.11)  5,1%
8 Integrin antagonist [— 0.50 (0.32,0.78) 8, 1%
Systemic corticosteroids —e— 4.77(3.36,6.77) 26,7%
Methotrexate 2 4 0.79 (0.20,3.08) 3,1%
Tofacitinib + 1 0.83(0.10,7.11) 1,1%
Budesonide i 1.96 (0.89,4.28) 6, 4%
0.2 1 5

Adjusted Odds Ratio (aOR)

Impact of Medications on COVID-19 Outcomes in
Inflammatory Bowel Disease: Analysis of More Than
6000 Patients From an International Registry

Ryan C Ungaro %, Erica J Brenner 2, Manasi Agrawal 3, Xian Zhang #, Michael D Kappelman 4,
Jean-Frederic Colombel %;

Surveillance Epidemiology of Corenavirus Under Research Exclusion for Inflammatory Bowel Disease
(SECURE-IBD) Research Group

JUuvoALKA N=6144 acBeveig
Anti TNF n=2620

IL-23/12 n=572
Anti-Integrin n=675

Ungaro RC et al. Gastroentrology 2022



Risk of severe COVID-19 in patients treated with IBD
medications: a French nationwide study

Antoine Meyer &, Laura Semenzato, Mahmoud Zureik, Alain Weill, Franck Carbonnel,
Impact of biologics and small molecules for inflammatory Rosemary Dray-Spira
bowel disease on COVID-19-related hospitalization and
mortality: A systematic review and meta-analysis

.
TABLE 4 Multivariable Cox model for hospitalisation for
COVID-12 (N = 2468 185)

Fatema Alrashed i, Hajer Alasfour, Mohammad Shehab i« Hespitalisation for COVID-19

Adjusted hazard ratios [95%

2.1.10 Anti-TNF+IMMUNOMODULATOR confidence interval] P
Allocca et al, 1 2 4 13 0.9% 1.63(0.33-8.11) — IBD treatment category
Burke et al. 0 4 7 3 03% 048003719 ——t—— None 2
Conley et al, 0 101 0 102 Not estimable
(han et al, 11 43 115 606 41%  135(0.79-230) e '":;:2;1’”9‘:: ulator  0.94[0.66-1.35] 0.75
SECURE-IBD 91 636 886 5802 6.6% 0.94(0.77-1.14) -+ ) Py
fadan etal, 0 1 2 6 04%  070[0.05-9.41) —_— Anti-TNF 1.05[0.80-1.38] 0.73
Subtotal (95% Cl) 787 6564 12.3% 0.98[0.82-1.18] ‘ thssamy
Total events 103 1014 Anti-TMNF 0.80 [0.38-1.69] 0.56
Heterogeneity: Tau®= 0.00; Chi*= 2.27, df= 4 (P = 0.69); F= 0% combination
Testfor overall efiect Z= 0.20 (P = 0.84) therapy
ihdﬂlii "n—_-l- 1 s [ o 2 Mgl =i
Ustekinumab 1.25 [0.64-2.43] 0.51
Corticosteroids/ 1.64 [1.35-1.98] <0.001
budesonide use
Aminosalicylates use 0.80 [0.67-0.97] 0.02

Anti TNF + Belomoupiveg vs Anti TNF w¢ povoBeparneio—> Aev av€avouv To kivduvo yla voonAeia kot Bdavarto

Mayer A et al. Aliment Pharmacol 2021
Alrashed F et al. JGH Open 2022



Systematic review with meta-analysis: COVID-19 outcomes in
patients receiving anti-TNF treatments

Georgios Kokkotis, Konstantina Kitsou, loannis Xynogalas, Vana Spoulou, Gkikas Magiorkinis,
loannis Trontzas, Panagiotis Trontzas, Garyphallia Poulakou, Konstantinos Syrigos, Giorgos Bamias B4

(A) Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% ClI , ,

Bamias 2021 -0.9213 0.4649 6.2% 0.40(0.16,0.99] S ——— .
Brenner 2020 -05042 0.2364 241% 0.60 [0.38, 0.96) — > npootatsUTLKn EnLSpaon a nt TN F.
Florence 2020 -0.7607 0.2614 197% 0.47(0.28,0.78) —

Freites Nufiez 2021 -1.2445 08935 1.7% 0.29[0.05, 1.66)

Gianfrancesco 2020 -0.926 03669 10.0% 0.40[0.19,0.81) e

Haberman 2020 -0.935 0.6585 31% 0.39(0.11,1.43) S T , , ,
Marques 2021 -0.9245 0.3948 8.7% 0.40(0.18,0.86) e 0,

Yousaf 2021 -0312 0226 264% 0.73[0.47,1.14) T SOA) IJ'l'KpOTEpn nleavotnta Voo-nA'E l'aq
Total (95% C1) 100.0%  0.53[0.42,0.67] P }\évw covi d -19

Heterogeneity: Tau*= 0.00, Chi*=4.80,df=7 (P=0.68), F=0% ) ':35 0:2 % 2¢0

Testfor overall effect: Z= 5.46 (P < 0.00001) Favours anti-TNF  Favours non anti-TNF

&) Odds Ratio 0dds Ratio o) 0 4

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI 40 A) “'l'Kp OTE p n Tu'e avornra V l'a
Bamias 2021 09213 04649 68%  0.40(0.16,099 — ’ '
Brenner 2020 05042 02364 264%  0.60(0.38,0.96) —— E ll(l) aviwon oo B apng
Florence 2020 -0.7607 02614 216%  0.47(0.28,0.78) —— , ,

Freites Nufiez 2021 12445 08935 18%  0.29(0.05,1.66] /

Gianfrancesco 2020 -0.926 03669 11.0%  0.40(0.19,081] R a— vooovu/ewiocaywyng otn
Haberman 2020 0935 06585 34%  0.39[0.11,1.43) _ g

Yousaf 2021 -0.312 0226 289%  0.73(0.47,1.14) —— M E@/@avato

Total (95% C) 100.0%  0.54[0.43,0.69) &>

Heterogeneity. Tau*= 0.00; Chi*= 4.21, df= 6 (P = 0.65), F= 0% 0.05 02 z 0

Test for overall effect. Z= 5.00 (P < 0.00001) Favours anti-TNF  Favours non anti-TNF

Kokkotis et al. Alimentary Pharmacology 2022



Clinical presentation

IBD (n = 232), n (%) Non-1BD (n = 19,776), n (%) P value
Cough 56 (24.14) 4716 (23.84) 91
Fever 38 (16.37) 3395 (17.16) 75
Dyspnea 30 (12.93) 2827 (14.29) 55
Nausea and vomiting 25 (10.77) 813 (4.11) <.0001
Malaise and fatigue 20 (8.62) 1167 (5.90) 08
Diarrhea 19 (8.19) 1018 (5.14) 03
Abdominal pain 18 (7.75) 535 (2.70) 0001
Sore throat 14 (6.03) 1040 (5.25) 59
Hypoxemia 12 (5.17) 1444 (7.30) 21

JUUMTWHOTO Sla HE aUTA TOU yevikoL TAnBuaopoul

20% 0oL UMTWUATIKOL

10% OUUMTWUATOAOYLO ATIO YOOTPEVTEPLKO

Singh S et al. Gastroenterology 2020
Lin S et al Gut 2022



Alyec peheteg ywa tnv oxeon tng Covid-19 pe tnv puotkr nopeia twv IONE

PAuEnuévoc kivbuvog £€aponcg IONE
Incidence, outcomes, and impact of COVID-19 on inflammatory !
bowel disease: propensity matched research network analysis arto COVID-19

Yousaf Hadi, Parambir S. Dulai, Justin Kupec, Nabeeha Mohy-Ud-Din, Vipul Jairath, Francis A. Farraye, é
Gursimran S. Kochhar B2

5% tov 1° pnva amno tnv Aoipwén
Aliment Pharmacol Ther 2022

7% tov 3° unva

IBD Flare in the COVID-19 Pandemic: Therapy
Discontinuation Is to Blame

Cristina Bezzio ', Gionata Fiorino 2, Davide G Ribaldone ¥, Alessandro Armuzzi 4 3,
Simone Saibeni !; IG-IBD COVID-19 Study Group
TABLE 2. Multivariate analysis of factors possibly associated with a
A . i 'y d . - - 14 14 I I I
warsening of disease activity METa aT[O >6 unvsq prl.c 6La¢opa ota
. . - 70 7
Variable Odds Ratio  95% CI P TTO000TA E&aponq COVID (+) N (_)
CARC eV T : 1 1 4754 090162 4149 12117
Therapy discontinuarion =1 4.1820 2.1192-8.2529 <0001
14 14 /4
Male = 1 0.9336 0.5713-1.5256  .7840 Movadlkog mapayovtag £€apong Twv
Age =60 y=1 1.0837 0.6090-1.9286 7845 ’ ’ ]
Smoking = 1 1.2783 0.6858-2.3829 A43%a Iq)NE ntav n 6LaKOT[n tnq espanslaq !! !
Ch=1 0.9777 0.5921-1.6144 5299
Disease duration 1.0226 0.9973-1.0485 0801

Inflamm Bowel Dis. 2023



Subacute/ongoing COVID-19 | Chronic/post-COVID-19

Detection unlikely | PCR positive |

PCR negative

Viral isolation from
respiratory tract

SARS-CoV-2
exposure

'
| Week—2 Week—1 | Week1 | Week2 | Week3 | week4 |

H empovi n epdAvion VEWV OUUMTWUATWY TTAVW aro 4 eBdopadeg amod tnv vooco = Long Covid €xeL

napatnpnBei oe aoBeveicg pe IONE
Q0TO00 UTIAPXEL ULKPOC apLOUOC LEAETWY

»2uxvotnta 8-45%

>Eudaviletol akopa Kot PETA amnod Ama vooo!

Konwon

Avoopia

Ayeuoia

Avonvola

Atotopayeg UTVOU/ VNG
ApBpalyiec

i

i

:

i

‘ ¥

i Nasopharyngeal
:

i

i

q

Fatigue
Decline in quality of life
Muscular weakness

Joint pain

Dyspnea
Cough
Persistent oxygen requirement

Anxiety/depression
Sleep disturbances
PTSD
Cognitive disturbances (brain fog)
Headaches

Palpitations
Chest pain

Thromboembolism

Chronic kidney disease

Hair loss

l Week 12 ] I 6 months |

Salvatori S et al. Clin. Med 2021

Attauabi M et al. Journal of Crohns and Colitis
Nalbandian A et al. Nat Med 2021

Khan N et al. Clin Gastroenterol Hepatol. 2022



‘ Patient with active IBD

Symptoms or findings
suggestive of COVID-197*

SARS-CoV-2 Test

Is there suffidient drug present?
(consider thiopurine metabolites or
serum concentration of biclogics)

|
[
'

Moderate COVID-13 Severe COVID-19
I B ventilati
OR +{- pressors or evidence of
Radiographic evidence of end-organ damage
preumonia

|

For patients with COVID-19 \,
ndings who tested g o
e e - NO YES 1. Taper corticosferoids/ [ Trestment considerations for coviD-13"** |
_ ~ switch to budgsonide.
SARS-CoV-2 virus or obtain i \
i Pl 2. Continue 5-ASR,
serologies weeks budesonide, rgctal 1. Taper corticosteroids/ switch
- therapies, entgral nutrition. to budesonide,
Is the patient adherent? 3. Hold thiopurings, 2. Continue 5-ASA, budesonide,
NO YES e rectal therapies, enteral
4. Delay biclogicll 2 weeks to nutrition.
see if COVID-1 resolves or 3. Hold thiopurines,
convalescent of 5ARS- methotrexate, tofacitinib.
CoV-2 if not, 4. Delay biologics as least 2
Restart prior therapy | Activity of the IBD? continue to hald biologics weeks to see if COVID-19
| resolves or convalescent titers
of SARS-CoV-2 develop; if not,
continue to hold biologics
5. Focus on life support and
treatment of COVID-19 with
Mild | [ moterremsevere anti-inflammatory, anti-
cytokine, andor anti-viral
therapies
T
Consider topical [rectal) Treat as you would normally II
oral i do with existing therapy :
symptomatic therapies [benzﬁl:uumuﬂ"ﬂsl Resume ‘when SARS-CoV-2 re-testing is negative or
Consider avoiding thiopurines, ‘when entering phase of i ity**
methotrexate, tofacitinib

Meonitor symptoms for
progression in case of false-
negative test

International Organization of IBD



Patient with IBD with a positive
SARS-CoV-2 PCR test

2

Assessment of symptoms and severity of
CcCoOVID-19
|

W v N4

Mild COVID-19 Moderate or Severe COVID-19
Asymptomatic Mot requiring hospitalisation, and Requiring hospitalisation, with
Mo symptoms of COVID-19 no evidence of respiratory evidence of respiratory disease
disease (ie — hypoxia or (ie — hypoxia or pneumonia) or
prneurmonia) other multi-organ impact
2 ¥ o
1. Tapercorticosteroids/switch 1. Review appropriateuse 1. Review appropriate
to budesonide of corticosteroids /switch ta use of corticosteroids fswitch
2. Hold thiopurines, budesonide to budesonide
methotrexate, tofacitinib 2. Continue 5-ASA, 2. Continue 5-ASA, budesonide,
3. Delay biologics at least 2 budesonide, rectal rectal therapies, enteral
weeks and monitor for therapies, enteral nutrition nutrition
symptoms of COVID-19; if 3. Hold thiopurines, 3. Hold thiopurines,
symptoms of COVID-19 methotrexate, tofacitinib methotrexate, tofacitinib
develap, follow algorithm far 4. Delay biologics 2 weeks to 4. Delay biologics at least 2
mild, moderate or severe see if COVID-19 resolves or weeks to see if COVID-19
CcCoOVID-19 convalescent titres of SARS - resolves or convalescent
CoV-2 develop:;if not, titres of SARS-CoV-2
cantinue to hold biologics develop; if not, continue to
hold biologics
5. Focus on life-suppart and
treatment of COWVID-19 with
corticostercids, anti-
inflammatory, anti-cytokine
andfor anti-viral therapies

b

N

h

Resume IBED therapies after symptom resolution or when SARS -CoV-2 re-testing is negative or when entering

convalescent phase of immunity

Clinical notes:

1) The internationalOrganization forthe Study of Inflammatory Bowel Diseases recommended that patients without
symptoms but positive for SARS-CoV-2 withhold IBD therapies for a minimum of 10 days. In patients with a positive
test for SARS-CoV-2 and symptoms of COVID-19, IBD therapy should also be withheld, and restarted when at least 3
days (72 hours)have passed since recovery, thereis improvement in respiratory symptoms, and at least 10 days
hawve passed since symptaoms first appeared.

2) The severity of COVID-19 should be weighed up against IBD disease activity, and careful risk—benefit

assessment regarding treatments for COVID-19 and escalating treatments for IBD should be considered on an
individual basis

3) Guidance from early on in the pandemic recommended tapering of systemic steroids in patients with IBD and
confirmed SARS-CoVv-2 infection, however, decisions regarding risk-benefit ratio should be made in light of active
IBD svimptoms. and also take into consideration the roale of steraids in the managsement of COVID-19 infection

International Organization of IBD



Patient with IBD with a positive
SARS-CoV-2 PCR test

N

toms and severity of

ID-19

. 2

4

Asymptomatic

No symptoms of COVID-19

VIiD-19
spitalisation, and
of respiratory
— hvpoxia or

onia)

Moderate or Severe COVID-19
Requiring hospitalisation, with
evidence of respiratory disease
(ie — hypoxia or pneumonia) or
other multi-organ impact

2

¥

. 2

Tapercorticosteroids/switch
to budesonide

Hold thiopurines,
methotrexate, tofacitinib
Delay biologics at least 2
weeks and monitor for
symptoms of COVID-19; if
symptoms of COVID-19
develop, follow algorithm for
mild, moderate or severe
CcCOVID-19

rapriate use
eraids /switch to
=3
AS A,
e, rectal
nteral nutrition
rines,
te, tofacitinib
gics 2 weeks to
-19 resolves or
nt titres of SARS-
op;if not,
hold biclogics

N

Review appropriate

use of corticosteroids fswitch
to budesanide

Continue 5-ASA, budesonide,
rectal therapies, enteral
nutrition

Hold thiopurines,
methotrexate, tofacitinib
Delay biologics at least 2
weelks to see if COVID-19
resolves or convalescent
titres of SARS-CoV/-2
develop; if not, continue to
hold biologics

Focus on life-support and
treatment of COVID-19 with
corticosteroids, anti-
inflammatory, anti-cytokine
and/or anti-viral therapies

l

en SARS -CoV-2 re-testing is negative or when entering

ase of immunity

convalescent phase ofimmunity

Resume IBD therapies after symptomresolution or when SARS -CoV-2 re-testing is negative or when entering

confirmed SARS-CoV-2 infection, however, decisions regarding risk-benefit ratio should be made in light of active
IBD svmptoms. and also take into consideration the role of steroids in the managsement of COVID-19 infection

International Organization of IBD




Asymptomatic
Mo symptoms of COVID-14

2

Taper corticosteroids /swii
to budesonide
Hold thiopurines,
methotrexate, tofacitinil
Delay biologics at least 2
weeks and monitor for
symptoms of COWVID-19;
symptoms of COVID-19
dewvelop, follow algorith
mild, moderate or severs
CcCovVID-19

prithy LB D w =
I.‘_&Ell:_f‘v'] DIrD +eoued®

Mild COVID-19
Not requiring hospitalisation, and
no evidence of respiratory

4

discase (ic — hypoxia or
pneurmonia)

\ 2

Moderate or Severe COVID-19
Requiring hospitalisation, with
evidence of respiratory disease
(ie — hypoxia or pneumonia) or
other multi-organ impact

Review appropriate use

¥

of corticosteroids/switch to
budesonide

Continue S-ASA,
budesonide, rectal
therapies, enteral nutrition
Hold thiopurines,
methotrexate, tofacitinib
Delay biologics 2 weeks to
see if COVID-19 resolves or
convalescent titres of SARS-
CoV-2 develop;if not,
continue to hold biologics

Review appropriate

use of corticosteroids fswitch
to budesonide

Continue 5-ASA, budesonide,
rectal therapies, enteral
nutrition

Hold thiopurines,
methotrexate, tofacitinib
Delay biologics at least 2
weeks to see if COVID-19
resolves or convalescent
titres of SARS-CoV-2
develop; if not, continue to
hold biologics

Focus on life-suppart and
treatment of COVID-19 with
corticostercids, anti-
inflammatory, anti-cytokine
andfor anti-viral therapies

convalescent phase ofimmunity

Resume IBD therapies after symptomresolution or when SARS-CoV-2 re-testing is negative or when entering

T ——
days (72 hours)have passed since recovery, thereis improvement in respiratory symptoms, and at least 10 days
hawve passed since symptaoms first appeared.
2) The severity of COVID-19 should be weighed up against IBD disease activity, and careful risk—benefit
assessment regarding treatments for COVID-19 and escalating treatments for IBD should be considered on an
individual basis
3) Guidance from early on in the pandemic recommended tapering of systemic steroids in patients with IBD and
confirmed SARS-CoVv-2 infection, however, decisions regarding risk-benefit ratio should be made in light of active
IBD svmptoms. and also take into consideration the role of steroids in the management of COVID -19 infection

International Organization of IBD




Patient with IBD with a positive |
SARS-CoV-2 PCR test

2

Assessment of symptoms and sew M"d?r_"e or ngc.re COV' D'_19
COoVID-19 Requiring hospitalisation, with

I evidence of respiratory disease
h 2 - 2 (ie — hypoxia or pneumonia) or
. i i i other multi-organ impact
Asymptomatic Mot requiring hospitalisation,
Mo symptoms of COVID-19 no evidence of respiratory ¢
disease (ie — hypoxia or
pneumonia) Review appropriate
¥ N use of corticosteroids /switch
1. Tapercorticosteroids/switch 1. Review appropriate use to budesonide
to budesonide of corticosteraids /switch) Continue S-ASA, budesonide,
2. Hold thiopurines, budesonide
methotrexate, tofacitinib 2. Continue 5-ASA, rectal th.rapks. enteral
3. Delay biologics at least 2 budesonide, rectal nutrition
weeks and monitor for therapies, enteral nutritid Hold thlopurlnes,
symptoms of COVID-19; if 3. Hold thiopurines,
symptoms of COVID-19 methotrexate, tofacitinib) methotrexate, tofacitinib
dewvelap, follow algorithm for a. Delay biologics 2 weeks t DQ'.V b'O'OS‘CS at least 2
mild, moderate or severe see if COVID-19 resolves weeks to see if COVID-19
CcCovID-19 convalescent tn:_res of SAH resolves or convalescent
CoV-2 develop;if not, =
continue to hold biologics titres of SARS-CoV-2

develop; if not, continue to
hold biclogics

Focus on life-support and
treatment of COVID-19 with
corticosteroids, anti-
inflammatory, anti-cytokine
<+ N and/oranti-viral therapies

Resume IBED therapies after symptom resolution or when SARS -CoV-
convalescent phase of immuni

Resume IBD therapies after symptomresolution or when SARS -CoV-2 re-testing is negative or when entering
convalescent phase ofimmunity

IBD svmptoms. and also take into consideration the role of steroids in the management of COVID-19 infection

International Organization of IBD



Patient with IBD with a positive
SARS-CoV-2 PCR test

W
Assessment of symptoms and severity of
CcCoOVID-19
|
¥ W N4
Mild COVID-19 Moderate or Severe COVID-19
Asymptomatic Mot requiring hospitalisation, and Requiring hospitalisation, with
Mo symptoms of COVID-19 no evidence of respiratory evidence of respiratory disease
disease (ie — hypoxia or (ie — hypoxia or pneumonia) or
prneurmonia) other multi-organ impact
2 ¥ o
1. Tapercorticosteroids/switch 1. Review appropriateuse 1. Review appropriate
to budesonide of corticosteroids /switch to use of corticosteroids fswitch
2. Hold thiopurines, budesonide to budesonide
methotrexate, tofacitinib 2. Continue 5-ASA, 2. Continue 5-ASA, budesonide,
3. Delay biologics at least 2 budesonide, rectal rectal therapies, enteral
weeks and monitorfor therapies, enteral nutrition nutrition
symptoms of COVID-19; if 3. Hold thiopurines, 3. Hold thiopurines,
symptoms of COVID-19 methotrexate, tofacitinib methotrexate, tofacitinib
develop, follow algorithm far a. Delay biologics 2 weeks to 4q. Delay biologics at least 2
mild, moderate or severe see if COVID-19 resolves or weeks to see if COVID-19
CcCoOVID-19 convalescent titres of SARS - resolves or convalescent
CoV-2 develop:;if not, titres of SARS-CoV-2
cantinue to hold biologics develop; if not, continue to
hold biologics
5. Focus on life-suppart and
treatment of COWVID-19 with
corticostercids, anti-

ASULLESC T TNAY

1) The International Organization forthe Study of Inflammatory Bowel Diseases recommended that patients without
symptoms but positive for SARS-CoV-2 withhold IBD therapies for a minimum of 10 days. In patients with a positive
d restarted when at Ieast 3
oF mmr.: T h mp 1% 3 ) :

have passed since symptoms ﬂrst appeared.

2) The severity of COVID-19 should be weighed up against IBD disease activity, and careful risk—-benefit
assessmentregarding treatments for COVID-19 and escalating treatments for IBD should be considered on an
individual basis

3) Guidance from early on in the pandemic recommended tapering of systemic steroids in patients with IBD and
confirmed SARS-CoV-2 infection, however, decisions regarding risk-benefit ratio should be made in light of active
IBD symptoms. and also take into consideration therole of steroids in the management of COVID -19 infection

3) Guidance from early on in the pandemic recommended tapering of systemic steroids in patients with IBD and
confirmed SARS-CoVv-2 infection, however, decisions regarding risk-benefit ratio should be made in light of active
IBD swvmptoms. and also take into consideration the role of steraids in the management of COVID-19 infection

International Organization of IBD



JUMMTWHATIKOL a.oBeveig pe Amia/pEtpla véoo voonAsuopevol f un KAI €xouv
ToUuAAQLoToV €vav KUpLo apdyovta Klvduvou 1 SU0 €MLKOUPLKOUC TTOPAYOVTEC
KwvéUvou yla Bapld vooco.

ENAZE ano6 tovg napokdto mapiyovieg

1. MeTapdoYEUON GUPTaY WV OPYGVWY I QUUOTOLTIKWV KUTIApWY | 794, T86 rj AYO 1} MEPLOGOTEPOL AT TOUG MAPAKATW TAPAYOVTES
2. Atopa ot Aiota avapovig yla LETRpOOYEUGN Opyavoy
3. Kuotkd vwon E84 o HAwia 265
4. Kapkivog oupnayolg opyavou ot dropa nou unoBdAovral os €00 we 97 (eKTOC o BMI 235 kg/m?
Bepaneia (xnperoBepancio, axuvoBepaneio, avosobepansiad | quuatodoyikol kapkivou) o Auné Bepanela
GMn Bepaneia) o Xpoviavedpur voo (kaBapon kpeativivag >30mi/min yiat v yopnynBel Paxlovid)
5. Apaohoyieg kaxonBeteg (evepydg vooo) D37 wq D48, €81 wc C86, o Xpvia etk voooc (Sev yopnyettan oe nrotondBetes katnyoplac Child-Pugh C)
(88 (90 wg €95 0 Xpdvia kapBiayyetakr vooo (eykedahiko, Eudpaypa, kapbiakn avENdpKeLD, TEPLOEDIKS
6. NpwronaBeic avosoavendpkeieq & 2-nabeic Adyw Bepanciagpue | D80-D84 ayyelondBewa, aveupuopata, aprnpiaki unéptan und Bepaneia)
B-€161ko0¢ mapdyovteg .. Rituximab, upnAég Sooewg kan o Nveupovikr ivwon
napotetapévn xopriyon koptkoslbwy, Brooyikol mapdyovieg o Xpovia avanveuotiki avendpkew urd ofuyovoBepamein
7. HIV pe CD4<200 kitrapa/pL o Oulacotupia, Spenavokuttapud avauyla

8. HAwia 275 etiov

€AAHNIKH
€TAIP€IA ACIMNIENN

HELLENIC $0<I€TY
FOR INF€STIOUS PIS€AsS€S

COVID-19 Drug Interactions

Hashash JG rt al. Clin Gastroenterology 2023



Table 1.

Qutcomes of COVID-19

n IBD Pa

ents in the

Paxlovid and Lagevrio Cghorts Cojnpared With the
IBD Control Cohort After|Propensify-Score
Matching
Qutcome Cohort N (%) [aOR 95% Cl
—> Hospitalization Paxlovid 10(1.8)° |0.35 0.17-0.74
Mo antiviral |27 (5.0)
S ICU care Paxlovid 0 (0) MN/A  N/A
Mo antiviral |10 (1.8)°
Intubation/respiratory  Paxlovid 0 (0) N/A N/A
Support
Mo antiviral |10 (1.8)°
S Mortality Paxlovid 0 (0) MN/A N/A
Mo antiviral 10 (1.8)°
Hospitalization Lagevrio 10 (6.7)° |0.75 0.31-1.77
No antiviral {13 (8.7)
ICU care Lagevrio 0 (0) M/A N/A
Mo antiviral |10 (6.7)°
Intubation/respiratory  Lagevrio 0 (0) N/A N/A
support
Mo antiviral |10 (6.7)"
Mortality Lagevrio 0 (0) MN/A  N/A
Mo antiviral |10 (6.7)°
€AAHNIKH

€TAIP€IA ACIMNIENN

HELLENIC $0<I€TY
FOR INF€STIOUS PIS€AsS€s

Evtoc 5 nuepwv amod evapén
CUUTTTWUATWV

OXI og eGFR<30 ml/min
OXI oe kukAoomopivn/Tacrolimus

TOFACITINIB/upatacitinib &iokorr)-
Tpomornoinon docoloylag

‘EAeyxoc aAAnAemidpaocewv Pe pappoka

COVID-19 Drug Interactions

Hashash JG rt al. Clin Gastroenterology 2023



Y& nolouc aoBeveic amevBuvetal n pepvteolPipn;

»eVNALKEC KoL TtatdLatplkoUc aoBevelc pe mvevpovia mou xpri{ouv xopnynong
CUMTANPpWHATIKOU O2

-TouAdlotov 5 kat oL teplocotepo amno 10 NUEPEC.

-AVOGOKATOOTAAMEVOL, OCOL E£XOUV OUVEXLIOUEVO KO TIOAAATIAQCLAGHO 1) OGOL EXOUV
<10 NUEPEC HLAPKELD CUUTITWHATWV

PEVAALKEC TTOU SEV XPELA{OVTOL CUUTTANPWHATIKO 0EUYOVO Kal TTou SLOTPEXOUV
avénuévo kivbuvo e&€AEnc oe coBapn voco COVID-19

-H Siapkela Beparmeiag 3 NUEPEC

-€vap&n TNC Xoprynong MPEMEL va YIVETOL TO apyOTEPO EVTOC 7 NUEPWV OO TNV Evapén
TWV OUUIMTWHATWV.

»¥e aoBeveic pe Ao /UETPLA VOOO TtapAyovTeC KlvdUvou yla erdeivwon xopnyeito
LEOO 0TO VOOOKOUELD TpwLn Bepareia yla tnv anoduyn tng mpoodou os coPapn
vooo avti paxlovid
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H)‘_
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€AAHNIKH
€TAIP€IA ACIMNIENN

HELLENIC $0<I€TY
FOR INF€LTIOUS PIS€AS€s

Hashash JG rt al. Clin Gastroenterology 2023



X
Pooled relative risk of seropositivity of HAV in IBD versus controls

Experimental Control Weight Weight

Study Events Total Events Total Risk Ratio RR  95%-Cl (common) (random)

Feeney MA 2002 54 276 55 276 , 0.98 [0.70; 1.37] 259%  20.2%

Hafner S 2008 22 121 65 168 —=—— . 0.47 [0.31;0.72] 256%  18.2%

Urganci N 2013 24 47 15 50 i [——*——  1.70 [1.02; 2.83] 6.8%  16.3%

Kalra P 2020 41 a1 43 43 5 1.00 [0.95; 1.05] 20.0%  24.6%

Moon J 2021 23 55 1883 4443 —— 0.99 [0.72; 1.35] 21.7%  20.7%

Common effect model 540 4980 i 0.90 [0.78; 1.05] 100.0% —

Random effects model 0.94 [0.66; 1.34] -— 100.0%
Heterogeneity: I* = 76%, t° = 0.1311, p < 0.01 | ! !

0.5 1 2

| Fig. 3 Pooled relative risk of seropositivity of hepatitis A virus (HAV) in patients with inflammatory bowel disease (IBD) as
compared top controls. |

Xwpic dtadopomoinon o€ cUYKPLON UE TO YEVIKO TANBUOUO
YTnv mAsoPndia Twv MEPLTTWOEWV N VOOOG £XEL ATILO TTOPELA XWpPLG Suopevn
€kBaon

Anuraag J et al. Clinical Gastroenterology and Hepatology 2022



Table 2. Adverse events (AEs) after vaccine dose 1 (D1) and dose 2 (D2) and statistical differences

between all categories (positive answers /total answers).

Real-World Use and Adverse Events of SARS-CoV-2
Vaccination in Greek Patients with Inflammatory
Bowel Disease

AEs D1 D2 D1 vs. D2
total AEs 81% (807 /1002) 76% (727 /956) —=5%, p = 0.0094
injection site symptoms 73% (730/998) 67% 642 /952) —6%, p =0.0001
systemic AEs 44% (439/1002) 51% 489 /956) +7%, p < 0.0001
fatigue /malaise 35% (349/993) 43% (412/949) +8%, p < 0.0001
allergic reaction 1% (10/989) 1% (9,/943) 0%, p=NS
fever/chills 0% (89 ,/986) 21% (195,/950) +12%, p = 0.0001
Lymphadenopathy 2% (19/987) 4% (39/943) +2%, p = 0.001

joint/muscle pa

diarrheas (not pre-existing)
abdominal pain (not pre-existing)

in

19% (190,/984)
5% (47 /990)
4% (42/988)

26% (249/945)
7% (64,/943)
6% (57 /945)

+7%, p < 0.0001
+2%, p = 0.007
+2%, p=0.035

Orfanoudaki et al 2022

O epPoliacpoc kata tou SARS CoV 2 AEN oyxetiletal pe €€opon tnG vooou o€ aoBeveic
ue IONE ( moocootd €€opong HeEXPL Kot 2%)

Card TR et al Am Gastrenterol 2023

K.P.J Van Dam et al. Autoimmun 2023
D.James et al Dig Liver Dis 2022

Weaver KN et al.Inflamm Bowel Dis 2022
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» 5 86060¢lc epBoiiov

»  AvoooKaTaoTAAMEVOL

Baowkog epoAlacpog 3 660elg
AvauvnoTikeG SOOELG

Avapvnotikég 60oelg pe Stduvapa epfoALa

»  Touldxlotov 3 pUnVeg amo tnv mponyoupevn doon n
voonon COVID 19

» Meyalutepo 0¢deA0G 2NS AVAUVNOTIKAG :
=  HAKlwpévol

=  Anti TNF

"  JUOTNMOTIKA KOPTIKOOTEPOELON

=  Tofacitinib

Déppaka avoookaractaATtikhg/avocoTtpononolnmkng
aywyng rtou n ARy toug cuvicta évdafn yia n
Xe priynen avapvnotikig §6ong
TAUKOKOPTIKOE ST
Npedviiohovn, MeBulnpedviloAovn (pos/IV)***
Mn BroAoyikoi apayovreg
Azathioprine (AZA)
Cyclophosphamide (CYC)
Cyclosporine (CsA)
Leflunomide (LEF)
Methotrexate (MTX)
6-mercaptopurine (6-MP)
Mycophenolate acid (MPA)
Mycophenolate mofetil (MMF)
Tacrolimus
BLOAOYIKOL TIApyovTEg
Abatacept
Anti-IL1 (Anakinra, Canakinumab)
Anti-IL6 (Tocilizumab)
Anti-1L112/23 (Ustekinumab)
Anti-IL17 (Brodalumab, Secukinumab)
Anti-TNFs (Adalimumab, Certolizumab pegol, Etanercept,
Golimumab, Infliximab)
Belimumab
Anti-B cell (Rituximab)
I TOYEUHEVOL CUVOETIKOL TTaPayovTEg
Apremilast
Avaotoleic JAK (Tofacitinib)

Nivakag 2. EOviko Mpdypappa EppoAtacpwv EvnAikwy, avda vooo f dAAn évéeién, 2024
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EuBoAwo ¥ Opog
13 COVID-19 11 nepuoo ": 'm“' z‘:’: :i&“ﬁ L // 1 8601 emoiwg




* [loloc o kivbuvocg yla COVID19 o aoBeveic pe IODNE
16L0¢ e TO YEVIKO TANBUGOO

* [lolol eival ol mapayovteg Kivduvou yla cofaprn vooo LE
COVID 19 kot I(DNE?
1610l pe To YeVIKO MANBUGOUO + oTtepOoELdN + coPaprn vOoog
<50

e Elvalta epfoAio aodpaAn Kol AmOTEAECHATIKA 0€ aoBOevelc
ue IONE?
Nalt

e TULTPETEL VA KAVOUUE av Karmolo¢ a.oBevnc e IONE
Stayvwotel pe COVID19 ko IONE?
Paxlovid ¢aivetal va BonBa og Rria Kol LETPLAL VOGO
£pOOOV UTIAPXEL AVOCOKOATAOTOAN

e [lowoc o kivbuvoc yia Long COVID og aoBevn pe IONE?
1610¢ e YeVIKO TANBUGoO
Ta epBoAla mpootatevouv
Paxlovid ¢aivetat va dpa mpootatevtika!!
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