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L'étendue du probleme — De omvang van het probleem

Clinical presentation
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Mild/moderate
90%
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L'étendue du probleme — De omvang van het probleem

More comorbidities

Hormone difference Older age

in inflammatory processes Weaker immune defense Detrimental restrictive

Diff in level and higher levels of proinflammatory ventilatory effect of abdominal fat More complications and comorbidities
ifference in levels

of ACE2. TMPRSS2 cytokines with increasing age

A prothrombotic condition Higher prevalance of obesity

Possible reduced level

Lifestyle differences, )
of ACE2 in elderly Immune dysregulation

such as smoking Insuline resistance

0@°+ High SARS-CoV-2 and chronic inflammation
> . viral load . Low-grade chronic
s Risk factors Highly expressed -“g Risk factors inflammation
for severe ACEZ2 in the epicardial 2 for severe and impaired
COVID-19 adipose tissue o COVID-19 immune response

Liver steatosis
and abnormal liver function

A prothrombotic state
with an increased risk
of thromboembolic events
Lower vitamin D concentrations

Older age, and more complications and comorbidities, High SARS-CoV-2 viral load
such as cardiovascular and cerebrovascular diseases, Possible gut barrier leakiness
CKD and diabetes; imbalance between the 2 major Possible gut barrier leakiness

RAAS pathways, ACE2/Ang-(1-7) and ACE/Ang Il

Gao et al. Allergy 2021 .‘ U C Louva i n



'etendue du probleme — De omvang van het probleem
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Syndrome chronique post-COVID: définition (OMS)
Chronisch post-COVID-syndroom: definitie (WHO)
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JAMA Internal Medicine | Original Investigation

Association of Self-reported COVID-19 Infection and SARS-CoV-2 Serology
Test Results With Persistent Physical Symptoms Among French Adults
During the COVID-19 Pandemic
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non-hospitalized adults
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Signs and symptoms Potential mechanisms

Immune dysregulation

Super-Ag
-
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Fever
Fatigue
‘Brain fog’
Headache
MNeuropathy
Sleep problems
Loss of smellitaste
Memory disturbances

Autonomic dysregulation

Chest pain —|
Heart palpitations B

g‘ Shortness of breath
T

Dysmotility
Loss of appetite
Difficulty in swallowing —
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Séquelles respiratoires — 3 mois
Respiratoire gevolgen — 3 maanden

severe/critica H Je .
el aprnihee A 3 mois de l'infection
(March-June 2020) ,

v’ 25% dyspnée
v’ 35% fatigue
v 3% oxygene a |'effort

85 died (20%) —

Pulmonary function tests results at three-month follow-up.
332 survivors N=122
FEV1/FVC ratio (%, median, IQR) 96 (83-106)
[ FVC (% predicted values, median, IQR) 88 (78-98)
I | N patients with impaired FVC (Z-score < —2) (N, %) 24 (19)
FEV1 (% predicted values, median, IQR) 91 (81-102)
198 di_d not _mE'Et 134 patients included N patients with impaired FEV1 (Z-score < —2) (N, %) 19 (15)
inclusion criteria N patients with impaired FEF25-75 (Z score < —2) (N, %) 5(3.73)
DLCO (% predicted values, median, IQR) 74 (61-89)
| | N patients with impaired DLCO (Z-score < —2) (N, %) 58 (46)
Clinical assessment PFT HRCT FEV1: forced expired volume in 1 s; FVC: forced vital capacity; DLCO: lung
(126/134, 94%) (122/134, 92%) (107/134, 80%) diffusion capacity; FEF25-75: forced expiratory flow at 25-75% of forced vital
capacity.

Froidure et al. Respir Med 2021 H! UCLouvain



Séquelles respiratoires — 3 mois
Respiratoire gevolgen — 3 maanden

Baseline 3-month follow-up

»20% séquelles >5%
»17% ont des signes de fibrose

Residual fibrosis and GGO

Facteurs de risque pour séquelles

v Durée de séjour en US|

v Durée de ventilation mécanique
; " Recovery
Foe % Facteurs associés a la dyspnée/fatigue
- v’ Aucun statistiguement significatif!

Froidure et al. Respir Med 2021 . UCLOUVGin




Séquelles respiratoires — 3 mois

Respiratoire gevolgen — 3 maanden

HRCT extent<5% HRCT extent=5%
Dyspnea 27%
No dyspnea 56%
N=100

Froidure et al. Respir Med 2021

66% of consistency
34% of discrepancy

DLCO>60% DLCO<60%
Dyspnea 29%
No dyspnea 43% 17%
N=119

54% of consistency
46% of discrepancy
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Séquelles respiratoires — 12 mois

Respiratoire gevolgen — 12 maanden

2469 patients with COVID-19 discharged from
JinYin-tan Hospital between Jan 7 and
May 29, 2020

251 patients excluded

65 living in nursing or welfare home
63 osteoarticular disease
— 56 dementia or psychotic disease
33 died before 6-month follow-up
30 immobile before discharge

4 immobile after discharge

A

6-month follow-up (June 16-Sept 3, 2020):

2218 eligible for evaluation
1733 were evaluated at hospital
485 were lost to follow-up

follow-up

5 died between 6-month and 12-month

A

12-month follow-up (Dec 16, 2020-Feb7, 2021):

2213 eligible for evaluation
1307 were evaluated at hospital®
906 were lost to follow-up

-

1276 patients completed both 6-month and
12-month follow-up and were included in
this study

Huang et al. Lancet 2021

»Au moins un symptome: 49%
(620/1272)

»Dyspnée > grade 1 mMRC: 30%

Facteurs de risque pour diffusion basse
v'Age (OR 1.30, p=0.04)
v'Sexe féminin (OR 1.43, p=0.002)
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Séquelles respiratoires — 12 mois

Respiratoire gevolgen — 12 maanden

Total (n=1276)

Scale 3: not requiring supplemental oxygen
(n=318)

Scale 4: requiring supplemental oxygen

(n=864)

Scale 5-6: requiring HFNC, NIV, or IMV
(n=94)

6 month 12 month p value & month 12 month p value 6 month 12 month p value 6 month 12 month p value
Sequelae symptom

Anyoneof the following ~ 831/1227 (68%) 6201272 (49%) <0-0001  211/307 (69%) 151 (47%) <0-0001  543/828 (66%) 420/860(49%) <0-0001 77/92 (84%) 49 (52%) <0-0001
symptoms

Fatigue or muscle 636/1230 (52%) 255/1272 (20%) <0.0001  158/307 (51%) 65 (20%) <0.0001  410/831(49%) 169/860(20%) <0-0001 68/92 (74%)  21(22%) <0.0001
weakness

mMRC score 0014 068 0-0015 083

0 872/1185 (74%) 891/1271(70%) 231/309 (75%) 238/317(75%) 591792 (75%)  596/860 (69%) 50/84(60%) 57 (61%)
z1 313/1185 (26%)  380/1271(30%) 78/309 (25%)  79/317 (25%) 201/792 (25%)  264/860 (31%) 34/84(40%) 37 (39%)

Huang et al. Lancet 2021
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Séquelles respiratoires — 24 mois
Respiratoire gevolgen — 24 maanden

Total (n=1192) Scale 3 (n=295) Scale 4 (n=806) Scale 5-6 (n=91)

6 months 12 months 2 years 6 months 12 months 2 years 6 months 12 months 2 years 6 months 12 months 2 years
Sequelae symptoms
Any of the following  777/1149 583/1188 650/1190 194/286 141 158/294 509/774 395/802 440/805 74/89 47 52
symptoms (68%) (49%)* (55%)1% (68%) (48%)* (54%)t (66%) (49%)" (55%)T (83%) (52%)* (57%)1
Fatigue or muscle 593/1151 240/1188 357/1150 143/286 60 80/294 385/776 161/802 235/805 b5/89 19 33
weakness (52%) (20%)* (30%)t% (50%) (209%)* (30%) 14 (50%) (20%)* (29%)tt (73%) (21%)* (36%)1
Sleep difficulties 313/1151 206/1188 298/1190 75/286 47 70/294 205/776 146/802 203/805 33/89 13 25

(27%) (17%)" (25%)+ (26%) (16%)" (24%)+ (26%) (18%)" (25%)+ (37%) (14%)* (27%)
mMRC dyspnoea score
0 816/1104 834/1187 1023/1191 216/288 2224294 253 551/734 556/802 694/805 49/82 56 76

(74%) (70%)* (86%)14 (75%) (76%) (86%) T+ (75%) (69%) (86%)t% (60%) (62%) (84%) 1+
z1 288/1104 353/1187 168/1191 72/288 721294 42 183/734 246/802 111/805 33/82 35 15

(26%) (30%)* (14%)t% (25%) (24%) (14%)T% (25%) (31%) (14%)11 (40%) (38%) (16%)T%
Mental health
Anxiety symptom NA NA 98/1187 NA NA 26/294 NA NA 66/802 NA NA 6
(GAD-7=5) (8%) (9%) (8%) (7%)
Depression symptom  NA NA 75/1190 MNA MNA 25 NA NA 45/804 MA NA 5
(PHQ-9=5) (6%) (8%) (6%) (5%)
PTSD symptom NA NA 27/1189 NA NA 12 NA NA 14/803 NA NA 1
(PCL-C=38) (2%) (4%) (2%) (1%)

B UCLouvain
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Séquelles respiratoires post-COVID — synthese
Post-COVID respiratoire gevolgen — samenvatting

Récupération a long terme

'Forme sévére de COVID

critique COVID

Il UCLouvain

Séquelles pulmonaires

3 mois . 12 mois




Conclusion - conclusie

POST-COVID

Severe
sequellae

Mild sequellae

Full recovery
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