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Table 3 Multivariate logistic regression analyses of factors associated with adverse clinical outcomes in the SARS-CoV-2 positive patients

Chronic comorbidities

Hospital admission
OR (99% CI)

Pneumonia
OR (99% CI)

ICU admission
OR (99% CI)

Endotracheal intubation

OR (99% CI)

Mortality
OR (99% CI)

Age, years
<20
2140
41-60
61-80
> 80
Sex. male
Smoking habit

Time from symptoms onset
to medical contact, days

0-3
4-7
>8
COPD
Bronchial asthma

High blood pressure

Cardiovascular disease

Diabetes mellitus
Obesity

Chronic kidney disease

Other comorbidities

Ref.

1.06 (0.84-1.34)
2.75 (2.19-3.46)**
6.13 (4.84-7.77)%*
7.18 (5.32-9.70)%*
1.71 (1.61-1.82)**
0.97 (0.87—1.08)

Ref.

1.14 (1.07-1.22)**
1.16 (1.06—1.27)%**
1.70 (1.35-2.05)%**
0.71 (0.59-0.85)**
1.27 (1.18-1.37)%**
1.08 (0.90-1.30)
2.11 (1.94-2.28)**
1.35 (1.25-1.45)**
2.58 (2.08-3.20)**
1.30 (1.11-1.52)**

Ref.

1.32 (1.00-1.74)
3.01 (2.28-3.97)*=*
5.50 (4.14-7.30)*=*
7.09 (5.09-9.88)%**
1.58 (1.48-1.68)%**
1.05 (0.94-1.17)

Ref.

1.47 (1.38-1.58)**
1.54 (1.40-1.69)**
1.29 (1.07-1.56)*
0.78 (0.64-0.94)*
1.22 (1.13-1.32)*=*
1.03 (0.86-1.22)
1.80 (1.66—1.95)%**
1.38 (1.28—1.49)**
1.66 (1.38-2.00)**
1.14 (0.97-1.35)

Ref.

0.59 (0.32-1.11)
1.59 (0.86-2.92)
2.74 (1.47-5.07)**
3.05 (1.53-6.11)%*
1.64 (1.41-1.91)%*
0.87 (0.68-1.12)

Ref.

1.47 (1.26-1.71)**
1.39 (1.13—-1.72)**
1.18 (0.83—1.68)
1.00 (0.65-1.54)
1.20 (1.02-1.41)*
1.02 (0.72-1.43)
1.43 (1.21-1.68)**
1.49 (1.28-1.75)**
1.09 (0.76—1.57)
1.19 (0.85-1.68)

Ref.

0.83 (0.38-1.81)
243 (1.14-5.20)*
4.78 (2.23-10.27)**
4.47 (1.94-10.27)*=*
1.76 (1.51-2.06)**
1.01 (0.79—1.27)

Ref.

1.46 (1.25-1.70)%*
1.36 (1.10—1.68)**
1.18 (0.84-1.67)
0.54 (0.31-0.95)*
1.13 (0.96-1.33)
1.03 (0.74-1.44)
1.46 (1.25-1.72)*=*
1.58 (1.35-1.85)%*
1.32 (0.94-1.85)
0.75 (0.49-1.12)

Ref.

1.57 (0.75-3.28)
5.97 (2.90—12.33)%*
13.47 (6.51-27.85)**
20.44 (9.66—43.26)**
1.70 (1.54—1.88)*:*
0.89 (0.76-1.05)

Ref.

1.14 (1.03-1.26)*
0.95 (0.82-1.09)
1.50 (1.21-1.87)%*
0.86 (0.64—1.16)
1.33 (1.20—1.48)**
1.04 (0.84—1.30)
1.68 (1.52—-1.87)%**
1.53 (1.38-1.71)**
2.18 (1.77-2.69)**
1.29 (1.04-1.61)*

Edad > 40 afos (> 60 anos), sexo masculino, demora en atenciéon médica > 3 dias,

enfermedades cronicas (EPOC, HTA, DM,
significativamente con malos resultados clinicos

Chronic comorbidities and clinical outcomes in patients ,_‘\;Q.".'-"
with and without COVID-19: a large population-based study using ‘,‘-.,. - e
national administrative healthcare open data of Mexico t

Internal and Emergency Medicine ’-‘: ;. 8P
07 January 2021 4 @
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Tabla 3. Relacidn entre las enfermedades crOnicas descompensadas y los

resultados clinicos.

) Enfermedad cronica descompensada
Variables X2 o t-Student p
No (n =15) Si(n=17)

Mortalidad en UCI, n (%) 2 (13,3) 12 (70,0) 5,349 0,021

Estadia en UCI, dias (media y DE) 10,5 (4,2) 10,2 (3,4) 0,264 0,793

Agravamiento, n (%) 4 (30,8) 15 (78,9) 5,565 0,018

Cambio de VNI a VMI, n (%) 3(23,1) 7 (36,8) NP 0,467

Tiempo de VMI, dias (media y DE) 11,9 (3,7) 9,1(3,5) 1,711 0,102

Necesidad de aminas vasopresoras, n (%) 4 (26,7) 8 (47,1) NP 0,267

Terapia de remplazo renal, n (%) 1(6,7) 3(17,6) NP 0,629 A ,Q‘;‘
DE: desviacion estandar; NP: no procede.; UCI: unidad de cuidados intensivos; VMI: ventilaciOn mecanica invasiva; VNI: ventilacidn no invasiva. .".. i} - f"“

Frank Daniel Martos-Benilez, Tania Margarita Cruz Hemandez. Julo  Descompensacion de las enfermedades cronicas y resultados ’.‘. ;‘ ‘.".v‘

César Serra-Rodriguaz, Luis Enfiqua Péraz-Ullca, Henrry Diaz-

Landres
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Pulmonary embolism in patients with COVID-19 and value of D-dimer

assessment: a meta-a na|y5i5 European Radiology (2021) 31:8168-8186
Robert M. Kwee' (3 - Hugo J. A. Adams? - Thomas C. Kwee?

Studies Estimate (95% C.I.) COVID-19 patients with PE/total number of COVID-19 patients
Alharthy et al. (23] 0.880 ( ) —.
Bellmunt-Montoya et al. [27) 0.421 ( ( -
Benito et al. [28] ).385 ( ( -
Bompard et al. [30) ).500 (0.300, 0.700) 12/24 -
Briggemann et al. [31] 0.769 (0.540, 0.998) 10/13 -
Contou el al. [35) 0.615 (0.428, 0.802) 16/26 -
Fang et al. [39) (0.441 -
Grillet et al. [45) ).500 (0.321, 0.679) B
Helms et al. [48] ).253 (0.167, 0.338) 25/99 B
Mak et al. [61] 0.353 (0.222, 0.484) 18/51 - .
Mirsadraee et al. (68) 4 (0.3 ! — .
Mouhat et al. [71)] (0.3 —
Mueller-Peltzer et al. [72] ).562 (0.31 -
Parzy et al. [75) ).231 (0.0 t -
Patel et al. [76) 0.385 (0.232, 0.537) 15/39 -
Poissy et al. [79] 0.647 (0.48¢, 0.808) 22/34 »
Schiaffino et al. [83) 0.600 (0.457, 0.743) 27/45 B
Taccone et al. [86) D.325 ( ) -
Thomas et al. [87] ).455 (0.1 1 -
Whyte et al, [11] ).462 (0.3 —
Zhang et al. [91] 0.279 ( ———.———
Zotzmann et al. [92] ).600 ( -
Overall (1"2=80% , P<0.001) 0.486 (0.410, 0.561) 369/818 -_—
f T T T
02 04 os os
PE frequency

Fig. 4 Frequency of PE in patients with COVID-19 who had been admitted to the ICU
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Venous thromboembolism in COVID-19:
A systematic review and meta-analysis

Anastasios Kollias'*
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Antibody and cellular therapies for treatment of covid-19: a living
systematic review and network meta-analysis

‘Reed AC Siemieniuk, "*" Jessica ] Bartoszko, "~ Juan Pablo Diaz Martinez, " Elena Kum, "~ Anila Qasim, "

BM 2021;374:n2231

Mortality |Mechanical| Admission| Viral Adverse | Infusion | TRALI* | TACO* | Duration | Time to Time |Ventilator| ICU
ventilation |to hospital | clearance| events* |reactions® of hospital-| symptom | toviral |freedays| length
at7 days isation |resolution|clearance of stay
Non severe disease
Standard caret | 3 per 10006 per 1000 |60 per 1000|160 per 1000 14 days | 9days | 24 days
Bamlanivimab -2(-3 -41(-57 | 2(-113 -1(-3 4(-15
to 82)¢ to -6) to 216) to 3) to 43)
Bamlanivimab, | -3(-3 -38(-54 | 57 (-100 -1(-3 1(-16
etesevimab to O)¢ to -9) to 319) to 1) to 35)
Casirivimab, -1(3 -4 (-6
imdevimab to 1% to 2)
Convalescent -1 (-2 -1(5 132 (-15 -4 (-10
plasma to 2% to 4) to 348) to1)
CT-PS% -2(-3 4 (-7 -24(-52 | 94(-72 316
monoclonal to90)% | to231)%| to37) to 352) to 40)
antibody
Sotrovimab -2 (-3 -6 (-6 -48 (-58
to29% | to-43 | to-25)
Severe or critical disease
Standard caret | 220 per 1000 | 300 per 1000 12 days 14days | 4 days
Casirivimab, -7 (79
imdevimab to 82)
Control plasma| 118 (-41
to 307)
Convalescent | -14(-56 [-14(-135 -1 (-2 -1 (-2 12
plasma to 20) to115) to1) to 0) to 0)%
!ntraventl)ut)s i _St3 (;9‘)‘ 9 .7to (é})?o More effective Not convincingly different More harmful
TRnegionun < 2 than standard care than standard care than standard care
High/moderate certainty
Low certainty A o e s oo .
. ’ 2.
Very low certainty . ¥ '-.
go * ¥
. . . . . .’ 2 P
Los Ac neutralizantes anti-SARS-CoV-2 reducen el riesgo de hospitalizacion y el | =& - .,’;
tiempo para la resolucion de los sintomas en pacientes con COVID-19 no grave '.;’*; »




Efficacy and safety of remdesivir in hospitalised COVID-19 patients:
Infection (2022) 50:27-41

Mulugeta T. Angamo'® - Mohammed A. Mohammed? - Gregory M. Peterson’

a systematic review and meta-analvsis

Number of patients with clinical recovery on day 28

Remdesivir Placebo/Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cli M-H, Random, 95% CI
Beigel 2020 399 541 352 521 324% 1.08[1.01,1.18] bl
Spinner 2020 (10-days) 174 193 166 200 32.2% 1.03[1.00,117] -
Spinner 2020(5-days) 171 191 166 200 31.3% 1.08[1.00,1.17] -
Wang 2020 103 158 45 78 40% 1.13[0.91, 1.41] —_
Total (95% CI) 1083 999 100.0% 1.09 [1.04, 1.14] ®
Total events 847 729

Heterogeneity: Tau*=0.00; Chi*=0.18,df=3(P=098), F=0%
Test for overall effect: Z=3.70 (P =0.0002)

Number of patients requiring mechanical ventilation or ECMO

0.2

0.5

1

Favours'Placebo Favours'Remdesivir

Remdesivir  Placebo/Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Beigel 2020 52 402 82 364 807% 057[0.42, 079
Spinner 2020 {10-days) 1 183 4 200 19% 0.26[0.03,2.30] ¢
Spinner 2020{5-days) 0 1M 4 2000 11% 0.12[0.01,2.15) ¢
Wang 2020 4 153 7 78 64% 0.29[0.09, 097 ¢
Total (95% Cl) 939 842 100.0% 0.53[0.39,0.72] -
Total events 87 a7
Heterogeneity, Tau*=0.00; Chi*= 2.69, di=3 (P =0.44), F=0% 50 3 055 1 é 5!
Test for overall effect: Z=4.09 (P < 0.0001) ‘ s emiesiie: Eaarsbines ,Q"’}.‘
o SN
El Remdesevir se asocia con mejoria clinica y menor necesidad de " :’”
oxigeno, ventilacion y ECMO en pacientes con neumonia por COVID-19 . o




Efficacy and safety of remdesivir in hospitalised COVID-19 patients:

a systematic review and meta-analvsis
Mulugeta T. Angamo'® - Mohammed A. Mohammed? - Gregory M. Peterson’

All-cause mortality on day 28

Infection (2022) 50:27-41

Remdesivir  Placebo/Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Beigel 2020 59 541 77 521 788%  074[0541.01] ——
Spinner 2020 (10-days) 3183 4 200 39% 0.78[0.18 343 ¢4
Spinner 2020(5-days) 2 191 4 200 38% 052(0.10,283 ¢
Wang 2020 2 150 10 77 133%  1.13[0.56, 2.26] .
Total (95% Cl) 1075 998 100.0%  0.78[0.59,1.03] i
Total events g6 94
Heterogeneity: Chi*=1.42, df=3 (P=0.70); F= 0% 07 05 1 ! ;

Testfor overall effect Z=1.72 (F = 0.09)

Favours:Remdesivir Favours:Placebo/Std care

El Remdesevir no se asocia con reduccion significativa de la mortalidad
en pacientes con neumonia por COVID-19
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Efficacy of Interferon-f3 in Moderate-to-Severe Hospitalised Cases
of COVID-19: A Svstematic Review and Meta-analvsis

Subodh Kumar'

Tiempo para recuperacion

- Manoj Kumar Saurabh' - Venkata Lakshmi Narasimha' - Vikas Maharshi'

Clinical Drug Investigation (2021) 41:1037-1046

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% ClI
Darazam et al. 2021 (IFN beta 1a) 0.8587 0.3895 14.8% 2.36 [1.10, 5.06] —_—
Darazam et al. 2021 (IFN beta 1b) 0.3507 0.4146 13.6% 1.42 [0.63, 3.20] —T
Davoudi-Monfared et al. 2020 0.0953 0.2707 22.4% 1.10 [0.65, 1.87] —m—
Hung et al. 2020 1.3661 0.4369 12.6% 3.92 [1.66, 9.23] —
Monk et al. 2021 0.7839 0.3885 14.8% 2.19[1.02, 4.69] [
Rahmani et al. 2020 0.8329 0.2795 21.7% 2.30[1.33, 3.98] ——
Total (95% CI) 100.0% 1.95 [1.36, 2.79] E=28
i o 2 —— . i — = — - |2 — : : = :
SRR T s i < T S
o T Favours [Control] Favours [Intervention]
Mortalldad Intervention (IFN beta) Control Odds Ratio Odds Ratio
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Darazam et al. 2021 10 40 9 20 17.0% 0.41 [0.13, 1.27] ——
Davoudi-Monfared et al. 2020 8 42 15 39 19.1% 0.38 [0.14, 1.03] —1
Hung et al. 2020 0 86 0 41 Not estimable
Khamis et al. 2021 5 LE 6 45 15.1% 0.83 [0.23, 2.96] —
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Figure 2. Association Between Corticosteroids and 28-Day All-Cause Mortality in Each Trial, Overall, and According to Corticosteroid Drug

No. of deaths/total

ClinicalTrials.gov Initial dose and No. of patients Odds ratio Favors § Favors no Weight,

Drug and trial identifier administration Steroids No steroids (95% Cl) steroids ; steroids %
Dexamethasone

DEXA-COVID 19 NCT04325061 High: 20 mg/d intravenously 2/7 2/12 2.00(0.21-18.69) = > 0.92

CoDEX NCT04327401 High: 20 mg/d intravenously 69/128 76/128 0.80(0.49-1.31) ——.— 18.69

RECOVERY NCT04381936 Low: 6 mg/d orally or intravenously 95/324 283/683 0.59(0.44-0.78) i 57.00

Subgroup fixed effect 166/459 361/823  0.64(0.50-0.82) 76.60
Hydrocortisone

CAPE COVID NCT02517489 Low: 200 mg/d intravenously 11/75  20/73 0.46 (0.20-1.04) i 6.80

COVID STEROID NCT04348305 Low: 200 mg/d intravenously 6/15 2/14 4.00 (0.65-24.66) »e 139

REMAP-CAP NCT02735707 Low: 50 mg every 6 hintravenously 26/105 29/92 0.71(0.38-1.33) il 11.75

Subgroup fixed effect 43/195 51/179 0.69(0.43-1.12) -@a— 19.94
Methylprednisolone

Steroids-SARI NCT04244591 High: 40 mg every 12 hintravenously 13/24  13/23 0.91(0.29-2.87) l 3.46
Overall (fixed effect) 222/678 425/1025 0.66(0.53-0.82) é— 100.0
P=.31 for heterogeneity; I2=15.6%
Overall (random effects®) 222/678 425/1025 0.70(0.48-1.01) <>-

0.2 1 -
Odds ratio (95% Cl) Y,
: ’%j‘x
e B Y2
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Association Between Administration of Systemic Corticosteroids
and Mortality Among Critically Ill Patients With COVID-19

A Meta-analysis
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Figure 3. Association Between Corticosteroids and 28-Day All-Cause Mortality Within Subgroups Defined
by Patient Characteristics at the Time of Randomization

No. of deaths/total

No. of patients Odds ratio

Subgroup Steroids Nosteroids  (95% Cl)
Invasive mechanical ventilation (IMV)

No (2= 0%) 14/70 28/74 0.41(0.19-0.88)

Yes (1= 44.1%) 208/608  397/951 0.69 (0.55-0.86)
Oxygen treatment without 298/1279 682/2604 0.86(0.73-1.00)
IMV (RECOVERY)
Taking vasoactive medication

No (12= 0%) 51/184 68/184 0.55(0.34-0.88)

Yes (2= 0%) 76/169 747158 1.05(0.65-1.69)
Age,y

<60 (2= 0% 72/338 1417483 0.67 (0.48-0.94)

>60 (2= 49.7%) 150/339  284/541 0.69(0.51-0.93)
Sex

Female (IE 0%) 60/202 106/286 0.66 (0.43-0.99)

Male (2= 14.7%) 162/476  319/739 0.66(0.51-0.84)
Symptomatic, d

<7 (12=69.1%) 51/130 99/211 0.63(0.39-1.04)

>7 (2= 0%) 139/418  293/693 0.64 (0.49-0.83)

Favors i Favorsno Weight,
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——

_._

0.2

1
Odds ratio (95% CI)

%

2.7
31.7
65.6

50.2
498

427
57.3

27.4
726

224
77.6

JAMA. doi:10.1001/jama.2020.17023
Published online September 2, 2020.

Los esteroides mejoran
los resultados clinico
en todos los subgrupos
de pacientes criticos




Association Between Administration of Systemic Corticosteroids
and Mortality Among Critically Ill Patients With COVID-19
A Meta-ana IySI S JAMA. doi:101001/jama 202017023

Published online September 2, 2020.
The WHO Rapid Evidence Appraisal for COVID-19 Therapies (REACT) Working Group

Figure 4. Association Between Corticosteroids and Serious Adverse Events in Each Trial

No. of events/total

ClinicalTrials.gov Initial dose and No. of patients Odds ratio Favors ; Favorsno

Drug and trial identifier administration Steroids No steroids (95% C1) steroids steroids
Dexamethasone

DEXA-COVID 19 NCT04325061 High: 20 mg/d intravenously 3/7 11/12 0.07 (0.01-0.86) == .

CoDEX NCT04327401 High: 20 mg/d intravenously 7/128 15/128 0.44 (0.17-1.11) —--—
Hydrocortisone

CAPE COVID NCT02517489  Low: 200 mg/d intravenously 28/75 30/73 0.85 (0.44-1.65) —-—

COVID STEROID NCT04348305 Low: 200 ma/d intravenously 1/15 0/14 3.00(0.11-79.91) & >

REMAP-CAP NCT02735707 Low: 50 mg every 6 h intravenously 2/105 1/92 1.77 (0.16-19.81) B >
Methylprednisolone

Sterboids-SARl NCT04244591 High: 40 mg every 12 h intravenously  23/24 23/23 0.33(0.01-861) = = >

0.05 0.1 1 8

Odds ratio (95% Cl)

N
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Figure 2. Tociliuzumab compared to standard care/placebo for mild/moderate/severe/critical COVID-19: Clinical
improvement D28

Study Follow up Intervention 1 Intervention 2 ri/Nt r2/N2 Risk of Bias
days A B C D E Overall i ke el
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Salama C EMPACTA, 2020 28 Tocilizumab Placebo 218258 1071129 . m = =3 = o m 19.84% 1.01[0.92, 112]
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Moderate to critical 8moikg
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Veiga VC, TCCIBRAS, 2021 25 Tocilizumab Standard care  42/85 48164 I & S| e 582% 0.86[0.69,1.08]
Severe 8 mg/kg
Salvarani C, 2020 30 Tocilizumab Standard care 54/60 58165 l 131 = 14 74% 102[091 1 16]
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Figure 4. Tociliuzumab compared to standard care/placebo for mild/moderate/severe/critical COVID-19: All-cause

mortality D28
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Figure 5. Tociliuzumab compared to standard care/placebo for mild/moderate/severe/critical COVID-19: All-cause
mortality D60 or above
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Anakinra Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Balkhair et al. 14 45 18 24 181% 0.15[0.05, 0.46] . .
Huet et al. 6 52 18 44 19.0% 0.19 [0.07, 0.53)] —— Ventilacion
Kyriazopoulou et al. 25 130 65 130 245% 024014, 0.41) —.
Cauchois et al. 2 12 4 10 105% 0.30[0.04, 2.16] -
Franzetti et al. 2] 42 8 46 18.8% 1.30[0.45, 3.74] —r—
Cavalli et al. 2020 7 36 1 16 9.2% 3.62[0.41,32.22]
Total (95% C1) 317 270 100.0% 0.38 [0.17, 0.85] e
Total events 63 114
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Study or Subgroup log[Risk Ratio] SE_Weight IV, Random, 95% Ci IV, Random, 95% CI
1.1.1 All hospitalized patients

Ayerbe L et al, 2020 -0.868 0238 6.3% 0,42 [0.26, 0.67] e
Schiavone M et al, 2020 -0.511 0.2 6.4% 0.60[0.38, 0.94] —
DesaiAetal, 2020 -0673 0205 6.9% 0.51 [0.34, 0.76] =
Hsu A et al, 2020 -0.734 0504 31% 0.48[0.18,1.29] ——
Gonzales-Porras JR et al, 2020 -1.83 0.431 38% 0.16{0.07,0.37]

Albani F etal, 2020 -0693 0166 75% 0.50 [0.36, 0.69] =5
lonescu F etal, 2020 -1.05 0.229 6.5% 0.35[0.22, 0.55] ———
MNadkarni GN et al, 2020 -0692 006 88% 0.50 [0.44, 0.586] -
Billett H et al, 2020 -0.713 0.2 65.8% 0.49[0.32,0.74] ——
Falcone M et al, 2020 -1.31 042 3.9% 0.27[0.12, 0.61) —
QinWet al, 2020 -1.514 0461 35% 0.22[0.09, D.54] _—
Rentsch CT et al, 2020 -0.371 0.059 8.8% 0.69[061,0.77] -
Shen L etal, 2021 -1.72 028 57% 0.18[0.10,0.31] ——

Di Castelnuovo AF et al, 2021 -0.511 0105 83% 0.60[0.49, 0.74] -
Subtotal (95% CI) 86.1% 0.45 [0.37, 0.54) &

Heterogeneity. Tau*=0.07, Chi*=55.20, df=13 (P < 0.00001), F=76%
Test for overall effect Z= 8.65 (P < 0.00001)

1.1.2 ICU or Severe patients

Tang N etal, 2020 0.499 0292 55% 1.65[0.93, 2.92) ——
Al-Samkari H et al, 2020 0113 0098 84% 1.12[0.92,1.36] ™
Subtotal (95% CI) 13.9% 1.23 [0.89, 1.71] ==

Heterogeneity, Tau*=0.03, Chi*= 157, df=1 (P=0.21), F= 36%
Testfor overall effect Z=1.25(P=021)

Total (95% CI) 100.0% 0.50 [0.40, 0.62] %
Heterogeneity: Tau*=0.13; Chi*=114.43, df= 15 (P < 0.00001); F=87% 0 =05 sz ; % 2%0 & s ¥
Testfor overall effect Z= 6.33 (P =« 0.00001) Anticoagulant No Anticoagulant S 4
Test for subgroup differences: Chi*= 28.36, df=1 (P < 0.00001}, F=86.5% 2 Sl ,'—

. P .

Anticoagulacion reduce mortalidad en pacientes con neumonia COVID-19




Different Anticoagulant Regimens, VMortality,
in Hospitalized Patients with
COVID-19: A Systematic Revievw and anmn Updated
Semin Thromb Hemost 2021;47:372-391.

and Bleeding

NMeta-Analvsis
Simona Costanzo, PhD!

Maria Benedetta Donati, MD, PhD'

Roberta Parisi, MSc!

Giovanni de Gaetano, MD, PhD!

Augusto Di Castelnuovo, PhD?

Licia lacoviello, MD, PhD

Risk Ratio Risk Ratio

Study or Subgroup log[Risk Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 All hospitalized patients
Hsu Aetal 2020 0.049 0332 107% 1.05[0.55, 2.01] ——
Gonzales-Porras JR et al, 2020 -0.74 0296 11.3% 0.48(0.27, 085 ——T
Nadkami GN et al, 2020 -0151 0085 141% 0.86(073,1.02 -
Bolzetta F et al, 2020 0117 0561 7.2% 0.89[0.30, 2.67)
Martinelli 1 et al, 2021 -1.022 037 100% D36([017, 074 —
DI Castelnuovo AF et al, 2021 0,432 0182 129% 154 106, 2.24} —
Subtotal (95% CI) 66.1%  0.81[0.55, 1.19] <
Heterogeneity. Tau*= 015, Ch*= 18.98, df= 5 (P = 0.002), F= 74%
Testfor overall effect Z=1.07 (P=0.28)
1.4.21CU or Severe patient
Trinh M et al, 2020 157 033 97% 0.21 [0.10,0.45) ==
Ferguson J etal, 2020 -0.314 043  9.0% 0.73[0.31,1.70]
Jonamarker S et al, 2020 111 056 7.2% 0,33[0.11, 099
Canoglu K et al, 2020 -19 05 80% 0.15[0.086, 0.40]
Subtotal (95% CI) 33.9% 0.30 [0.15, 0.60] ’
Heterogeneity: Tau?= 0.29; Chf=7.13, df= 3 (P=0.07); F=58%
Test for overall effect Z=3.40 (P=0.0007)
Total (95% CI) 100,0% 0.57 [0.38, 0.86] ‘

| 7 Chif= = < ‘F= ! + | }
Heterogeneity: Tau?= 031, Chf= 46.51, df= 9 (P <« 0.00001); F=81% 005 02 : 20

Testfor overall effect Z= 268 (P=0007)

Testfor subqroup differences: Chi*=6.02, df=1 (P=001), F=834%

Therapeubc Anticoagulant Prophylactic Anficoagulant

Anticoagulacion terapéutica > Anticoagulacion profilactica para reducir
mortalidad en pacientes con neumonia COVID-19




The effect of higher-intensity dosing of anticoagulation on the clinical
outcomes in hospitalized patients with COVID-19: A meta-analysis of

randomiZEd COl'ltI’Ol]_Ed trials Journal of Infection and Chemotherapy 28 (2022) 257-265
Syed Shahzad Hasan

Chia Siang Kow “” , Dinesh Sangarran Ramachandram °,

Study
Lemos et al., Brazil

The REMAP-CAP, Global (Severe)
The Inspiration Trial, Iran

Perepu et al., USA

Lopes et al., Brazil

The REMAP-CAP, Global (Moderate)
Sholzberg et al., Global

Spyropoulos et al, USA

Overall ¢
Q=7.25, p=0.40, 12=3%

OR (95% Cl)
1.00 ( 0.1, 8.95)
0.59 ( 0.38, 0.92)
0.93 ( 037, 2.33)
117 ( 0.38, 3.62)
0.58 ( 0.27, 1.26)
0.50 ( 0.27, 0.93)
0.29 ( 0.06, 1.41)
0.30 ( 0.15, 0.59)

0.55 ( 0.42, 0.72)

Anticoagulacion intermedia/terapéutica > Anticoagulacion profilactica para
reducir eventos trombdticos en pacientes con neumonia COVID-19
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Venous thromboembolism in critically ill COVID-19 patients receiving

prophylactic or therapeutic anticoagulation: a systematic review
Journal of Thrombosis and Thrombolysis (2020) 50:814-821

and meta-analysis
Syed Shahzad Hasan'"

Study

Llitjos et al, France
Lodigiani et al, Italy
Spiezia et al, Italy
Middledo et al, Netherlands
Klok et al, Netherlands
Helms et al, France
Maatman et al, US
Thomas et al, UK
Desborough et al, UK
Ren et al, China
Zerwes et al, Germany
Fraissé et al, France

Overall
Q=143.80, p=0.00, 12=92%
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0.2 04 06 0.8
Prevalence

Prev (95% CI)

0.69 ( 0.50,
0.17 ( 0.07,
0.23 ( 0.07,
0.47 ( 0.35,
0.15 ( 0.10,
0.18 ( 0.12,
0.27 ( 0.19,
097 ( BT,
0.15 ( 0.07,
0.87 ( 0.76,
0.20 ( 0.05,
0.21 ( 0.13,

0.31 ( 0.20,

0.86)
0.29)
0.43)
0.58)
0.21)
0.25)
0.36)
0.39)
0.25)
0.95)
0.41)
0.30)

0.43)
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% Weight
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The effect of higher-intensity dosing of anticoagulation on the clinical
outcomes in hospitalized patients with COVID-19: A meta-analysis of

randomized controlled trials
, Dinesh Sangarran Ramachandram ”

-lsl-:

Chia Siang Kow"

B Study
The REMAP-CAP, Global (Severe)
The Inspiration Trial, Iran

Perepu et al., USA

Lopes et al., Brazil

The REMAP-CAP, Global (M oderate)
Sholzberg et al., Global

Spyropoulos et al., USA

Overall
Q=3.38, p=0.76, 12=0%

6

3

12

15

Journal of Infection and ﬁ“hemothenm 28 (2022) 257-265
, Syed Shahzad Hasan

OR (95% ClI) % W eight
1.66 ( 082, 3.37) 332
1.83 ( 0.53, 6.34) 109
099 ( 014, 718) 4.2
2.50 ( 0.78, 8.06) 12.2
219 ( 100, 478) 274
052 ( 0.09, 284) 57
298 ( 0.59,1503) 64

1.81

1.20, 2.72) 100.0

Anticoagulacion intermedia/terapéutica incrementa riesgo de sangrado
comparado con Anticoagulacion profilactica en pacientes con neumonia i
COVID-19 — Tratamiento personalizado basado en el diagndstico | # e




Anticoagulation for perioperative thromboprophylaxis in people

with cancer (Review)

Matar CF, Kahale LA, Hakoum MB, Tsolakian IG, Etxeandia-lkobaltzeta |, Yosuico VED, Terrenato |,
Sperati F, Barba M, Schiinemann H, AKl EA  cochrane Database of Systematic Reviews 2018, Issue 7. Art. No.: CD009447.

Analysis 1.1. Comparison 1 Low-molecular weight heparin (LMWH)
versus unfractionated heparin (UFH), Outcome 1 All-cause mortality.

Study or subgroup LMWH UFH Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% ClI M-H, Random, 95% CI
Bergquist 1990 5/311 8/326 s 5.61% 0.66[0.22,1.98]
Bergquist 1997 (ENOXACAN) 26/312 34/319 —e 29.06% 0.78[0.48,1.27]
Gallus 1993 22/257 16/256 o 17.86% 1.37[0.74,2.55]
Goldhaber 2002 0/72 0/73 Not estimable
Kakkar 1997 3/665 5/677 — T 3.37% 0.61[0.15,2.55]
Koppenhagen 1992 2/323 3/330 — 2.16% 0.68[0.11,4.05]
Onarheim 1986 0/25 0/27 Not estimable
Von Tempelhoff 2000 30/140 43/147 i 41.94% 0.73[0.49,1.1]
Total (95% Cl) 2105 2155 & 100% 0.82[0.63,1.07]
Total events: 88 (LMWH), 109 (UFH)
Heterogeneity: Tau?=0; Chi?>=3.33, df=5(P=0.65); I’=0% . . . .

Favors LMWH 001 0.1 1 10 100 Favors UFH
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Anticoagulation for perioperative thromboprophylaxis in people

with cancer (Review)

Matar CF, Kahale LA, Hakoum MB, Tsolakian IG, Etxeandia-lkobaltzeta |, Yosuico VED, Terrenato |,

Sperati F, Barba M, Schiinemann H, AKl EA  cochrane Database of Systematic Reviews 2018, Issue 7. Art. No.: CD009447.

Analysis 1.2. Comparison 1 Low-molecular weight heparin (LMWH) versus
unfractionated heparin (UFH), Outcome 2 Pulmonary embolism (PE).

Study or subgroup LMWH UFH Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Baykal 2001 0/42 0/51 Not estimable
Bergqvist 1990 0/311 2/326 + 10.69% 0.21[0.01,4.35]
Bergqvist 1997 (ENOXACAN) 0/312 2/319 ‘ + 10.69% 0.2[0.01,4.24]
Boncinelli 2001 0/25 0/25 Not estimable
Dahan 1990 0/50 0/50 Not estimable
Encke 1988 (EFS) 0/355 0/349 Not estimable
Fricker 1988 0/39 s/40 4 - 11.74% 0.09[0.01,1.63]
Gallus 1993 2/241 2/249 o 20.67% 1.03[0.15,7.28]
Goldhaber 2002 0/72 0/73 Not estimable
Kakkar 1997 1/665 3/677 * 16.86% 0.34[0.04,3.25]
Koppenhagen 1992 0/323 3/330 ‘ + 11.12% 0.15[0.01,2.81]
Onarheim 1986 0/25 0/27 Not estimable
Von Tempelhoff 1997 0/28 0/32 Not estimable
Ward 1998 5/271 1/281 " 18.23% 5.18[0.61,44.09]
Total (95% Cl) 2759 2829 B i 100% 0.49[0.17,1.47]
Total events: 8 (LMWH), 18 (UFH)
Heterogeneity: Tau?=0.51; Chi?=7.85, df=6(P=0.25); I?=23.59%
Test for overall effect: Z=1.27(P=0.21)

Favors LMWH 0.01 0.1 1 10 100 Favors UFH
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Anticoagulation for perioperative thromboprophylaxis in people

with cancer (Review)

Matar CF, Kahale LA, Hakoum MB, Tsolakian IG, Etxeandia-lkobaltzeta |, Yosuico VED, Terrenato |,
Sperati F, Barba M, Schiinemann H, AKl EA  cochrane Database of Systematic Reviews 2018, Issue 7. Art. No.: CD009447.

Analysis 1.3. Comparison 1 Low-molecular weight heparin (LMWH) versus
unfractionated heparin (UFH), Outcome 3 Symptomatic deep venous thrombosis (DVT).

Study or subgroup LMWH UFH Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% Cl M-H, Random, 95% CI
Baykal 2001 0/42 0/51 Not estimable
Bergqvist 1997 (ENOXACAN) 4/312 6/319 —— 53.61% 0.68[0.19,2.39]
Boncinelli 2001 0/25 0/25 Not estimable
Fricker 1988 0/39 0/40 Not estimable
Goldhaber 2002 0/69 0/71 Not estimable
Koppenhagen 1992 3/323 4/330 —_—F 38.11% 0.77[0.17,3.4]
Onarheim 1986 0/25 0/27 Not estimable
Ward 1998 0/271 1/281 W 8.27% 0.35[0.01,8.45]
Total (95% Cl) 1106 1144 B 100% 0.67[0.27,1.69]
Total events: 7 (LMWH), 11 (UFH)
Heterogeneity: Tau?=0; Chi*=0.2, df=2(P=0.91); I’=0%
Test for overall effect: 7=0.84(P=0.4) . . . .

Favors LMWH 0.01 0.1 1 10 100 Favors UFH
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Anticoagulation for perioperative thromboprophylaxis in people

with cancer (Review)

Matar CF, Kahale LA, Hakoum MB, Tsolakian IG, Etxeandia-lkobaltzeta |, Yosuico VED, Terrenato |,
Sperati F, Barba M, Schiinemann H, AKl EA  cochrane Database of Systematic Reviews 2018, Issue 7. Art. No.: CD009447.

Analysis 1.5. Comparison 1 Low-molecular weight heparin (LMWH)
versus unfractionated heparin (UFH), Outcome 5 Major bleeding.

Study or subgroup LMWH UFH Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% Cl M-H, Random, 95% CI
Baykal 2001 0/42 0/51 Not estimable
Bergquist 1997 (ENOXACAN) 23/555 16/560 - 36.39% 1.45[0.77,2.72]
Boncinelli 2001 0/25 1/25 t 1.44% 0.33[0.01,7.81]
Dahan 1990 2/50 3/50 — 4.7% 0.67[0.12,3.82]
Fricker 1988 4/39 8/40 —_— 11.49% 0.51[0.17,1.57]
Gallus 1993 13/241 9/256 T 20.7% 1.53[0.67,3.52]
Goldhaber 2002 2/12 1/73 t 2.53% 2.03[0.19,21.87]
Kakkar 1997 9/665 15/677 —— 21.32% 0.61[0.27,1.39]
Onarheim 1986 0/25 1/27 e 1.44% 0.36[0.02,8.43]
Total (95% CI) 1714 1759 & 100% 1.01[0.69,1.48]
Total events: 53 (LMWH), 54 (UFH)
Heterogeneity: Tau?=0; Chi?>=6.55, df=7(P=0.48); 1’=0%
Test for overall effect: Z=0.05(P=0.96)

Favors LMWH 0.01 0.1 1 10 100 Favors UFH
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Pharmacological and Mechanical Thromboprophylaxis in
Critically Il Patients: a Network Meta-Analysis of 12 Trials

Jonghanne Park,™ Joo Myung Lee,** J Korean Med Sci 2016; 31 1828-1837
Jeong Seok Lee,® and Young-Jae Cho*

Comparison Odds ratio (95% Crl)
'MWH vs. Control —o— | 0.38 (0.18, 0.72)
UFH vs. Control —o— 0.45 (0.22, 0.83)
PC vs. Control *— 0.50 (0.20, 1.23)
LMWH vs. UFH o 0.86 (0.47, 1.48)
IPC vs. UFH 0 1.12 (0.41, 3.24)
Control vs. UFH —e—  225(1.20,4.46)

HBPM > Heparina no fraccionada como tromboprofilaxis en el pacientes *_‘: ;".:p:
criticos A




Effect of Antithrombotic Therapy on Clinical Outcomes in Outpatients
With Clinically Stable Symptomatic COVID-19
The ACTIV'4B Randomized Clinical Trial JAMA November 2, 2021 Volume 326, Number 17

Jean M. Connors, MD; Maria M. Brooks, PhD; Frank C. Sciurba, MD; Jerry A. Krishnan, MD; Joseph R. Bledsoe, MD; Andrei Kindzelski, MD;

E| Cumulative incidence of adjudicated primary end point Cumulative incidence of any acute medical event
154 154
Log-rank x2=3.55, P=.31
Treatment -
E =8 Aspirin 81 mg once daily =
E£ Apixaban 2.5 mg twice daily o
5z 107 Apixaban 5 mg twice daily - 109
=5 =T [ — Placeb o 2
Th = 83
L)
g Log-rank x2=3.60, P=.31 G
£8 s Ey 5 ‘
o E T =
— O a o
a Y =a
[
) | o
o 5 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 45
Days after treatment initiation Days after treatment initiation
Mo. at risk No. at risk
Aspirin 81 mg 144 144 144 144 144 144 144 144 143 140 Aspirin 81 mg 144 144 144 142 140 140 135% 138 137 134
Apixaban2.5mg 135 135 134 134 134 134 134 134 133 132 Apixaban 2.5mg 135 132 131 129 129 128 128 127 126 125
Apixaban5.0mg 143 142 141 141 141 141 140 140 140 137 Apixaban 5.0mg 143 138 135 134 132 131 130 129 129 126
Placebo 136 136 136 136 136 136 136 136 135 132 Placebo 136 135 134 132 130 130 130 130 129 126
The primary end point is defined as the composite of all-cause mortality, of any acute medical event is inclusive of all emergency department visits, all
symptomatic venous or arterial thromboembaolism, myocardial infarction, acute outpatient dinic visits, and all hospitalizations during the 45-day
stroke, or hospitalization for cardiovascular or pulmonary cause. The end point follow-up period, regardless of etiology. " Q - Y
=3 P BN,
- g
. = . - ;'\ Y ’; "*‘
La aspirina y los NACO no son eficaces en pacientes con COVID-19 = 3%
.
atendidos en la comunidad FE A4




Aspirin in patients admitted to hospital with COVID-19
(RECOVERY): a randomised, controlled, open-label,

platform trial

RECOVERY Collaborative Group*

100 7
/

/1
30

25
20

15

Mortality (%)

10

— Aspirin group
—— Control group

RR 0-96 (0-89-1.04)
Log-rank p=0-35

Number at risk
Aspirin group 7351
Usual care group 7541

1 [ I 1

7 14 21 28
Time since randomisation (days)
6859 6488 6228 6106
7035 6626 6360 6223

www.thelancet.com Published online November 17, 2021

Treatment allocation RR (95% Cl) p value
Aspirin (n=7351)  Usual care (n=7541)
Primary outcome
28 day mortality 1222 (17%) 1299 (17%) 0-96 (0-89-1.04) 035
Secondary outcomes
Median time to being discharged 8(5t0>28) 9(5to>28)
alive (IQR), days
Discharged from hospital within 5496 (75%) 5548 (74%) 1.06 (1-02-1-10)  0-0062
28 days
Receipt of invasive mechanical ~ 1473/6993 (21%) 1569/7169 (2%)  0.96(0-90-1.03) 03
ventilation or death*
Invasive mechanical ventilation 772/6993 (11%)  829/7169 (12%)  0-95(0-87-1.05) 0-32
Death 1076/6993 (15%) 1141/7169 (16%)  0.97 (0-90-1-04) 0:39
Subsidiary clinical outcomes
Use of ventilation 1131/4936 (23%) 1198/5036 (24%) 096 (0-90-1.03) 030
Non-invasive ventilation 1101/4936 (22%) 1162/5036(23%)  0:97 (0-90-1:04) 036
Invasive mechanical ventilation 296/4936 (6%)  325/5036(6%)  0.93(0-80-1.08) 035
Successful cessation of invasive 135/358 (38%)  135/372(36%) 1.08 (0-85-137) 054
mechanical ventilation
Renal replacement therapy 273/7291(4%)  282/7480(4%)  0-99(0-84-1: 17) 093

La aspirina no es eficaz en pacientes hospitalizados por COVID-19
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PLASMA DE CONVALECIENTES



Association between convalescent %
plasma treatment and mortality in COVID-19:

a collaborative systematic revieww BMCinfetiousDiseases  (2021) 21:1
and meta-analysis of randomized clinical trials

Cathrine Axfors'?, Perrine Janlaud?®!', Andreas M. Schmitt??, Janneke van't Hooft®, Emily R. Smith®,
Events, Events, % weight
Trial Country Plasma (n/N) Control (n/N) Favours Favours RR (95% CI) (random)
Plasma Control
Published
ILBS-COVID-02 India 315 1116 — — 3.20[0.37; 27.49) 0.1
PLACID India 34/235 31128 —— 1.07(0.68; 1.68] 14
RECOVERY United Kingdom 1389/5795  1408/5763 B 0.99[0.93; 1.05] 69.8
PLASM-AR Argentina 25228 12/105 —_— 0.96(0.50, 1.83] 0.7
PICP19 India 10/40 14/40 —_— 0.71[0.36, 1.41) 06
ChiCTR2000029757 China 852 12/51 —_—— 0.65[0.29;, 1.47) 0.4
IRCT20200310046736N1 Iran 331 5/31 —_ 0.60[0.16; 2.30) 0.2 .
NCT04342182 Netherlands 643 11/43 —_— 0.55[0.22; 1.34) 04 EI t t t
NCT04359810 United Stales 19150 18/73 —_— 0.51[0.29, 0.92) 0.9 ra a m Ien O Con
NCT04356534 Bahrain 120 2/20 0.50[0.05; 5.08] 0.1
NCT04479163 Argentina 280 4/80 0.50[0.09; 2.65] 04 I d
NCT04392414 Russia 2146 2/20 0.43[0.07; 2.87) 0.1 p asma e
ConPlas-18 Spain 038 4/43 0.01 [0.00; 2569.79) 0.0
Random effects model P 0.96 [0.88; 1.05] 74.7 H
e 70 <007, <0 convalecientes no
Unpublished =
NCT04332835 Colombia 649 2/51 —f————— 312066, 14.73} 0.1 d | t I d d
CCAP-2 Denmark 1398 3)46 E— -+ 2.03[0.61; 6.79] 02 re uce a mor a I a
LIFESAVER Italy 144 18 : 2.00 0.16; 24.33) 0.0 -
PLACO-COVID Italy 12/60 7/60 ——— 171[0.72; 4.05] 0.4 t
LACCPT Nigeria 7H1 811 — 1.17[0.58; 2.35) 0.6 en paCIen eS Con
RECOVER Germany 643 6/47 —_— 1.09[0.38; 3.13) 0.3
REMAP-CAP International 367/1082 323932 + 0.98{0.87;, 1.10) 19.7
COP-COVID-18 Mexico 7120 411 . 0.96[0.36; 2.57) 0.3 COVI D' 1 9
CONFIDENT Belgium 45150 51/151 — 0.89(0.64; 1.24] 26
NCT04385199 United States 320 2/10 : 0.75[0.15;, 3.79] 0.1
PCICOVID-19 Spain 238 3/36 0.63[0.11, 3.58] 0.1
NCT04403477 (a) Bangladesh 320 2.5H0 0.60[0.13, 2.68] 0.1
NCT04403477 (b) Bangladesh 320 2510 0.60[0.13; 2.868] 01
ASCOT Australia and New Zealand 1115 2/18 0.60[0.06; 5.99) 0.1
NCT04600440 Sweden 217 314 0.55[0.11; 2.84] 0.1
PERUCONPLASMA Peru 112 3/13 : 0.36[0.04; 3.02] 0.4
CPC-SARS Mexico 6431 811 —_—] 0.35[0.14, 0.87) 0.4
NCT04442191 United States 08 1/6 : 0.11 0.00; 17.06) 0.0
Co-CLARITY Philippines 0H3 0112 0.0 .
NCT04528368 Brazil 08 o8 0.0 . 2
CAPSID Germany 02 013 : 0.0 SN 1.-"‘
Random effects model e 097 [0.87; 1.07] 253 "-. Bagdls L,
Heterogeneity: 17 = 0%, ©°= 0, p = 0.64 E o o "
4 £ ¢ «
Random effects model [ 0.97 [0.92; 1.02) 100.0 h .‘*
Heterogeneity: I =0%, ¥ =0,p = 0.65 I I I 1 . " .
Test for overalleffect: p =025 0.1 05 1 2 5 2 "*"*

Risk Ratio (95% Cl)



Association between convalescent %
plasma treatment and mortality in COVID-19:

a collaborative systematic revieww BMCinfetiousDiseases  (2021)21:1
and meta-analysis of randomized clinical trials

Cathrine Axfors'?, Perrine Janiaud?®!', Andreas M. Schmitt??, Janneke van't Hooft®, Emily R. Smith®,
N patients N patients

Subgroups N Comparisons  Plasma  Control Favours Favours RR (C1 95%) P-value
Plasma Control
Publication status |
Published 13 6773 6514 - 096(0.88; 1.05) 095
Unpublished 18 1698 1445 e 097[0.87, 1.07]
Control type
Placebo 9 667 %8 ——— 0.77(047; 127 028
Standard df care 22 704 7591 + 098[0.94 1.02] EI efecto pOCO
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INMUNOGLOBULINA ENDOVENOSA



Intravenous immunoglobulins in patients with COVID-19-
associated moderate-to-severe acute respiratory distress
syndrome (ICAR): multicentre, double-blind, placebo-

controlled, phase 3 trial

Lancet Respir Med 2021

Aurélien Mazeraud, Matthieu Jamme*, Rossella Letizia Mancusi*, Claire Latroche*, Bruno Megarbane, Shidasp Siami, Jonathan Zarka,
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SINDROME DE COVID-19

PROLONGADO
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EXPOSURE
ONSET OF SYMPTOMS

Long COVID: An overview

Diabetes & Metabolic Syndrome: Clinical Research & Reviews 15 (2021) 869875

A.V. Raveendran ™", Rajeev Jayadevan ¢, S. Sashidharan
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Post-COVID-19 Syndrome and the Potential Benefits of Exercise
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e Sintomas con un tiempo de recuperacion y rehabilitacion
variable, relacionados con la severidad de la infeccion, el
dafio de organos y la condicion médica pre-existente al
momento de ocurrencia de la infeccion

- e Sintomas persistentes > 4-6 semanas desde el inicio de la
TIpO 2 infeccion

 Periodo de quiescencia o recuperacion casi completa
seguido de reaparicion de sintomas que persisten > 3
meses (3A) 0 = 6 meses (3B)

_  Asintomatico al momento del diagnostico de COVID-19;
T|p0 4 pero aparicion de sintomas después de 1-3 meses (4A) o >
3 meses (4B), de duracion variable

_ e Asintomatico o enfermedad leve al momento del diagndstico
Tlpo 5 de COVID-19; pero muerte subita dentro de los siguientes

12 meses
o _ _ _ , .ﬁ't
Feldman EL, Savelieff MG, Hayek SS, Pennathur S, Kretzler M, Pop-Busui R. - ‘
COVID-19 and diabetes: a collision and collusnon of two diseases. Diabetes Q ’”
2020 Dec;69(12):2549—-65. https://doi.org/10.2337/dbi20-0032. Epub 2020 F A
Sep 16. s A



CATEGORIAS DE SINDROMES DE COVID PROLONGADO

Sindrome de fatiga crénica

| | |

Sindrome cardio-respiratorio

Sindrome neuro-psiquiatrico

Sindrome gastrointestinal

Sindrome hepato-biliar

[ 1| 1| 1|

Sindrome musculo-esquelético

Sindrome tromboembadlico

Sindrome de inflamacion multisistémica/ Sindrome autoinmune

| | | | |

Sindrome renal/ genito-urinario

Sindrome dermatoldgico
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SINTOMAS EN PACIENTES CON COVID-19
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