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Infeccion SARS-CoV-2

ACE2 receptor
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Fig 1| SARS-CoV-2 S spike protein binds to the ACE2 receptor, which leads to proteolytic cleavage by TMPRSS2,
cathepsin L, and furin in the epithelial cell of the respiratory tract. The virus undergoes endocytosis, viral maturation,
replication, and release of more virus within the cytoplasm infecting the host cell. Consequences of infected cells
include pro-inflammatory cytokine secretion, microangiopathic vasculopathy, and B cell secretion of specific SARS-

CoV-2 antibodies

away A et al. Severe covid-19 pneumonia: pathogenesis and clinical management.
2021;372:n436. http://dx.doi.org/10.1136/bm|.n436




COVID-19

Stage | Stage Il Stage Il
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)

: A : B

Viral response phase

S

Host inflammatory response phase

Severity of lliness

Time course

Mild constitutional symptoms
Fever >99.6°F
Dry Cough, diarrhea, headache

ARDS
SIRS/Shock
Cardiac Failure

Shortness of Breath
Hypoxia (Pa02/Fi02<300mmHg)

Clinical
Symptoms

Lymphopenia, increased
prothrombin time, increased D-
Dimer and LDH (mild)

Elevated inflammatory markers
(CRP, LDH, IL-6, D-dimer, ferritin)
Troponin, NT-proBNP elevation

Abnormal chest imaging
Transaminitis
Low-normal procalcitonin

Clinical Signs




COVID-19: tratamiento

Table 2 | Therapeutic considerations for acute covid-19 by clinical syndrome/disease severity

Clinical scenario Pharmacologic interventions
Hospitalized for mild to moderate covid-19  Supportive care
(not hypoxemic) * No clear benefit for remdesivir or convalescent plasma
» Steroids have no demonstrated benefit and may cause harm
Hospitalized for severe covid-19, but not critical * Supportive care
(hypoxemic needing low flow supplemental * Corticosteroids (dexamethasone 6 mg/day x 10 days or until discharge or an
oxygen) equivalent dose of hydrocortisone or methylprednisolone)

* May consider remdesivir
* May benefit from use of tocilizumab.

Hospitalized for covid-19 and critically ill  Supportive care
(needing HFNC, NIV, IMV, or ECMO) * Corticosteroids (dexamethasone 6 mg/day x 10 days or until discharge or an
equivalent dose of hydrocortisone or methylprednisolone)
* May consider remdesivir
* May benefit from use of tocilizumab.

Attaway A et al. Severe covid-19 pneumonia: pathogenesis and clinical management.
MJ 2021;372:n436. http://dx.doi.org/10.1136/bmj.n436




COVID-19: Secuelas

Table 3 | Post-acute covid-19 complications by system

System Complications
Physical impairment « Seen in up to 80% after any critical illness and includes loss of muscle mass, neuromuscular weakness, fatigue, dyspnea, decreased exercise
tolerance, joint contractures, and sexual dysfunction.'”??
« Substantial muscle wasting and neuromuscular weakness are common following non-covid ARDS and can last for months or years,"”” with major
risk factors being corticosteroid use and intensive care unit length of stay'*
* Recent study from Italy of covid-19 patients with more than half reporting 3+ persistent symptoms, including fatigue (53%), dyspnea (43%), joint
pain (27%), and reductions in quality of life (44%)'”*
Mental health * For non-covid patients who were in intensive care unit, these include anxiety, depression, or post-traumatic stress disorder (PTSD) in 8% to 57% of
impairment cases'”®1%®
» Can also occur in family members of patients who were in intensive care units (known as PICS-family)
* Unique to covid-19 which increase the risk for mental health impairment include social isolation, loneliness, the stigma of the disease, limited
hospital visitation policy, and the psychological effect of the pandemic itself'*”
* In a study of 402 survivors of covid-19, a significant number of patients reported PTSD (28%), depression (31%), anxiety (42%), obsessive-
compulsive symptomatology (20%), and insomnia (40%) ?°°
Pulmonary impairment  « Persistent pulmonary symptoms are common after covid-19'”
* In a 3 month follow-up study in China of covid-19 patients (n=55), 71% had radiologic abnormalities including interstitial thickening and fibrosis,
and 25% had impaired diffusing capacity for carbon monoxide at three months following discharge®"
» An observational study from China of 51 covid-19 patients showed that 45% had abnormal computed tomography scans four weeks after
discharge’®
Cardiac impairment * Evidence for long term sequelae from covid-19 has been noted, including evidence of myocardial inflammation on magnetic resonance imaging
12-92 days following infection”®” ?*
Neurologic impairment « While the occurrence of stroke due to covid-19 is relatively rare, other conditions including impairment of consciousness, encephalitis, seizure,
encephalopathy, and “brain fog” have been reported 2-3 months after initial illness onset??*2°7
« Cognitive impairment is typically seen in 30-80% of patients who were in intensive care and includes memory loss as well as difficulty with
concentration, comprehension, and critical thinking”*®

Attaway A et al. Severe covid-19 pneumonia: pathogenesis and clinical management.
BMJ 2021;372:n436. http://dx.doi.org/10.1136/bmj.n436



Consumo antimicrobianos en Covid-19
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Systematic review

Antibiotic prescribing in patients with COVID-19: rapid review and
meta-analysis

Bradley J. Langford " *, Miranda So *“*°, Sumit Raybardhan °, Valerie Leung "/,
Jean-Paul R. Soucy “, Duncan Westwood ”, Nick Daneman "*”'°, Derek R. MacFadden '’

154 estudios, con mas de 30.000 pacientes
Todos con SARS-CoV-2 confirmados
Incluye adultos y ninos

74.6% recibio antibioticos

Coinfeccion estimada: 8,6%




Systematic review

meta-analysis
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Fig. 2. Classes of antibiotic prescribing in patients with COVID-19 by region. B, f-lactamase inhibitor. One course of polymyxins was prescribed in China.

Antibiotic prescribing in patients with COVID-19: rapid review and

Bradley J. Langford "* ", Miranda So *“:”, Sumit Raybardhan °, Valerie Leung ",
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Subgroup Total Patients Prevalence 95% C.I.
Multiple
Random effects model 40 62.5 [46.8; 76.0] -

geneity: not applh

Europe

Random effects model 5574 63.1 [41.7; 80.4] i
Heterogenelty: 1% = 99%, t° = 3.3266, 1, = 1415.19 (p < 0.01)

North America

Random effects model 2152 64.8 [54.0; 74.2) — -
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Random effects model 20587 76.2 [68.8; 82.3) -
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Fig. 3. Antibiotic prescribing in patients with COVID-19 by region.



Systematic review
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Children
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Heterogeneity: I = 76%, ©° = 0.4103, 1 = 9.98 (p = 0.35)

All :
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Random effects model 17955 83.4 [76.6; 88.5) = 5
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Fig. 4. Antibiotic prescribing in patients with COVID-19 by age group.

Subgroup Total Patients Prevalence 95% C.L
Hospital/Outpatient :
Random effects model 4062 59.3 [38.7; 77.1] -t
Heterogeneity: I° = 99%, ©° = 2.0106, -, = 947.16 (p < 0.01) :
Hospital :
Random effects model 25594 74.8 [67.8; 80.7] -
Heterogeneity: /° = 99%, ©° = 3.7635, 12s, = 4519.01 (p = 0) :
Hospital ICU :
Random effects model 967 86.4 [73.7; 93.6] .
Heterogeneity: I° = 94%, ©° = 1.2549, 13 = 53.47 (p < 0.01) :
Random effects model 30623 746 [68.3; 80.0] -
Heterogeneity: /° = 99%, * = 3.5258, Jis, = 5678.88 (p = 0) J ! ! ! ! !
Residual heterogeneity: I = 97%, 1, = 5519.64 (p = 0) 0 20 40 60 80 100
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Fig. 5. Antibiotic prescribing in patients with COVID-19 by healthcare setting.
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meta-analysis =
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Louise Lansbury **, Benjamin Lim”, Vadsala Baskaran®‘, Wei Shen Lim*

30 estudios seleccionados

3800 pacientes

/% de coinfecciones bacterianas
3% de coinfecciones virales




Co-infections in people with COVID-19: a systematic review and
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Figure 2. Forest plot of proportion of COVID-19 patients with bactenal co-infections. Subgroup analysis for ICU versus mixed ward/ICU settings.
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Consumo antimicrobianos en Covid-19

Azithromycin for community treatment of suspected >Wx®
COVID-19 in people at increased risk of an adverse clinical
course in the UK (PRINCIPLE): a randomised, controlled,

open-label, adaptive platform trial

PRINCIPLE Trial Collaborative Group* m

Summary
Background Azithromycin, an antibiotic with potential antiviral and anti-inflammatory properties, has been used to  Lancet 2021; 397: 106374

Pacientes con sospecha de COVID-19

Mayores de 65 anos o menores con comorbilidad
Ambulatorio (APS), 2265 pacientes

Auto-reporte de mejoria clinica




Azithromycin for community treatment of suspected > @ n
COVID-19 in people at increased risk of an adverse clinical
course in the UK (PRINCIPLE): a randomised, controlled,

open-label, adaptive platform trial

PRINCIPLE Trial Collaborative Group* m

Azithromycin plususual  Usual care alone Estimated treatment effect Probability of Probability of
care (95% Bayseian credible interval) meaningful effect  superiority
Primary outcomes (primary analysis population)
First reported recovery 402/500 (80%) 631/823 (77%)
Time to first reported recovery 7 (3tol7) 8(2to23) 1-08 (0-95to 1-23)* 023" o-89*
(days)
Hospitalisation or death at 16/500 (3%) 287823 (3w) 0-3% (-17 to 2-2)t o042t 0-641
28 days
Primary outcomes (SARS-CoV-2-positive analysis population)
First reported recovery 136/186 (73%) 163/236 (69%)
Time to first reported recovery 9 (4 to not reached) 13 (5 to not 112 (0-91-1-38)* 0-47* 0-86%
(days) reached)
Hospitalisation or death at 11/186 (6%) 17/236 (7%) 1-6% (-3-1to 6-2)F 0-431 o076+
28 days

Data are n/M (%) or median (IQR). HR=hazard ratio. * Estimated HR derived from a Bayesian piecewise exponential model adjusted for age and comorbidity at baseline,
with 95% Bayesian credible interval. HR =1 favours azithromycin. tEstimated absolute benefit in percentage of hospitalisation or death derived from a Bayesian logistic
regression model adjusted for age and comorbidity at baseline, with 95% Bayesian credible interval. A positive value favours azithromydn.

Table 2: Primary outcomes




open-label, adaptive platform trial

PRINCIPLE Trial Collaborative Group*®

Azithromycin for community treatment of suspected
COVID-19 in people at increased risk of an adverse clinical
course in the UK (PRINCIPLE): a randomised, controlled,

A
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recovered (recovered)
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Uzl care group 236 (0) 168 (77] 115 {125) BO(151) 65 (163)

Figure 2: Summary and results of the time to first self-reported recovery

(A} Primary analysis population. (B) SARS-CoV-2-pasitive analysis population. Primeaningful effect) isthe
Bayesian model-based estimated probability that the benefit in median time to recovery compared with uswal care
is at least 1.5 days. Pr{superiority) is the probability of superiority. treatment superiority is declared if
Prisuperiority} =0-39 versus uswal care. HR=hazard ratic. BCl=Bayesian credibility interval.




Azithromycin for community treatment of suspected
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COVID-19 in people at increased risk of an adverse clinical Aeithvomyinplos  Usval areslone  Estimated estmert. puaie
vsualcare (n=C00)  (n=5629) effect (95% CI)
- L]
course in the UK (PRINCIPLE): a randomised, controlled, Sty U000 AWEB N -
Time to sustained recovery 19 (7 to not 20(7 to mot 0-94 (0-81to 1-09)* 039
- f - {day=) reached) reached)
open-label, adaptive platform trial e
Time to alleviation of all I(1to7) I(1to7) 104 (0-91 to 1-19)* 057
PRINCIPLE Trial Collaborative Group*® symptoms (days)
Sustained alleviation of all ~ 338/422 (B0%) 475/510 (83%)
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Figure 3: Subgroup analysis of time to recovery outcome (concurrent rendomisation analysis population) admission
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Odds Ratio
(95% C1)

Age :

0-14 : Ref

15-44 ; 1.80(0.97, 3.34)

45-64 : 2.26(1.20,4.25)

65+ ; 206 (0.99, 4.28)
Sex :

Female Ref

Male il 073 (052, 1.04)
Type of contacts

Others : Ref

Household : —————— 8.27(5.13,13.35)

Shared meals : 2.90(1.46,5.77)
Index type :

Asymptomatic . Ref

Symptomatic : e — 3.79 (2.06, 6.95)
Regions :

Hubei E Ref

Guangdong —pe 1.02 (0.62, 1.70)

Jiangsu s i— 1.42 (0.86,2.36)

Zhejiang : 2.00(1.06,3.77)

Chongqing c—— 1.02 (058, 1.79)

r T t T T T 1
025 05 1 2 4 8 16
Lower risk of being positive Higher risk of being positive




Coronavirus (COVID-19)

5 Medidas basicas

Funcionan apllcadas en su conjunto
© Distancia fisica de 1,5m

© Mascarilla

© Higiene de manos y respiratoria

O Limpieza y desinfeccion del entorno

© Ventilacion adecuada




En resumen...

» |a COVID-192 es una infeccion viral que seguird con nosotros por bastante
tiempo

» Coinfecciones bacterianas son infrecuentes

= No se justifica terapia antibidtica empirica en APS ni hospitalizados

» |mportante educar y evitar autoprescripcion
= Urgencia antibidtica: shock (mala perfusion, hipotension)
» Uso antibidtico tiene costos: individuales y colectivos

» Resistencia antibiodtica es un problema mundial, asociado a mortalidad
= CUIDEMOS LOS ANTIBIOTICOS!




