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Agenda

e Epidemiologia y caracteristicas clinicas.

e Patogenia de la IRA en la infeccion por SARS
CoV2

e Mecanismos fisiopatolégicos de la IRA



SARS COV-2 / COVID-19. Desafio para describir una
nueva enfermedad
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De los Endotipos a los Fenotipos

Genes Airway Lung The
expression histology Function patient
Severe asthma phenotyping
Genetics Microbiome Remodeling Symptoms
Epigenetics Immunity Bronchial hyperresponsiveness Comorbidity
Transcriptome Inflammation Obstruction Quality of life
Proteome
Metabolome

ERS/ATS Guidelines on Severe Asthma. ERJ 2014;43:343-373



Espectro clinico del COVID-19
N=1
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Curso clinico y factores de riesgo
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Curso clinico y factores de riesgo
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Esquema fisiopatogénico de SARS-CoV-2 y estrategia terapéutica multiple
Estadio | Estadio Il . Estadio Il A -
- Infeccién Precoz Fase Pulmonar | Fase Hiperinflamatoria LDH
s = A i B | (SHF/SAPh like) PCR
g : | IL-6
. 1 Dimeros-D
S Fase de Respuesta Viral _ .
E P Fase de (Hiper) iﬁ;’]‘;‘”a
i Resni=-" Troponinas
© Trombosis | IS
g Linfocitos
Pl t
> Fase de Respuesta Inmune (claudicacion) gL
2 ] :
Neumonia Leve-Moderada Neumonid grave
4 Curso evolutivo
‘g Sintomatologia constitucional, Disnea, Hipoxemia SHF reactivo, SAPH-like, SDRA,
E Fiebre, tos seca, diarrea, cefalea, (PaD2/FiO2 < 300 mmHg) Sepsis/Shock, Fallo cardiaco
alteraciones gusto y olfato
- L ; ;
E Linfocitosis o inicio linfopenia, Infiltrados pulmonares (bilaterales) Ele"afm“ d? rnan:adnr?_s mflamatun_ns y de
3 aumento de PCR, tiempo de Elevacién de transaminasas, d'““““'ﬁr”_end““"a' 0 mf‘g"‘la':'ﬁ“
G protrombina, Dimeros-D y LDH PCT normal o baja, Linfopenia creciente (LDH, Ferritina, PCR, IL-6, Dimeros-D],
Aumento de troponina y pro-BNP

Modificado de Siddigqi et al JHLT 2020.
Protocolo de Hospital Universitari v politecnic.La Fe . Valencia- Espana.



g’@ World Health
Lab diagnostic /Y Organization

———

Isolation/hospitalization

Recovery

Moderate

Isolation/hospitalization 1

ICU
Immediate Goals Intermediate Goals Long-term goals

Diagnostics: RNA assays, antibody Diagnostics: Multiplex Diagnostics: Prognostic markers

& antigen assays, point of care diagnostic platforms

detection

Therapeutics: Remdesivir, Therapeutics: intravenous Therapeutics: Innovative approaches
favipiravir, chloroquine, plasma, immunoglobulin (IVIg) (CRISPR-CAS; RNAi; Cell-based;

TCM positive hits from library screening)

Vaccines: Development of animal Vaccines: mRNA candidates Vaccines: inactivated candidates and
models and candidate viral vectors subunit candidates




Agenda
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Inmunopatologia del SDRA
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e PROGRESS

lymph nodes and kidney'*"", as observed in
post-mortem analysis.

Pathological inflammation in patients ™ i ey smorasy

seen in COVID-19 is associated with excessive

With COV' D'l 9: a key rOIQ for inflammation, a better understanding

of the immunological underpinnings of
m O n Ocyte S a N d m a C rO p h age S the differential responses seen in patients
infected with SARS-CoV-2 is necessary to
B . better identify therapeutic targets. Dozens of
Miriam Merad and Jerome C. Martin®) immunomodulatory agents are rapidly going

nature Reviews | Immunology. volume 20 | June 2020 | 355
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Epithelial Vascular Fibrotic Inflammatory

Jan von der Thisen, Menno van der Eerden. Histopathology and Genetic
Susceptibility in COVID-19 Pneumonia.
Eur J Clin Invest. 2020 Apr 30. doi: 10.1111/eci.13259
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EDITORIAL

COVID-19 pneumonia: different respiratory e

treatments for different phenotypes?

Luciano Gattinoni'”, Davide Chiumello®, Pietro Caironi®*, Mattia Busana', Federica Romitti', Luca Brazzi®
and Luigi Camporota®
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COCLUSIONES

e La COVID 19 tiene un espectro clinico amplio.

e La patogenia de la IRA por infeccidon por SARS
Cov -2 no es igual a un a la del SDRA

e Los mecanismos de hipoxemia pueden ser
multiples y su evaluacion temprana permitira
mejorar nuestra aproximacion terapéutica.



