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Objetivos de la charla

* Puesta al dia COVID-19

* Contexto Clinico del caso

* Examenes complementarios utiles en el diagnodstico y seguimiento
* Tratamiento de pacientes COVID-19 leves y moderados.



Puesta al dia COVID-19

SHORT VIEW SUMMARY

Definition Epidemiology Diagnosis

* The coronaviruses (CoVs) commonly cause * Community-acquired CoV infections * Laboratory diagnosis is best accomplished by
mild but occasionally more severe cause about 15% of common colds. finding viral RNA through polymerase chain
community-acquired acute respiratory They are typically epidemic in the winter reaction.
infections in humans. CoVs also infect a wide months. MERS has occurred in patients in the Theran
variety of animals, and several CoVs (e.q., Arabian peninsula and those who recently . Th Py ted effecti tiviral d
severe acute respiratory syndrome [SARS], traveled from this locale. Ere are no accepted & Ive antiral drugs

for CoVs.

Middle East respiratory syndrome [MERS])
have crossed the species barrier, producing
outbreaks of severe respiratory disease. As of

Microbiology
= CoVs are members of the Nidovirales order,
May 11, 2014, 537 cases of laboratory- single-stranded, positive-sense RNA viruses

confirmed MERS were reported to WHO with e e e R
145 deaths recombine frequently.

Prevention

* Prevention is through epidemiologic methods.
The SARS epidemic was halted through careful
case finding, quarantine, and use of barrier
precautions.
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Una cantidad significativa de la poblacién mundial contraera la infeccién por COVID-19.
*La evaluacion individual de riesgos y las estrategias de gestion son cruciales.
*E| estado metabdlico determina la gravedad clinica de COVID-19, desde asintomatica

hasta muerte.
*Los factores importantes incluyen dieta, nutricidon, edad, sexo, salud, estilo de vida y

medio ambiente. Project.
ECHO



Jen Babik, UCSF COVID-19 1D Clinical Working Group April 10, 2020

Guia para la Evaluacion clinica de COVID-19 en Adultos.

Contemple COVID-19 en pacientes con
NUEVA presentacidén de cualguiera de
los siguientes sintomas:

+ General: Fiebre, dolores musculares
Respiratorio: Tos, dificultad para
respirar, o sintomas del tracto
superior.

Gl: Nauseas, vomito o diarrea.
ORL: Cambios en el gusto o olfato
Ojos: Conjuntivitis

Viajeros de alto riesgo o contacto

Bioldgicos

+ Hematologia con diferenciacidn, panel
metabdlico basico, funcidén hepatica,
Proteina C reactiva, procalcitonina.
La importancia de otros marcadores
inflamatorios y la necesidad de
mediciones en serie no esta
determinada.
Mantener alta sospecha de COVID-1%
en presencia de leucopenia o
linfopenia.

Cuadro Clinico

* Fiebre: >75% de los pacientes hospitalizados pero
solo 50% en presentacion inicial.

* Mialgias: 10-50%

* Respiratorio: Tos 45-80%, disnea 20-50%. Sintomas
del Tracto Superior (Dolor de cabeza, dolor de
garganta, rinorrea) <20%

Gl: N/V, diarrea <30%; en 3-12% de los pacientes son
los dnicos sintomas presentes.

Cardiaco: multiples reportes de miocarditis

ORL: Cambios en el gusto y/o en 34-89%, pueden ser
los primeros sintomas.

* Ojos: conjuntivitis en 32%

reciente con p-erFas con COVID.
Analisis Clinicos y Marcadores

Microbiologia ¥

* RTPCR de COVID: en caso de ser
negativo pero con alta sospecha,
contemple obtener una segunda vez.
Pruebas de otros organismos
respiratorios.
Pruebas de esputo o hemocultivos.
**Co-Infecciones con otros
microorganismos pueden ocurrir y no
descartan COVID**

Anilisis Clinico y Marcadores Bioldgicos

* Cuentas blancas normales o disminuidas (leucopenia
17-45%, leucocitosis <25%); linfopenia en 33-85%

* Plaguetas tipicamente normales, pero disminuidas
en menos del 35% de los pacientes.
AST/ALT 1r en 4-35%
Proteina C Reactiva { en 61-86%, LDH 1t en 27-75%
PCT: 20.5 en 5-10% (mayor % en casos graves/UCI)
Troponina 1t en 7-28% —* {triesgo de
complicaciones, y muerte.
Marcadores de inflamacién elevados(PCR, Dimero-D,
IL-6, ferritina, TNFa) asociados con casos graves y
muerte.

Microbiologia

* La sensibilidad del COVID PCR no es clara pero hay
ocurrencia de falsos negativos; carga viral 1t
durante el inicio de la enfermedad y en muestras del
tracto inferior.
La tasa de confeccidn con otros microorganismos es
~0-14% (basada en data publicada sobre adultos.)
Presencia de otros microorganismos no excluye
COVID.

Radiologia *
Tele de torax en todos los pacientes.
Tomografia computarizada si existen
dudas del diagnostico.
Claves para COVID-15: Opacidades
bilaterales de vidrio esmerilado con
distribucidn periférica.

Radiologia

* Rxde térax anormal en 60-77%, y CT en 86-95%.

* Bilateral en >75% (Puede ser unilateral en casos
leves o enfermedad temprana).
Rx de Térax: opacidades bilaterales.
CT de Tdrax: opacidades bilaterales de vidrio esmeri-
lado y consolidaciones en parche con distribucidn
periférica. (>75%)

* Definicion del caso
S/ - NO *duda clinica valida

¢Qué examenes le realizo y orientan Dxy

seguimiento?

Hematologia completa y formula (VGB
*Iinfos, PFH, reactantes de fase aguday

coagulacién

 Confirmar Dx

PCR, cultivo de esputo, hemocultivos, Rx

Torax, TAC Toracica
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calificacion de recomendaciones (GRADE) para evaluar la certeza de

la evidencia y hacer recomendaciones.
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Figure 1. Approach and implications to rating the quality of evidence and strength of recommendations using the

GRADE methodology (unrestricted use of the figure granted by the U.S. GRADE Network)
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<+ Population: Most people in this situation would want the
recommended course of action and only a small proportion
would not

“* Health care workers: Most people should receive the
recommended course of action

“+ Palicy makers: The recommendation can be adapted as a
palicy in most situations

Strong

<+ Population: The majority of people in this situation would
want the recommended course of action, but many would not

%+ Health care workers: Be prepared to help people to make a
decision that is consistent with their own values/decision aids
and shared decision making

%+ Policy makers: There is a need for substantial debate and
involvement of stakeholders

3. Implication of the
Strength of Recommendation

Weak
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 Recomendacion 1,2,3 Entre pacientes hospitalizados con COVID-19, el panel de
directrices IDSA recomienda hidroxicloroquina / cloroquina, hidroxicloroquina /
cloroquina mas azitromicina, lopinavir / ritonavir sélo en contexto de un ensayo
clinico. (Brecha de conocimientog).

 Recomendacion 4 y 5 Entre pacientes hospitalizados con neumonia por COVID-19,
el panel de pautas IDSA se posiciona en contra del uso de corticosteroides.
(Recomendacién condicional, muy baja certeza de evidencia). En SDRA debido a COVID-19
IDSA recomienda uso de corticosteroides en contexto de un ensayo clinico.
(Brecha de conocimiento).

* Recomendacidon 6. Entre pacientes hospitzalizados con COVID-19, el panel de
directrices IDSA recomienda tocilizumab solo en contexto de un ensayo clinico.
(Brecha de conocimiento).

* Recomendacion 7. Entre pacientes hospitalizados con COVID-19, el panel de
directrices IDSA recomienda plasma convaleciente COVID-19 en contexto de un

ensayo clinico. (Brecha de conocimiento)
ECHO




Cunningham et al. Critical Care (2020) 24:91
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EDITORIAL Open Access

Treatment of COVID-19: old tricks for new ")
challenges

updates
Anne Catherine Cunningham' @, Hui Poh Goh' and David Koh'~

Sefialan que el tratamiento con inmunoglobulina humana se ha asociado con un riesgo
significativamente mayor de eventos trombadticos en el mismo dia (0.04 a 14.9%).

Falta de conocimiento sobre biologia basica del SARS-CoV-2, incluida la variabilidad y
mutacion del virus, el plasma recolectado localmente puede reflejar mejor el virus
circulante en la poblacion y podria ser una opcidn de tratamiento valida.

Algunos de los tratamientos pueden haberse probado por desesperacion, y entre estos,
algunos muestran una promesa inicial.

Es demasiado pronto para ver los resultados publicados de ensayos clinicos rigurosos.
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+—Home / News &Events / FDA Newsroom / Press Announcements / Coronavirus (COVID-19) Update: FDA Continues to Facilitate Development of Treatments

FDA NEWS RELEASE

Coronavirus (COVID-19) Update: FDA
Continues to Facilitate Development of
Treatments

f share in Linkedin | &% Email | & Print

"La respuesta agresiva del presidente Trump y las acciones audaces para mantener a los estadounidenses a
salvo de COVID-19 nos dieron un tiempo preciso para avanzar en la terapéutica y otras herramientas
necesarias”

Si bien no existen terapias o medicamentos aprobados por la FDA para tratar, curar o prevenir COVID-19,
existen varios tratamientos aprobados por la FDA que pueden ayudar a aliviar los sintomas desde una
perspectiva de atencion de apoyo.

*Sin embargo, 03.04.20 emitié una autorizacion de uso de emergencia para distribuir los dos medicamentos
de la reserva nacional para el tratamiento de pacientes hospitalizados con COVID-19.
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Journal of Critical Care

journal homepage: www.journals.elsevier.com/journal-of-critical-care

A systematic review on the efficacy and safety of chloroquine
for the treatment of COVID-19

Andrea Cortegiani **, Giulia Ingoglia ®, Mariachiara Ippolito?, Antonino Giarratano®, Sharon Einav "

' Department of Surgioel, Oncological ond Gral Science (DLChirOn 5. ), Section of Anoesthesia, Analgesia, Infensive Care and Emergency, Policlinice Pocle Gisccone, University of Polerma, [oaly
" Intensive Care Uit of the Sheare Zedek Medical Medical Centre, Hebrew University Faculty af Medicine, Jerusalem, [srpel

Cloroquina bloquea la | por virus al aumentar la presion endosdmica interfiriendo con la glucosilacion
del receptor celular del SARS.

Seis articulos (una carta narrativa, un estudio in vitro, un editorial, un consenso de expertos, dos
documentos de pautas nacionales) y 23 ensayos clinicos en curso en China.

Existe evidencia preclinica de efectividad y evidencia de seqguridad del uso clinico a largo plazo para

otros indicaciones para justificar la investigacion clinica sobre cloroquina en pacientes con COVID-19.

Se necesitan con urgencia datos de seguridad y datos de ensayos clinicos de alta calidad.




AGENTS UNDER INVESTIGATION FOR SARS-CoV-2

This table lists agents that are being investigated and/or theoretically considered for the management of
SARS-CoV-2-infected patients. At this time no recommendation can be made for any of these agents. In
general, they should be avoided without additional supporting evidence.

Agent

Comments

Anakinra

Interleukin-1 (IL-1) receptor antagonist hypothesized to quell cytokine storming. No
data for use as adjunctive therapy for COVID-13 currently. No clinical trials are
enrolling in China or the United States exploring this agent.

Arbidol (Umifenovir)

Antiviral used in Russia and China for influenza, being studied in Chinese clinical
trials (200mg by mouth three times daily for no more than 10 days) for COVID-19
claiming potent in vitro activity. No clinical data exist currently; not available in the
United States.

Baricitinib A Janus kinase family (JAK) enzyme inhibitor, suggested as a COVID-19 treatment
from artificial intelligence.®® No clinical data exist.
Bevacizumab Recombinant humanized monoclonal antibody which prevents vascular endothelial

growth factor (VEGF) association with endothelial receptors Fit-1 and KDR approved
for multiple cancers in the United States. Is on critical, national shortage. Being
evaluated in a clinical trial in China for COVID-19 (NCT04275414), no data exist at

Brilacidin

A host defense peptide mimetic in clinical development by Innovation
Pharmaceuticals. The company recently announced they will begin testing the
molecule against SARS-CoV-2 beginning the week of March 16, 2020.

Convalescent plasma

Convalescent plasma from patients who have recovered from viral infections has

been used previously for SARS-CoV-1, Middle East respiratory syndrome, Ebola, and
HIN1 influenza with reported success.® The safety and efficacy of convalescent
plasma transfusion in SARS-CoV-2-infected patients has not been established and no

Darunavir/cobicistat
but no in vitro or human data exist to support use at this time.
Disulfiram Thiuram derivative which blocks alcohol oxidation. Demonstrated ability to

competitively inhibit the papain-like proteases of SARS; however, no clinical data
exist.® No in vitro or dlinical data exist for COVID-15.

Eculizumab

Humanized, monoclonal IgG antibody that binds to complement protein C5 and
prevents formation of membrane attack complex (MAC). Being evaluated in a
clinical trial (NCT04288713) for COVID-19 to quell immune response, no data exist at
this time to support use.

Favipiravir

RMNA-dependent RNA polymerase inhibitor with broad-spectrum antiviral activity,
however, demonstrated high ECsp (decreased potency) against SARS-CoV-2 but was
effective in protecting mice against Ebola virus despite similarly high ECsq values.®
Currently being evaluated in Clinical Trial NCT04273763 for patients with COVID-19.
This agent is not FDA approved or available in the United States.

Galidesivir (BCX4430)

Nucleoside RNA polymerase inhibitor with reported wide spectrum of antiviral
activity, currently in pipeline of Biocryst Pharma and previously evaluated for Ebola
and other hemorrhagic fever virus infections.

Griffithsin

Algae-derived lectin and potent HIV entry inhibitor agent which demenstrated in
vitro activity against SARS-COV-1.5

VIG

IVIG remains on critical national shortage in the United States. The benefit in
patients with COVID-19 is unclear.

Nelfinavir

Nelfinavir, an HIV-1 protease inhibitor, might be active against SARS-CoV-2 based on
a pre-print publication that utilized homology modeling.®? No clinical data exist.

Niclosamide

Anthelminthic drug with in vitro efficacy against SARS-COV-1, however, low
absorption and oral bioavailability resulting in a wide range of serum concentrations
in healthy volunteers following a single dose may limit utility as antiviral
treatment.®

REGN3048

Human monoclonal antibody discovered by Regeneron that reportedly binds to the
5 protein of MERS-CoV. Currently in phase 1 trial in healthy volunteers
(NCT03301050). The company reportedly announced recruitment for phase 2 and 3
trials for SARS-CoV-2, however, these are not registered on ClinicalTrials.gov.

Sarilumab

IL-6 receptor antagonist FDA-approved for rheumatoid arthritis. Recently
announced a US-based trial will begin enrolling at medical centers in New York for
patients with severe COVID-19 disease.

Sofosbuvir

Antiviral used to treat hepatitis C, in vitro activity against SARS-COV-1, no clinical
data exist.®

TZL5-501

A novel, fully human anti-interleukin-6 receptor (anti-IL6R) by Tiziana Life Sciences.
The company recently announced they are moving forward with clinical
development for patient use in patients with COVID-19 and excessive IL-6
production.

Vitamin C

There is an ongoing clinical trial of 12g IV BID Vitamin Cin China for treatment of
COVID-19 (NCTD4264533). Use of this agent is not recommended at this time.

XueBiling

Chinese herbal medicine extract infusion formulation given at 100mL IV twice daily,
suggested as a “may consider” treatment for severe and critical cases in the
National Health Commission of the People's Republic of China: the COVID-13
Diagnosis and Treatment Guide, 7th Edition. This previously demonstrated improved
mortality in patients with severe community acquired pneumonia in China.%
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Opinion
COVID-19: A Brief Overview of the Discovery
Clinical Trial

Jean Jacgues Vanden Eynde

Formerly head of the Department of Organic Chemistry (F5), University of Mons-UMORNS, 7000 Mons,
Belgium; jean-jacques.vandeneynded@ex umons.ac.be

Received: 4 April 2020; Accepted: 9 April 2020; Published: 10 April 2020

Abstract: The outbreak of COVID-19 is leading to a tremendous search for curative treatments. The
urgency of the situation favors a repurposing of active drugs but not only antivirals. This short
communication focuses on four treatments recommended by WHO and included in the first clinical
trial of the European Discovery project.

Keywords: chloroquine; COVID-19; hydroxychloroquine; lopinavir/ritonavir; remdesivir;
repurposing; SARS-CoV-2
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Table 1. Most cited monoconal antibodies, antiviral drogs, and other small molecules in COVID-19

clinical trials.
Monoclonal antibodies
Mame MNumber of trials FDA-Approved Brand name Manufacturer(s)
as of April 8
(as of March 28)
Todlizumab 15 (&) 01,/082000 Actermnmra Rodhe
Sarilumab 504) 05/22727 kKevzara Sanoti and
Regeneron
Bevacdzumab 2 (02 26/ 2004 Avastin Roche
Antiviral drugs
MName MNumber of trials FD'A-Approved Brand name Manufacharer(s)
Lopinavir + Ritonavir 22 (14) 09152000 Kaletra, Aluvia | AbbVie
Umifenowir 10 (%) investigational Arbidol, Abidol | Awvailable in China
and Russia
Eemdesivir 9{9) investigational Gilead Sciences
Ceeltamivic 6 (4) 102711999 Tamiflu Gilead Sciences,
Roche
ASC9 or TMC-310911 5(3) investigational Janssen
Fawvipiravir 4(2) Approved in Japan | Avigan Toyama Chem
(2014)
Other small molecules
MName MNumber of trials FDA-Approved Brand name Manufachurer(s)
Hydroxychloroguine 58 (19) (4/18/1955 Flaguenil Sanofi
Chloroguine 23(12) 4/18/1955 Aralen Sanofi
Methylprednisolone 6(5) 10/24/1957 Depo-Medrol, several
Solu-Medrol
Losartan 502 (41471995 Act Losartan Actavis Pharma
Ciozaar several
Colchicine 4(2) 07 271941 Ciolchicine several
Thalidomide 2(N 07/16/1908 Thalidomid * Celgene
Baricitinib 2(2) 05/31/2018 Olumiant Eli Lilly & Co

* The product has been reintroduced in the market after it was withdrawn in 1961 dve to its
teratogenic effects (scandal of the Softenon babies).
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DEYELOPING COWID-19 VACCIMES AT PANDEMIC SPFEED

Vaccine Platforms, Their Attributes, and the Status of Vaccine Candidates.*

Attributes

Licensead
Platform

Current
Scale

Medium

Spead
Mo Fast
Yes Medium

Yas Show
Mo Medium

Candidates in Preclinical Development

Inovio Pharmaceuticals
Takis/Applied DMNA Sciences [Evvivax
Zydus Cadila

Sinowvac

Codagenix/ Serum Institute of India

Candidates in Phasa 1

GeoWax /BravoVax

Janssen Pharmaceutical Companies
University of Oxford

Altimmune

areffesx

Waxart

Sipessolion

CanSino Biologics
(ChiCTR20000
30906)

Protein subumnit

Replicating viral
vector

Mo

Yes

Yes Medium
to fast

Yes Medium High

WRAIR/US. Army Medical Research
Institute of |nfecticus Diseases

Clover Biopharmaceuticals Incf/G5K

Waxil Bio

Al Vaccines

Genrex| EpiVax/University of Georgia

Sanofi Pasteur

M v e e

Heat Biclogics/ University of Miami

University of QueenslandG5E] Baylor
College of Medidine iBio/CC-Pharming

Lydus Cadila
Institut Pastewr(Themis

Tonk Pt Southern B |

RMA

Mo

Mo Fast Low to

medium

Fudan University {Shanghai liacTong
University RMACure Biopharma
Thina CODC Tongji University fStermina

Arcturus/Duke-MNUS
Imperial College London Curewvac

Uncertain

Moderna/MI1AID
[(MCTO4Z83461)

University of Pittsburgh
University of Saskatchewan
ImmiunoPrecise

MIGAL Galilee Research Institute
Doherty Institute

Tulane University

= Attributes refer to general attributes of the platform, and assessments are not intended as inferences about a particular candidate. MI1AID
denotes Mational |nstitute of Allergy and |nfectious Diseases, and WRAIR Walter Reed Army Institute of Research.

Developing Covid-19 Vaccines at Pandemic Speed

Nicole Lurig, M.D., M.S.P.H, Melanie Saville, M.D., Richard Hatchett, M., and Jane Halton, A.Q,, P.SM.
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jGracias por su atencion!




