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Unidad de Aislamiento del Carlos III acogera posibles
portadores del coronavirus que presenten "criterios de
gravedad"
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El Objetivo &
@ObjetivoLaSexta

José R. Arribas, especialista en enfermedades
infecciosas del @HospitalULaPaz: “El foco esta en los
paises asiaticos. Si uno tiene sintomas de gripe en
Espana, probablemente lo que tenga es gripe”

#0bjetivoCoronavirus
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Report of the WHO-China Joint Mission
on Coronavirus Disease 2019 (COVID-19)

16-24 February 2020

The Global Response & Next Steps

1. The COVID-19 virus is a new pathogen that is highly contagious, can spread quickly,
and must be considered capable of causing enormous health, economic and societal
impacts in any setting. It is not SARS and it is not influenza. Building scenarios and
strategies only on the basis of well-known pathogens risks failing to exploit all possible
measures to slow transmission of the COVID-19 virus, reduce disease and save lives.

https://www.who.int/docs/default-source/coronaviruse/who-china-joint-mission-on-covid-19-final-report.pdf
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En los hospitales con COVID-19
Nos estamos quedando sin equipos de proteccion
Nos podemos quedar sin camas de UVI

La respuesta frente a COVID-19 debe ser prioridad
nacional

Por favor RT

7:53 a. m. |10 mar. 2020} Twitter for iPhone

il Ver estadisticas del Tweet

11,2 mil Retweets 204 Tweets citados 7.997 Me gusta




Cumulative confirmed COVID-19 cases

Due to limited testing, the number of confirmed cases is lower than the true number of infections.

Spain
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Cumulative confirmed COVID-19 deaths

Due to varying protocols and challenges in the attribution of the cause of death, the number of confirmed deaths may
not accurately represent the true number of deaths caused by COVID-19.

Spain

100,000
80,000
60,000
40,000
20,000

0 [ ! ! T 1
Mar 3, 2020 Feb 24, 2021 Sep 12, 2021 Mar 31, 2022 Nov 15, 2022

Source: Johns Hopkins University CSSE COVID-19 Data cCcBY




warzo/ 2020

JORNADA VIRTUAL
DE ACTUALIZACION EN

SARS - CoV-2 Y COVID-19
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4/Marzo/2020

No hay ningun tratamiento
directo con eficacia
demostrada



Favipiravir 4/Marzo/2020
Ribavirin

Galidesivir

Favipiravir plus interferon-a (ChiCTR2000029600)

Favipiravir plus baloxavir marboxil (an approved influenza inhibitor
targeting the cap-dependent endonuclease) (ChiCTR2000029544).

Chloroguine and is being evaluated in an open-label trial
(ChiCTR2000029609)

Convalesctent plasma
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Clinical evidence does not support corticosteroid treatment (W ()

A bilak
for 2019-nCoV lung injury
QOutcomes of corticosteroid therapy* Comment
MERS-CoV Delayed clearance of viral RNA from respiratory tract®  Adjusted hazard ratio 0-4 (95% Cl 0-2-0-7)
SARS-CoV  Delayed clearance of viral RNA from blood? Significant difference but effect size not quantified
SARS-CoV  Complication: psychosis® Associated with higher cumulative dose, 10975 mg vs 6780 mg hydrocortisone equivalent
SARS-CoV  Complication: diabetes’ 33 (35%) of 95 patients treated with corticosteroid developed corticosteroid-induced diabetes
SARS-CoV  Complication: avascular necrosis in survivors® Among 40 patients who survived after corticosteroid treatment, 12 (30%) had avascular necrosis and 30 (75%) had osteoporosis
Influenza  Increased mortality® Risk ratio for mortality 1.75 (95% Cl 1-3-2-4) in a meta-analysis of 6548 patients from ten studies
RSV No clinical benefit in children*** No effect in largest randomised controlled trial of 600 children, of whom 305 (51%) had been treated with corticosteroids

CoV=coronavirus. MERS=Middle East respiratory syndrome. RSV=respiratory syncytial virus. SARS=severe acute respiratory syndrome. *Hydrocortisone, methylprednisolone, dexamethasone, and prednisolone.

Table: Summary of clinical evidence to date

Published online February 6, 2020 https://doi.org/10.1016/S0140-6736(20)30317-2
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5 Brain

Some COVID-19 patients

have strokes, seizures,

mental confusion, and brain
inflammation. Doctors are
trying to understand which

are directly caused by the virus.

6 Eyes

Conjunctivitis, inflammation
of the membrane that lines
the front of the eye and inner
eyelid, is more common in

A » ;\ the sickest patients.
cross section shows .

immune cells crowdingan 7 Nose

inflamed alveolus, whose Some patients lose their sense
walls break down during of smell. Scientists speculate
attack by the virus, that the virus may move
diminishing oxygen uptake. | up the nose’s nerve endings
Patients cough, fevers rise, | and damage cells.

and it takes more and more |

effort to breathe.

2 Liver |

Up to half of hospitalized |

patients have enzyme levels |

that signal a struggling liver

An immune system in

overdrive and drugs given |

to fight the virus may

be causing the damage. ‘

3 Kidneys

Kidney damage is common

in severe cases and makes 8 Heart and blood vessels
death more likely. The virus The virus (green) enters cells,
may attack the kidneys likely including those lining blood
directly, or kidney failure vessels, by binding to ACE2

may be part of whole-body receptors on the cell surface.
events like plummeting Infection can also promote blood
blood pressure. clots, heart attacks, and cardiac

; inflammation.
4 Intestines

Patient reports and biopsy data |
suggest the virus can infect the I ,
lower gastrointestinal tract, which ,
is rich in ACE2 receptors. Some 20% ‘ \
or more of patients have diarrhea. / \

V. ALTOUNIAN/SCIENCE

1. How does coronavirus kill? Clinicians trace a ferocious rampage through the body, from brain to toes | Science | AAAS. 2020;1-10.




COVID-19 TREATMENT

0,, VNI, VM ANTIVIRALS
MONOCLONAL ANTIBODIES

NEUMOLOGOS INFECTOLOGOS

INTENSIVISTAS INTERNISTAS
TROPICALISTAS

ANTICOAGULATION IMMUNOMODULATION

INTERNISTAS INTERNISTAS
HEMATOLOGOS REUMATOLOGOS
CARDIOLOGOS INMUNOLOGOS

IMMUNOSUPPRESSED LONG COVID




DECISIONES TERAPEUTICAS CUANDO NO HAY TRATAMIENTOS EFICACES

TRATAR
“Si no hago algo se va a morir”
“X funciona in vitro”
“Tiene sentido utilizarlo”
“En el hospital X lo estan usando”
”Hay datos en animales”
“A mi me ha ido bien”
“Lo ha dicho un experto”
“No es ético que le pueda tocar placebo”
“No podemos esperar a los resultados de
los ensayos”
”No tengo ningun ensayo clinico
disponible”

NO TRATAR
Si no hacemos un EECC nunca sabremos si
X es eficaz
X puede ser toxico e ineficaz
El voluntario al menos tiene un X% de que
le toque tratamiento activo
Es ahora cuando es mas importante hacer
el EECC
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Upanmcan

Treating COVID-19—0ff-Label Drug Use, Compassionate Use,
and Randomized Clinical Trials During Pandemics

A common interpretation of off-label use and compassionate use of drugs is that is that if the
patient died, they died from the disease, but if the patient survived, they survived because of the
given drug. This is not true.

If the disease is not 100% lethal and it is not known whether the experimental drug would help or
harm a patient (ie, a situation with true equipoise), then it is ethical to conduct an RCT. Without a
control group, it is not possible to accurately determine the harms of any experimental drug

Kalil AC. Treating COVID-19—Off-Label Drug Use, Compassionate Use, and Randomized Clinical Trials During Pandemics. JAMA [Internet] 2020 [cited 2022 Nov 17];323(19):1897-8. Available from:
https://doi.org/10.1001/jama.2020.4742




PROTOCOLOS, PROTOCOLOS, PROTOCOLOS

PROTOCOLO GLOBAL DE TRATAMIENTO COVID19

#E Hospital Universitario HULP ADULTOS
) COD: COVID

Hos | Carl []]
Saludhiadrid La I aZ Hnspﬁ,alplégnmalglgr?m EDICION 16

Fecha: 11/08/2020

BRIGHAM AND
WOMEN’'S HOSPITAL

Brigham and Women’s Hospital
COVID-19 Critical Care Clinical Guidelines

Updated: 3/23/2020
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Trial search Mation, Code of Primary Secondary Funding Recruiting Register Measure Ethical Study type

Province(City) disease Sponsor(s) sponsor(s) source status status committee

Trial search

Filter Options
Public title | [covip Scientific title | Subject ID ‘
Registration Status | | Al Registration number | Secondary ID ‘

Search More Options
311 trials have been registered
Historical Registration
e s Registration number Public title Type ime
Efficacy and safety of lipoic acid injection in reducing the risk of progression in
Interventional 2020003/02

Historical Versions ChiCTR2000030471 common patients with novel coronavirus pneumonia (COVID-13)
Maoming People’s Hospital

http://www.chictr.org.cn/enindex.aspx




B u.s. National Library of Medicine

ClhinicalTrials.gov

Home > Search Results

Modify Search Start Over

8617 Studies found for: COVID
Also searched for SARS-CoV-2. See Search Details
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PARA LA BUSQUEDA 'COVID' SE HAN ENCONTRADO 220 RESULTADOS




International Journal of Antimicrobial Agents 56 (2020) 105549

Contents lists available at ScienceDirect

Antimicrobial
A

gents

International Journal of Antimicrobial Agents

journal homepage: www.elsevier.com/locate/ijantimicag

Hydroxychloroquine and azithromycin as a treatment of COVID-19:
results of an open-label non-randomized clinical trial ©

20 pacientes
‘ 16 controles

)

Hydroxychloroquine and azithromycin as a treatment of COVID-19: results of an
open-label non-randomized clinical trial

P Gautret, JC Lagier, P Parola, L Meddeb... - International journal of ..., 2020 - Elsevier

Background Chloroquine and hydroxychloroquine have been found to be efficient on SARS-

CoV-2, and reported to be efficient in Chinese COV-19 patients. We evaluate the effect of
hydroxychloroquine on respiratory viral loads. Patients and methods French Confirmed

COVID-19 patients were included in a single arm protocol from early March to March 16 th,

to receive 600mg of hydroxychloroquine daily and their viral load in nasopharyngeal swabs

was tested daily in a hospital setting. Depending on their clinical presentation, azithromycin ...
v¢ Save YUY CiteI Cited by 5902 Iielated articles All 25 versions

Gautret P, Lagier J-C, Parola P, et al. Hydroxychloroquine and azithromycin as a treatment of COVID-19: results of an open-label non-randomized clinical trial. Int J Antimicrob Agents
2020;56(1):105949.




Donald J. Trump & L
@realDonaldTrump

HYDROXYCHLOROQUINE & AZITHROMYCIN, taken
together, have a real chance to be one of the biggest
game changers in the history of medicine. The FDA has
moved mountains - Thank You! Hopefully they will BOTH
(H works better with A, International Journal of
Antimicrobial Agents).....

10:13 AM - Mar 21, 2020 - Twitter for iPhone




International Journal of Antimicrobial Agents 56 (2020) 105549

Contents lists available at ScienceDirect

Antimicrobial

International Journal of Antimicrobial Agents e

journal homepage: www.elsevier.com/locate/ijantimicag

Hydroxychloroquine and azithromycin as a treatment of COVID-19: ) 20 pacientes
results of an open-label non-randomized clinical trial © e

16 controles

Annals of Internal Medicine IDEAS AND OPINIONS

A Rush to Judgment? Rapid Reporting and Dissemination of Results

and lts Consequences Regarding the Use of Hydroxychloroquine for
CovID-19

Gautret P, Lagier J-C, Parola P, et al. Hydroxychloroquine and azithromycin as a treatment of COVID-19: results of an open-label non-randomized clinical trial. Int J Antimicrob Agents
2020;56(1):105949.

Kim AHJ, Sparks JA, Liew JW, et al. A Rush to Judgment? Rapid Reporting and Dissemination of Results and Its Consequences Regarding the Use of Hydroxychloroquine for COVID-19. ANNals
of internal medicine [Internet] 2020;Available from: https://annals.org/aim/fullarticle/2764065/rush-judgment-rapid-reporting-dissemination-results-its-consequences-regarding-use




Figure. Global Google Trends search patterns for "hydroxychloroquine,” “chloroquine,” and "hydroxychloroquine shortage,”
16 to 22 March 2020.
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Date

The spike on 17 March corresponded with the publication of Gautret and colleagues’ report (4). The second spike on 20 March followed the UL5.
presidential press conference in which hydroxychloroguine was described as a treatment of coronavirus disease 2019.

Kim AHJ, Sparks JA, Liew JW, et al. A Rush to Judgment? Rapid Reporting and Dissemination of Results and Its Consequences Regarding the Use of Hydroxychloroquine for COVID-19. ANNals of
internal medicine [Internet] 2020;Available from: https://annals.org/aim/fullarticle/2764065/rush-judgment-rapid-reporting-dissemination-results-its-consequences-regarding-use




Some US protesters against COVID-19 restrictions promoted drugs not backed by evidence.




HOW COVID BROKE THE

EVIDENCE PIPELINE

SMALL SAMPLES

In one database of COVID-19 trials, 40% stated that
they were enrolling fewer than 100 patients — a
sample size that is generally too small to be useful.

Murmber of trials

10 10% 107 104 108 108 107
Number of participants

TOOMANY TRIALS?

Studies assessing drugs against COVID-19 included
250 trials of hydroxychloroquine — a duplication that
researchers say represents wasted effort.

== Hydroxychloroguine == Favipiravir

Convalescent- == Lopinavir+
plasma treatment ritonavir

= |[yermectin Tocilizumakb

Number of trials (cumulative)

1 1 I
Feb Apr Jun Aug Oct Jan Mar

2020 Registration date 2021»

Pearson H. How COVID broke the evidence pipeline. Nature [Internet] 2021 [cited 2022 Nov 16];593(7858):182-5. Available from: https://www.nature.com/articles/d41586-021-01246-x




Top Drugs Based on Enroliment Count and Study Numbers
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https://evidenceaccelerator.org/sites/default/files/2020-10/10.15%20Therapeutics%20Lab%20Meeting%20Summary.pdf




BMJ 2020;369:m1847 doi: 10.1136/bmj.m1847 (Published 12 May 2020) Page 1 of 2

m EDITORIALS

Waste in covid-19 research

A deluge of poor quality research is sabotaging an effective evidence based response

Of the 145 registered trials of hydroxychloroquine, for example, 32 have a planned
sample size of £100, 10 have no control group, and 12 are comparative but non-
randomised

https://www.bmj.com/content/bmj/369/bmj.m1847 full.pdf
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COVID-19 clinical trials: learning from exceptions
in the research chaos

Of the >2,000 planned drug studies
examining COVID-19 treatments (https://
www.covid-trials.org), most have delivered
little or no directly useful information'.

1. Tikkinen KAO, Malekzadeh R, Schlegel M, Rutanen J, Glasziou P. COVID-19 clinical trials: learning from exceptions in the research chaos. Nat Med [Internet] 2020 [cited 2022 Nov 10];26(11):1671-2. Available from:
https://www.nature.com/articles/s41591-020-1077-z




HOW COVID BROKE THE
EVIDENCE PIPELINE

ments prove to be ineffective —oreven harm-
ful —intrials. “The COVID-19 pandemic has
arguably been one of the greatest challenges
to evidence-based medicine since the term
was coined inthelastcentury,” Carley and his
colleagues wrote of the problems they were
seeing’.

Pearson H. How COVID broke the evidence pipeline. Nature [Internet] 2021 [cited 2022 Nov 16];593(7858):182-5. Available from: https://www.nature.com/articles/d41586-021-01246-x



MOTIVACIONES PARA HACER UN ENSAYO CLINICO DURANTE UNA PANDEMIA

INDIVIDUALES COLECTIVAS
« ACADEMICAS: Quiero ser autor, si es * Necesitamos saber, rapidamente, sin un
posible primero o ultimo farmaco funciona

 DE PRESTIGIO: Que me vean mis colegas

« ECONOMICAS: Mayor en los ensayos de la
industria

« MEDICAS: Quiero ofrecer a mi paciente al
menos la posibilidad de ser tratado con
un farmaco potencialmente eficaz
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PUBLISH OR PERISH
Vs.
DO THE RIGTH CLINICAL TRIAL OR PERISH
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COVID-19 SARS-CoV-2 preprints from medRxiv and bioRxiv

bicRxiv posts many COWVID | 9-related papers. A reminder: they have not been formally peer-reviewed and should not

guide health-related behavior or be reported in the press as conclusive.
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RETRACTED: Hydroxychloroquine or chloroquine with or without a
macrolide for treatment of COVID-19: a multinational registry analysis

Prof Mandeep R Mehra, MD 2 « Sapan S Desai, MD « Prof Frank Ruschitzka, MD « Amit N Patel, MD

Published: May 22,2020 « DOI: https://doi.org/10.1016/S0140-6736(20)31180-6 «

Sy Summary

Introduction

Background

e Hydroxychloroquine or chloroquine, often in combination with a second-generation macrolide, are being widely used for treatment

Results of COVID-19, despite no conclusive evidence of their benefit. Although generally safe when used for approved indications such as
autoimmune disease or malaria, the safety and benefit of these treatment regimens are poorly evaluated in COVID-19.

Discussion
Methods
Supplementary
Material We did a multinational registry analysls of the use of hydro&ychloroqume or chloroqulne with.orwithouta macrolide for treatment
of COVID-19. The registry: compnsed data from 671 hospltals in six cont "ents N e included ,tlents hospltallsed between Dec 20,
Riteranry 2019, and April 14, ZOZO,witha posiﬁvehboratery flndlng*for" ARS,-QOV‘ ) Patlents who received oneof the treatmen’ts of interest
Al within 48 h of diagnosis ¥ were included,inone of four treatment roups (chloroqulnealone chloroqu’ine with awmacrolfde
hydroxychloroquine alone, or hydroxychloroqume with a macrollde), and patients who received none of these treatments formed
Figures the control group. Patients for whom one of the treatments of interest was initiated more than 48 h after diagnosis or while they
— were on mechanical ventilation, as well as patients who received remdesivir, were excluded. The main outcomes of interest were in-

hospital mortality and the occurrence of de-novo ventricular arrhythmias (non-sustained or sustained ventricular tachycardia or
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Source https://www.cambridgeblog.org/2019/08/information-overload-in-the-legal-sphere/
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Randomised Evaluation of COVID-19 Therapy OX Ff_}ﬁ D
HOME  FORPATIENTS  FORSITESTAFF  RESULTS  NEWS  INTERNATIONAL  CASE STUDIES Search @
GLOBAL CUMULATIVE TOTALS

This international clinical trial aims to identify treatments that may be
beneficial for people hospitalised with suspected or confirmed COVID-19
43092 Participants

1 99 Active sites

Source: https://www.recoverytrial.net/




NE€e S\ 2 years on

ed Evaluation of COVID-19 Therapy

5 June 2020 15 January 2021 8 quje 2021
'Mo clinical benefit' 'No clinical benefit’ ASP'T'” fOU"Id
from hydroxychloroguine from convalescent plasma to be ineffective

29 June 2020 18 February 2021 3 March 2022

19 March 2020 Lopinavir-ritonavir RECOVERY International Baricitinib reduces deaths
First patient enrolled gives ‘no clinical benefit’ launches by about one-fifth

10 March 2020 16 June 2021
First draft Monoclonal antibody
protocol written 16 June 2020 -~ Februur;.- 202.1 combination reduces deaths
Dexamethasone reduces Corticosteroids with .
. o in people who have not
deaths by one-third tocilizumab reduces .
in sickest patient deaths b to a half mounted their own
in sickest patients eaths by up to a ha immune response
4 May 2020 14 December 2020 5 March 2021
10,000 patients enrolled Azithromycin found Colchicine found
to be ineffective to be ineffective

Source: https://www.recoverytrial.net/news/the-recovery-trial-is-two-years-old-today




30+
100 Hydroxychloroguine
25+
90+
Usual care
30_ 20_
704 157
$ 604 104
o .
‘i 504 54 Rate ratio, 1.09 (95% Cl, 0.97-1.23)
s P=0.15 by log-rank test
= 404
| | | |
0 7 14 21 28
30
20
10
0 I | | |
0 7 14 21 28
Days since Randomization
No. at Risk
Hydroxychloroquine 1561 1337 1227 1169 1137
Usual care 3155 2750 2525 2414 2360
Figure 2. Mortality at 28 Days.

1. The RECOVERY Collaborative Group. Effect of Hydroxychloroquine in Hospitalized Patients with Covid-19. N EnglJ Med [Internet] 2020 [cited 2020 Nov 15];NEJM0a2022926. Available from:
http://www.nejm.org/doi/10.1056/NEJM0a2022926




B Invasive Mechanical Ventilation (N=1007)
50
Rate ratio, 0.64 (95% Cl, 0.51-0.81)
40- Usual care
& 30
2z
gt Dexamethasone
e 204
=
10
0+ | | | |
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 683 572 481 424 400
Dexamethasone 324 290 248 232 228

1. The RECOVERY Collaborative Group. Effect of Hydroxychloroquine in Hospitalized Patients with Covid-19. N EnglJ Med [Internet] 2020 [cited 2020 Nov 15];NEJM0a2022926. Available from:
http://www.nejm.org/doi/10.1056/NEJM0a2022926
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Home » Research & Training » Medical Research Initiatives

ACCELERATING COVID-19 THERAPEUTIC INTERVENTIONS AND
VACCINES (ACTIV)

Source: https://www.nih.gov/research-training/medical-research-initiatives/activ




Home About REMAP-CAP COVID-19 The REMAP-CAP Team Resources Contact Us

pHE
REMAP-CAP

REMAP-CAP results

OR (95% Crl)
HKdroxychloroquine HCQ & :
Antivirals (severe state) opinavir/ritonavir (LPV/r _—
HCQ LPV/r combine 4 $
Hydrocortisone (fixed dose +-
Sarilumab A e
Anakinra —_—
Anticoagulation Therapeutic heparin (moderate —0—
(moderate and severe states) Therapeutic heparin (severe —
Immunoglobulin (severe state) Convalescent plasma —«—
Antiplatelet (severe state) Antiplatelet -—?———
i L} ) 1 ]
0.25 0.5 1.0 15 20 25
Favours usual care Favours treatment

Source: https://www.remapcap.org/covid19publications




Commentary

Accelerating clinical trial implementation in the context of the COVID-
19 pandemic: challenges, lessons learned and recommendations from
DisCoVeRy and the EU-SolidAct EU response group

EU-Response investigators group / Clinical Microbiology and Infection 28 (2022) 1-5 3
) * Contract written in2 languages (EN / National )
Czech Republic + 2 contracts drawn up per investigation centre
= National CTA regulatory requirement
» Validation by the ethics committee before

opening the sites

Decision to start drafting
CTA before signature of CA
* First, contractwith a CRO {intermediary)

Hungary «Second contract negotiation with each centre
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Fig. 1. Flowchart highlighting the legal hurdles encountered in DisCoVeRy. Acronyms: CA, Consortium Agreement; CTA, Clinical Trial Agreement; CRO, Contract Research Orga-
nization; EN, English.

Source: . Diallo A, Trgseid M, Simensen VC, et al. Accelerating clinical trial implementation in the context of the COVID-19 pandemic: challenges, lessons learned and recommendations from DisCoVeRy and the EU-SolidAct EU
response group. Clinical Microbiology and Infection [Internet] 2022 [cited 2022 Nov 3];28(1):1-5. Available from: https://linkinghub.elsevier.com/retrieve/pii/S1198743X21006121
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