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* Doravirine

* Posaconazol

* |slatravir

* Pneumococcal 15-valent conjugate Vaccine
* Molnupiravir

* V116
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Primary Efficacy Endpoint (MITT Population)
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MOV reduced the incidence of hospitalization or death through Day 29, particularly in subgroups with risk factors

25 # MOV 200 mg n=74

® MOV 400 mg n=77

® MOV 800 mg n=74

® MOV Combined n=225
“ Placebo n=74
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Incidence of hospitalization
or death (%)

Overall Increased risk* TSSO <5 days TSSO <5 days & Participants >60 years
increased risk*

Cl, confidence interval. MOV, molnupiravir. MITT, modified intent fo treat. n, number of participants included in the treatment arm. PBO, placebo. TSSO, time since onset of COVID-19 signs/symptoms to randomization. Corresponding
confidence intervals are based on Miettinen & Nurminen method. The MITT population included all randomized participants who received 21 dose of study medication and was based on the study medication to which participants were
randomized. *Protocol-defined nsk factors were age >60 years, active cancer, chronic kidney disease, chronic obstructive pulmonary disease, immunocompromised/solid organ transplant recipient, obesity (body mass index 230), serous
heart conditions (heart failure comnary arery disease andlor cardiomvonathies) diahetes mellifus and sickle cell disease
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ORIGINAL ARTICLE

Phase 2/3 Trial of Molnupiravir for Treatment of
Covid-19 in Nonhospitalized Adults

Yoseph Caraco, M.D.", Gordon E. Crofoot, M.D., Pablo Andres Moncada, M.D.?, Anna Nikolaevna Galustyan, M.D.**,
Dany Badibanga Musungaie, M.D.%, Brendan Payne, M.D.”, Evgeniy Kovalchuk, M.D.%, Antonio Gonzalez, M.D?,
Michelle L Brown, B.5.'%, Angela Williams-Diaz, B.5.'°, Wei Gao, Ph.D.'®, Julie M. Strizki, Ph.D.'°, Jay Grobler, Ph.D."",
Jiejun Du, Ph.D.'°, Christopher A. Assaid, Ph.D.'%, Amanda Paschke, M.D.*", Joan R. Butterton, M.D."%,

Matthew G. Johnson, M.D.'", Carisa De Anda, Pharm.D.'", on behalf of the MOVe-OUT Study Group

Abstract

BACKGROUND Safe and effective oral treatments are needed to improve clinical out-
comes for nonhospitalized patients with Covid-19. Molnupiravir is an orally administered,
small-molecule ribonucleoside prodrug shown to inhibit replication of severe acute respi-
ratory syndrome coronavirus 2 in vitro and in animal models.

METHODS MOVe-QUT is an ongoing, phase 2/3, randomized, placebo-controlled, dou-
ble-blind study evaluating the safety, efficacy, and pharmacokinetics of molnupiravir in
nonhospitalized adults. In the phase 2 component, participants had mild or moderate,
laboratory-confirmed Covid-19 with sign/symptom onset up to (and including) 7 days
before randomization. Participants were randomly assigned 1:1:12 to receive 200, 400, or
8oomg of molnupiravir or placebo twice daily for § days, stratified by time since sign/
symptom onset and by being at increased risk for severe illness from Covid-1g. The pri-
mary efficacy end point was the proportion of participants who were hospitalized and/or
died through day 29.

RESULTS The phase 2 component randomly assigned 3oz participants to treatment;
baseline characteristics were comparable across treatment groups. Molnupiravir had no
apparent dose-related effect on adverse events, and no clinically meaningful abnormali-
ties in laboratory test results were observed in relation to dose or treatment. Eleven
participants were hospitalized or died through day 29. Of 225 participants in the com-
bined molnupiravir group, 7 (3.1%) were hospitalized or died, compared with 4 of 74
participants (5.4%) in the placebo group. Subgroup analyses suggested lower incidences

of hospitalization and/or death in the molaupiravir versus placebo groups in partici- The author affiliations are liged

ar the end af the anticle.
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both symptom onset up to (and including) § days before randomization and increased Galopiag Hill Rit, Kevibearth,

risk for severe illness. NJ o703

pants older than 6o years of age, those with increased risk for severe illness, those
with symptom onset up to (and including) 5 days before randomization, and those with
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SECRETARIA DEPARTAMENTAL DE SALUD \  4.511.960

ctualizacién domingo, julio 11, 20

VALLE DEL CAUCA

Distribucion de Casos por Municipio de Residencia

Casos Cakid Casad Caked
VALLE DEL CAUCA Nombre Municipio  puiiiiio  fosthes  TI Meaiced  mertallind
3 54 ?09 Cali 2.088 240,062 67 68% 45 G.244
. Buenaventura Yl 9.219 2,60% 1 465
HOY 3.015 Palmira 156 20.328 5.73% a 928
Tulud 98 13.295 375% 3 566
CALI Buga 94 9.906 2.79% 4 304
240 062 Cartago 59 9.686 2.73% 1 388
o Jamundi 58 T.776 2.19% 2 201
HOY 2.088 Yumbo 101 6,632 1,87% 3 232
Candelaria 32 3.352 0,94% 1 142
BUENAVENTU RA El Cerrito 21 2.657 0.75% 4 129
9 21 9 Zarzal 25 2.281 0,64% 1 89
L Florida 14 2.293 0,65% o 169
HOY 31 Roldanille 16 3.059 0.86% 1 100
Sevilla 24 2.916 0.82% o 71
Pradera o 1.553 0.44% o 109
Dagua 13 1.427 0.40% 1 76
Guacari 13 1.418 0,40% 1 58
Caicedonia 20 1.856 0.52% o 74
Ginebra a8 823 0.23% o 30
/{“'AN EJO EN CASA Bugalagrande 11 1034  0,29% 0 41
La Unidn a8 1.396 0.39% o 77
ﬁ 19.846 Obando 6 576 0,16% 1 45
Andalucia T 739 0.21% o 47
San Pedro 18 T28 0.21% o 19
H OSPITAL Calima 8 1.069 0.30% o EX
1 3 900 Alcald 9 495 0.14% o 25
L Vijes 10 548 0,15% o 24
HOY 3300 Restrepo 3 716 0,20% o 31
Yotoco 2 G20 0.17% o 23
uci Trujilla 0 606 0,17% 0 23
B 592 Ansermanuevo 2 512 0.14% o 44
b Toro 7 400 0.11% o 19
HOY 849 Riofric 3 348 0,10% o 29
La Cumbre & 429 0,12% o 18
FALLECIDOS La Victoria 5 552 0,16% o 36
1 0 954 Versalles 2 354 0,10% o 4
L Ullea ] 187 0,05% o G
HOY 77 El Dovio o 257 0,07% o 12
Baolivar 3 240 0,07% o 10
RECUPERADOS Argelia & 142 0,04% 0 7
El Caira 2 151 0,04% o 4
‘ 31 9-?60 El Aguila [\ 129 0,04% 0 4
Fuera del valle o 1.5942 0.55% o o
Valle del Cauca 3.015 354.709 100% T7 10.954
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By M s i Fundacion Valle del Lili

Santiago de Cali, junio 21 del 2021
Hora: 3:00 p.m.

La Fundacién Valle del Lili informa que debido a la situacion actual de la pandemia
provocada por el SARS-COV-2, la Institucién se declara nuevamente en estado de
emergencia hospitalaria. Nuestras dreas dedicadas a la atencion de pacientes con
enfermedad respiratoria presentan niveles de ocupacién superior al 200% de nuestra
capacidad. Por esta razén y en conjunto con el Centro Regulador de Urgencias,
Emergencias y Desastres (CRUE) para los pacientes con diagnostico confirmado de Covid -
19, se definira la Institucién Prestadora de Salud (IPS) que, de acuerdo con el nivel de
complejidad del caso, sera la entidad que maneje el paciente y se realizara el debido
proceso de remision.

Ante esta situacion, hacemos un llamado a la comprension y solidaridad e invitamos a la
comunidad a continuar con los protocolos de autocuidado, uso correcto del tapabocas,
lavado de manos frecuente, distanciamiento fisico y evitar aglomeraciones para disminuir
el riesgo de contagio de COVID-19.

Nuestros servicios de Urgencias no respiratorias, Hospitalizacion, Consulta Externa,
Laboratorio Clinico e Imagenes Diagnosticas continian operando normalmente para
ofrecer a nuestros pacientes una atencién oportuna y bajo todos nuestros estandares de
calidad y bioseguridad con la que hemos venido operando desde el inicio de la pandemia,

Oficina de Comunicaciones
Fundacién Valle del Lili.

423 i America

LATINA economia
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MK4482-002
Colaboracion para
investigar posibles
opcuones de tratamiento

— ¢ Dio positivo
Pa ra Covid-19 y
esta sintomatico?

Considere este estudio de
investigacion clinica.

Obtenga informacion sobre un
ensayo de investigacion clinica
para adultos con COVID-19

y evaluar si puede participar.

b
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~ Durante este ensayo clinico, los e
Investigadores pondran a prueba un

medicamento antiviral en estudio en personas

que dieron positivo por COVID-19 para saber:

e Cuadl es la eficacia del medicamento contra COVID-19.
e En qué medida es seguro.

*En qgé medida el organismo tolera el medicamento antiviral en
estudio.

[ J . . oy (a8 . .
Si el medicamento antiviral en estudio puede reducir los
sintomas, el tiempo de recuperacion y las hospitalizaciones.
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MUNDO HOY: EstadosUnidos | salud | mundo | covid | FDA | Molnupiravir

@ Escuchar este articulo

Estados Unidos acuerda compra de pildora
anticovid si es aprobada por autoridades

Junio 09,2021-11:52a.m. | Por: Agencia AFP
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Informacion de familiares a posibles
participantes

Transporte inicial

Estado del paciente para asistir a citas

Paciente con alto valor pre-test
* Ag SARS CoV 2 - Negativo
* PCR -Sin aumento de la sensibilidad
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The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 18132 FEBRUARY 10, 2022

VOL. 386 NO.G6

Molnupiravir for Oral Treatment of Covid-19

in Nonhospitalized Patients

A. Jayk Bernal, M.M. Gomes da Silva, D.B. Musungaie, E. Kovalchuk, A. Gonzalez, V. Delos Reyes,
A. Martin-Quirgs, Y. Caraco, A. Williams-Diaz, M.L. Brown, ]. Du, A. Pedley, C. Assaid, J. Strizki, ].A. Grobler,
H.H. Shamsuddin, R. Tipping, H. Wan, A. Paschke, ].R. Butterton, M.G. Johnson, and C. De Anda,

for the MOVe-OUT Study Group®

ABSTRACT

BACKGROUND

New treatments are needed to reduce the risk of progression of coronavirus disease
2019 (Covid-19). Molnupiravir is an oral, small-molecule antiviral prodrug that
is active against severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2).

METHODS
We conducted a phase 3, double-blind, randomized, placebo-controlled trial to
evaluate the efficacy and safety of treatment with molnupiravir started within 5 days
after the onset of signs or symptoms in nonhospitalized, unvaccinated adults with
mild-to-moderate, laboratory-confirmed Covid-19 and at least one risk factor for
severe Covid-19 illness. Participants in the trial were randomly assigned to receive
800 mg of molnupiravir or placebo twice daily for 5 days. The primary efficacy end
point was the incidence hospitalization or death at day 29; the incidence of adverse
events was the primary safety end point. A planned interim analysis was performed
when 50% of 1550 participants (target enrollment) had been followed through day 29,

RESULTS

A total of 1433 participants underwent randomization; 716 were assigned to receive
molnupiravir and 717 to receive placebo. With the exception of an imbalance in sex,
baseline characteristics were similar in the two groups. The superiority of molnupi-
ravir was demonstrated at the interim analysis; the risk of hospitalization for any
cause or death through day 29 was lower with molnupiravir (28 of 385 participants
[7.3%]) than with placebo (53 of 377 [14.1%]) (difference, —6.8 percentage points;
95% confidence interval [CI], —11.3 to —2.4; P=0.001). In the analysis of all partici-
pants who had undergone randomization, the percentage of participants who were
hospitalized or died through day 29 was lower in the molnupiravir group than in
the placebo group (6.8% [48 of 709] vs. 9.7% [68 of 699]; difference, —3.0 percentage
points; 95% CI, 5.9 to —0.1). Results of subgroup analyses were largely consistent
with these overall results; in some subgroups, such as patients with evidence of
previous SARS-CoV-2 infection, those with low baseline viral load, and those with
diabetes, the point estimate for the difference favored placebo. One death was
reported in the molnupiravir group and 9 were reported in the placebo group
through day 29. Adverse events were reported in 216 of 710 participants (30.4%)

in the malnuniravir sronn and 231 of 701 (33.0%) in the nlaceho oronn.

The authors' full names, academic de-
grees, and affiliations are listed in the Ap-
pendix. Dr. De Anda can be contacted at
Merck, 309 Sumneytown Pike, Morth
Wales, PA 19454,

#The members of the MOWe-OUT study
group are listed in the Supplementary
Appendix, available at NE|M.org.

This artiche was published on December
16, 2021, and updated on February 10,
2022, at NE|M.org.

N Engl | Med 2022,386:509-20.
DO1: 10.1056/NE] MoaZ116044
Coppright £ 2021 Mossschuseiis Medical Sechety.
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Annals of Internal Medicine

ORIGINAL RESEARCH

Effect of Molnupiravir on Biomarkers, Respiratory Interventions,

and Medical Services in COVID-19

A Randomized, Placebo-Controlled Trial

Matthew G. Johnson, MD; Amy Puenpatom, PhD; Pablo Andrés Moncada, MD; Lesley Burgess, MEChB, MMed, M5c, PhD;
Elizabeth R. Duke, MD; Neric Ohmagari, MD, MSc, PhD; Timo Wolf, MD; Mattec Bassetti, MD, PhD;

Sanjay Bhagani, BSc (Hens), MB, ChB; Jade Ghosn, MD, PhD; Ying Zhang, PhD; Hcmg Wan, PhD; Angela Williams-Diaz, BS;
Michelle L. Brown, BS; Amanda Paschke, MD, MSCE; and Carisa De Anda, Pharm

Background: In the MOVe-OUT trial, melnupiravir showed
a elinically meaningful reduction in the risk for hospitalization
ar death in adults with mild to moderate COVID-19 and risk
factors for progression to severe disease.

Objective: To identify other potential clinical benefits of
molnupiravir versus placebo.

Design: Secondary analysis of the randomized, double-
blind, placebo-controlled phase 3 eomponent of MOVe-OUT.
[ClinicalTrials.gev: NCT04575597)

Setting: 107 sites globally.

Participants: 1433 nonhospitalized adults aged 18 years or
older with mild to moderate COVID-19.

Intervention: Malnupiravir, 800 mg, or placebo every 12
hours for 5 days.

Measurements: Changes from baseline in C-reactive pro-
tein (CRF) concentration and oxygen saturation (Spog), need
for respiratory interventions (including invasive mechanical
ventilation), and need for medical services in all randomly
assigned participants through day 29, and need for respira-
tory interventions and time to discharge in the subgroup of
participants who were hospitalized after randemization.

Results: Participants receiving molnupiravir showed faster nor-
malization of CRP and Spop, with improvernents observed on
day 3 of therapy, compared with placebe. Malnupiravir-treated
participants had a decreased need for respiratory interventions
versus placebo-treated participants (relative risk reduction [RRR],
34.3% [95% CI, 4.3% to 54.9%]), with similar findings in partici-
pants who were hospitalized after randomization (RRR, 21.3%
[Cl, 0.2% to 3B.0%]). Hospitalized participants who received mal-
nupiravir were discharged a median of 3 days before those
who received plaoebc. Acute care visits (7.2% ws. 10.6%; RRR,
32.1% [Cl, 4.4% to 51.7%]) and COVID-19-related acute care vis-
its (6.6% vs. 10.0%; RRR, 33.8% [Cl, 5.6% to 53.6%]) were less
frequent in molnupiravir- versus placebo-treated participants.

Limitations: Some analyses were performed post hoc
Lenger-term  benefits of molnupiravir therapy were not
evaluated. Participants were not immunized against SARS-
CaV-2.

Conclusion: The findings suggest there are additional im-
portant clinical benefits of molnupiravir beyond reduction in
haspitalization ar death.

Primary Funding Source: Merck Sharp & Dohme LLC, a
subsidiary of Merck & Co., Inc

Ann Intem Med. doi:10.7326/M22-0729 Annals.org
For author, article, and disclosure information, see end of text.
Thiz article was published st Annals.org on 7 June 2022,

ARS-CoVW-2 is responsible for an unprecedented

global pandemic that has resulted in 527 million
cases and 4.3 million deaths worldwide as of 31 May
2022 (1, 2). The clinical presentation of SARS-CaoV-2 infec-
tion wvaries; some people remain asymptomatic, whereas
others develop COVID-19 that can range in severity from
mild to critical illness resulting from a hyperinflammatory
response to the virus (3, 4). Maintaining the availability of
life-saving interventions, such as ventilatory and/or hemo-
dynamic support, for all patients with severe or critical
COWVID-19 has been a major challenge throughout the pan-
demic, especially in regions with limited resources at base-
line and during COVID-19 surges (5-8).

Immunization for COVID-19 decreases hospitaliza-
tions and progression to severe disease (9). However,
many people remain unvaccinated due to lack of access

ar wvarringe hacitance (10 11% hraalkthroonh infactinne

or death compared with placebo in nonhospitalized
patients with COVID-19 who have risk factors for pro-
gression to severe disease (14-19). The effect of these
therapies on other clinically relevant outcomes, such as
changes in inflammatory markers, oxygen saturation
(Spoz), or ventilation requirements, in nonhospitalized
patients or those requiring hospitalization after receiving
these therapies has not been fully elucidated. The imple-
mentation of some of these therapies has been challeng-
ing (20), limiting their widespread availability and uptake
globally. For instance, most mAbs and intravenous remde-
sivir must be administered in a medical setting (21-25), fur-
ther burdening health care systems, limiting access for
patients, and introducing infection control risks. Moreower,
some mAbs are no longer recommended because they
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Dr. Pablo Andrés Moncada
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Excelencio en Solud of servicio de o

¢Es usted un adulto con
65 afios o mas de edad y

no ha recibido
unda vacund

nel adulto

Durante millones de aiios de evolucién de la vida en la tierra,
an tenido entre si una relacién estrecha
la mayoria de log cases beneficiosa.

ue respecta a los seres humanos hemos
estado en contacto permanente con otras.
especies, principalmente microorganismos
simbiéticos, comensales y en un nimere
proporcionalmente muy pequeiio lodn.
© patogénicos.

Reclutamiento de 106 para estudio V-116, vacuna conjugada
pneumococo entre Febrero 20 a Marzo 8 2023



Fstudio V-116, Abril 2023.

* Reclutamiento de pacientes mayores de 65 afios con comorbilidades
* Vacuna Neumococo conjugada 21 serotipos
* Vacuna Neumococo polisacaridos 23 serotipos
* Visita inicial y seguimiento a 30 dias
* Tiempo reclutamiento menor de 3 semanas
* Competitividad con otros centros mundiales

* Reclutamiento de 106 pacientes.
e Calidad
* Bienestar paciente.






Oportunidades y comentarios.

 Confianza centros e Concatenacion.
* Experiencia * Sector publico
* Autoria en literatura medica de primer e Sector privado
nivel P
+ Calidad * Bienestar del paciente.
* Médicos
* Personal
* Integridad

e Comunicacion

* Importancia

* Ecosistema medico y financiero de las
regiones.
* Remuneracion
e Solvencia
* Investigacion original



Randomized Controlled Trial > JAMA. 2021 Dec 7;326(21):2161-2171.
doi: 10.1001/jama.2021.20714.

Effect of High-Flow Oxygen Therapy vs Conventional
Oxygen Therapy on Invasive Mechanical Ventilation
and Clinical Recovery in Patients With Severe
COVID-19: A Randomized Clinical Trial

Gustavo A Ospina-Tascén 1 2, Luis Eduardo Calderén-Tapia 1 2, Alberto F Garcia ' 2,

Virginia Zarama ', Freddy Gémez-Alvarez 1, Tatiana Alvarez-Saa !, Stephania Pardo-Otalvaro ',
Diego F Bautista-Rincén 1, Ménica P Vargas ', José L Aldana-Diaz ' 2, Angela Marulanda ? 2,
Alejandro Gutiérrez ', Janer Varon 1, Ménica Gémez 1, Marfa E Ochoa 1, Elena Escobar ! 2,
Mauricio Umafia ?, Julio Diez ', Gabriel J Tobén 2, Ludwig L Albornoz 3,

Carlos Augusto Celemin Flérez #, Guillermo Ortiz Ruiz #, Eder Leonardo Céceres 9,

Luis Felipe Reyes ® ©  Lucas Petri Damiani 7, Alexandre B Cavalcanti 7 : HiFLo-Covid Investigators

Collaborators, Affiliations + expand
PMID: 34874419 PMCID: PMC8652598 DOI: 10.1001/jama.2021.20714
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doi: 10.1001/jama.2019.0071.

Effect of a Resuscitation Strategy Targeting

Peripheral Perfusion Status vs Serum Lactate Levels
on 28-Day Mortality Among Patients With Septic

Shock: The ANDROMEDA-SHOCK Randomized
Clinical Trial

Glenn Hernandez ', Gustavo A Ospina-Tascon 2, Lucas Petri Damiani 2, Elisa Estenssoro 4,
Arnaldo Dubin ® &, Javier Hurtado 7 &, Gilberto Friedman 2, Ricardo Castro !, Leyla Alegria 1,

Jean-Louis Teboul 1 M Maurizio Cecconi 2, Giorgio Ferri 13, Manuel Jibaja 14,
Ronald Pairumani 12, Paula Fernandez ', Diego Barahona ¢, Vladimir Granda-Luna V7,
Alexandre Biasi Cavalcanti 3, Jan Bakker 1 18 19 20.

The ANDROMEDA SHOCK Investigators and the Latin America Intensive Care Network (LIVEN);

JAMA &

[] Collections

SHARE



* Investigacion original
* Fortaleza institucional

Experiencia

Capacidades

Pacientes

Apoyo financiero
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