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Tratamientos autorizados para COVID-
19

. Reposicionamientos terapéuticos: anakinra?;
baricitinib?; tocilizumab3

. Nuevos desarrollos: remdesivir; tixagevimab
+ cilgavimab; regdanvimab; casirivimab +
imdevimab; sotrovimab; molnupiravir;
nirmatrelvir + ritonavir

(1) Autorizado como segunda linea para el tratamiento de la artritis reumatoide (AR) y tratamiento de enfermedades raras (ER):
Sindromes periddicos asociados con criopirinas (CAPS), fiebre mediterranea familiar (FMF), Enfermedad de Still

(2) Autorizado como segunda linea para el tratamientos de AR moderada o grave y en segunda linea para el tratamiento de la
dermatitis atépica moderada o grave

(3) Autorizado como primera o segunda linea para el tratamiento de AR grave y en segunda linea para AR moderada y artritis
idiopatica juvenil, y en paciente con arteritis de células gigantes (ACG), sindrome de liberacién de citocinas

Fuente: https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/treatments-

vaccines/covid-19-treatments



https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/treatments-vaccines/covid-19-treatments

Consideraciones generales

Tocilizumab

Nirmatrelvir+ritonavir
(Paxlovid)

Molnupirvair

Indicacion COVID

Adultos que reciben
corticosteroides
sistémicos y requieren
suplemento de oxigeno
o ventilacion mecanica

Adultos que no requieren aporte de oxigeno

suplementario y que tienen un riesgo alto de
progresar a COVID-19 grave

Via de administracion

Intravenosa

Oral*

Contraindicaciones

Hipersensibilidad al
medicamento o0 a sus
excipientes

Infecciones graves y
activas (excepto
COVID-19)

Hipersensibilidad al
medicamento o0 a sus
excipientes

Uso de medicamentos
que interaccionan con el
citocromo CYP3A
(activos o recién
interrumpidos)

Hipersensibilidad al
medicamento o0 a sus
excipientes

(*) Permiten un manejo ambulatorio respecto a otros tratamientos COVID-19 que se administran por via intravenosa




Consideraciones generales (2)

Tocilizumab

Nirmatrelvir+ritonavir

Molnupirvair

Embarazo y lactancia

No usar en embarazo o
lactancia,

Uso de anticonceptivos
recomendado en
mujeres en edad fértil

No usar en embarazo o
lactancia,

Mujeres en edad fértil
Interaccion con
anticonceptivos orales
combinados (proponer
otros métodos
anticonceptivos)

No usar en embarazo o
lactancia,

Uso de anticonceptivos
recomendado en
mujeres en edad fértil

Otras recomendaciones

No administrar en caso
de anomalias de
laboratorio:

1) enzimas hepaticas
elevadas (>10 LSN),
neutropenia o 2) bajo
recuento de plaquetas
(50 x 103 /ul) 0 3) Bajo
recuento absoluto de
neutrofilos (<1 x 109 /1)

https://www.ema.europa.eu/en/documents/product-information/roactemra-epar-product-information es.pdf; https://www.ema.europa.eu/en/documents/referral/lagevrio-also-known-molnupiravir-mk-4482-covid-19-article-

53-procedure-conditions-use-conditions en.pdf; https://www.ema.europa.eu/en/documents/product-information/paxlovid-epar-product-information es.pdf



https://www.ema.europa.eu/en/documents/product-information/roactemra-epar-product-information_es.pdf
https://www.ema.europa.eu/en/documents/referral/lagevrio-also-known-molnupiravir-mk-4482-covid-19-article-53-procedure-conditions-use-conditions_en.pdf
https://www.ema.europa.eu/en/documents/product-information/paxlovid-epar-product-information_es.pdf

Tocilizumab



Tocilizumab

. Tocilizumab es un anticuerpo monoclonal
humanizado que se une especificamente a los
receptores de IL-6

. Inicialmente autorizado para el tratamiento de |la
artritis reumatoide (en monoterapia o
combinado con inmunosupresores)

. Atenua la respuesta inmune del huésped y
tedricamente puede aumentar el riesgo de
infecciones—> P. ej riesgo de infecciones por TB



Seguridad de uso en Artritis
Reumatoide

RAM mas frecuentes (> 5%) en AR: infecciones tracto respiratorio
superior, naso faringitis, cefalea, hipertension, elevacion de ALT

Otras RAM de interés

— Alteraciones de los lipidos en sangre (p.ej: ratio LDL/HDL) y aumento
del nivel de colesterol

— Reacciones de hipersensibilidad graves
— Complicaciones de la diverticulitis

— Riesgo de infecciones: se ha observado en uso combinado con
metotrexato o etanercept (no en monoterapia)

* Riesgo de activacion de tuberculosis latente
— Incidencia 0,22 casos/100/afio (Japon) (rango: 24 dias-4
meses)

« Riesgo de nuevas infecciones por TB (infeccién primaria). Casos
esporadicos, de relevancia para paises con alta incidencia de TB

Cancer/neoplasias ¢ ? Riesgo no confirmado

https://pubmed.ncbi.nim.nih.qov/20952462/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6178374/



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6178374/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6178374/

Incidencia de TB en las Ameéricas

Figura 4. Tasa de incidencia estimada de tuberculosis, Region de las Américas, 201¢
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Nota: tasa estimada por cada 100 000 habitantes.
Fuente: Organizacién Mundial de la Salud. Global Tuberculosis Report 2020. Ginebra: OMS; 2020. Disponible en:
https://www.who.int/publications/i/item/9789240013131.



Seguridad de uso en COVID-19

RAM mas frecuentes en pacientes COVID-19
(= 5%): aumento de las transaminasas
hepaticas, estrenimiento e infeccion del
tracto urinario.

https://www.ema.europa.eu/en/documents/product-information/roactemra-
epar-product-information es.pdf



https://www.ema.europa.eu/en/documents/product-information/roactemra-epar-product-information_es.pdf

Tocilizumab. Seguridad de uso en

COVID-19

2

Sistema de C ategoria de frecuencia con términos preferidos
clasificacién de | Muy frecuentes Frecuentes Poco frecuentes Raros
6rganos
MedDRA
Infecciones e Infeccion de las Celulitis, Diverticulitis
infestaciones viasrespiratorias | Neumonia, Herpes
superiores simple oral, Herpes
zoster
T rastornos de la Leucopenia,
sangre y el Neutropenia,
sistema linfatico Hipofibrinogenemi
a
T rastornos del Anafilaxia
sistema (mortal) %3
inmunolégico
T rastornos Hipotiroidismo
endocrinos
T rastornos del Hipercolesterolem Hipertrigliceride
metabolismo y la | ia* mia
nutricién
T rastornos del Cefalea, Mareos
sistema nervioso
T rastornos Conjuntivitis
oculares

https://www.ema.europa.eu/en/documents/product-information/roactemra-

epar-product-information es.pdf



https://www.ema.europa.eu/en/documents/product-information/roactemra-epar-product-information_es.pdf

Tocilizumab. Seguridad de uso en
COVID-19 (2)

Sistema de C ategoria de frecuencia con términos preferidos
clasificacién de | Muy frecuentes Frecuentes Poco frecuentes Raros
6rganos
MedDRA
T rastornos Hipertension
vasculares
T rastornos T os, Disnea
respiratorios,
toracicos y
mediastinicos
T rastornos Dolorabdominal, | Estomatitis,
digestivos Ulceracion oral, Ulcera gastrica
Gastritis
T rastornos Dafio hepatico
hepatobiliares inducido por
medicamentos,
Hepeatitis,
Ictericia
Muy raros: Fallo
hepatico
T rastornos de la Erupcion, Prurito, *Sin drome de
piel y del tejido Urticaria Stevens-
subcutdneo Johnson®
T rastornos Nefrolitiasis
renales y del
tracto urinario
T rastornos Edema periférico,
Generales y en el Reacciones de
lugar de hipersensibilidad
administracién
Exploraciones Elevacion de las
complementarias transaminasas

D

hepaticas, Aumento
de peso, Elevacion
de la bilirrubina

total*

https://www.ema.europa.eu/en/documents/product-information/roactemra-epar-product-information es.pdf



https://www.ema.europa.eu/en/documents/product-information/roactemra-epar-product-information_es.pdf

Seguridad de uso en COVID-19

Revisidon Sistematica (5 ECA). No encuentra diferencias en el riesgo
de infecciones o0 RAM entre los tratados con tocilizumab y el grupo control

Infecciones

A TOCILIZUMAB CONTROL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BACC Bay 13 161 14 81 228% 0.47[0.23, 0.95] —
CORIMUNO-TOCI 2 63 13 B7 97% 016[0.04, 0.70]
COVACTA 113 294 58 144 36.3% 0.95[0.75,1.22] :I
EMPACTA 19 194 21 195 26.2% 0.91 [0.51, 1.64]
RCT-TCZ-COVID-19 1 60 4 63 5.0% 0.26 [0.03, 2.28]
Total (95% Cl) 772 550 10 -
Total events 148 110
Heterogeneity: Tau®= 0.18; Chi*=10.23, df=4 (P = 0.04); F=61% :El.[]1 0?1 1?0 100:
Test for overall effect Z=1.73 (P=0.09) Favours [experimental] Favours [control]
B - o
TOCILIZUMAB CONTROL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BACC Bay 36 161 38 81 268% 0.48[0.33, 0.69] —=—
CORIMUNO-TOCI 32 63 43 67 29.0% 0.79[0.58,1.07)
COVACTA 103 294 55 144 30.3% 0.92[0.71,1.19]
RCT-TCZ-COVID-19 14 60 7 63 13.9% 0091 484
Total (95% CI) 578 355 1000
Total events 185 143
Heterogeneity: Tau*=0.12;, Chi*=13.77,df= 3 {(P=0.003), F=78% =0.01 0?1 ] 1*0 1005

Test for overall effect: Z=0.93 (P = 0.35)

Favours [Tocilizumab] Favours [control]

Fig. 3. A: Forest plot for relative risk of infections with tocilizumab vs. control in randomized controlled trials. B: Forest plot for relative risk of adverse events with tocilizumab vs.
control in randomized controlled trials.

Fuente: https://pubmed.ncbi.nim.nih.gov/33161150/



https://pubmed.ncbi.nlm.nih.gov/33161150/

Nirmatrelvir+ritonavir
(Paxlovid)



Nirmatrelvir+ritonavir

. Nirmatrelvir. Desarrollado partir de un

programa de investigacion para la busqueda de
moléculas con actividad sobre el SARS en 2002
(intravenoso), a partir de febrero de 2020 se
“adapta” el programa para el uso oral en SARS-
CoV-2 (20 candidatos, Nirmatrelvir)

. Ritonavir: inhibidor de |la proteasa desarrollado
originalmente para tratar las infecciones por
VIH-1. Inhibe |la degradacion de nirmatrelvir



Nirmatrelvir+ritonavir (2)

Ritonavir. Inhibidor potente del CYP3A4

- Anticoagulantes, anticonvulsivos,
corticosteroides, petidina, amiodarona,
flecainida, colchicina, clozapina, lovastatina,
simvastatina, sildenafilo y midazolam.



Nirmatrelvir+ritonavir. Evidencia de
seguridad. ECA

. Ensayo EPIC-HR (ECA, fase 2/3; n=2246)
— Incidencia de eventos adversos hasta el dia 34 de
seguimiento
* Nirmatrelvir+ritonavir (22,6%) vs placebo (23.9%)

« Disgeusia(5,6% en comparacion con el 0,3 % de los que
recibieron placebo)

* Diarrea (3,1 % frente a 1,6 %)

« Aumento del dimero D de fibrina (1,9 % frente a 2,8 %)
 Aumento de alanina aminotransferasa (1,5 % frente a 2,4 %)
« Cefalea (1,4 % frente a 1,3 %)

« Disminucién del aclaramiento de creatinine (1.4% vs. 1.6%)
* Nauseas (1.4% vs. 1.7%)

¢ VOmitos (1.1% vs 0.8%)

(*JHammond et al. N Engl J Med. 2022 Apr 14;386(15):1397-1408. https://pubmed.ncbi.nIim.nih.gov/35172054/



https://pubmed.ncbi.nlm.nih.gov/35172054/

Nirmatrelvir+ritonavir. Evidencia de
seguridad. Notificacion espontanea

Se han notificado 1878 reportes espontaneos (*):
mediana de edad 61 anos (1-102); 60,8 % en mujeres;
: 64,2% notificados por consumidores/pacientes,
procedencia mayoritaria EE.UU (55%) y Europa (43%)

Gravedad: 430 graves (22,9%), de las cuales 31 fueron
mortales (1,7%)

RAM mas frecuentemente reportadas: disgeusia (652;
34,7%), diarrea (330; 17,6%); nduseas (199; 10,6%),
trastorno del gusto (127; 6,8%), COVID-19 (114; 6,1%),
cefalea (111; 5,9%); vomitos (97; 5,2%), sabor
alterado (71; 3,8%); mareo 68 (3,6%); dolor abdominal
65 (3,5%)

(*) Reportes recibidos en Vigibase hasta el 22 de mayo de 2022



Nirmatrelvir+ritonavir. Evidencia de
seguridad. Notificacion espontanea

Reacciones adversas mortales

. Astenia, deterioro general del estado fisico,
dolor abdominal , sindrome de Guillain Barre,
paro cardiaco, trastornos hepaticos y biliares

. Falla terapéutica: farmaco ineficaz, COVID-19

. Uso fuera de indicacion: pauta inadecuada
para indicacidon no aprobada.

(*) Reportes recibidos en Vigibase hasta el 22 de mayo de 2022



Nirmatrelvir+ritonavir.
Manejo de las interacciones

El mayor desafio para el uso de nirmatrelvir +ritonavir es
el manejo terapéutico de las posibles interacciones
medicamentosas

Se debe revisar el esquema completo de tratamientos

gue recibe el paciente, y si es preciso interrumpir
algunos tratamientos o realizar ajustes de dosis

Riesgo de interacciones. Herramienta de la Universidad
de Liverpool https://www.covid19-druginteractions.org

Listado de medicamentos esenciales que interaccionan
con nirmatrelvir+ritonavir https://cutt.ly/HJLalnP



https://www.covid19-druginteractions.org/
https://cutt.ly/HJLaInP

Nirmatrelvir+ritonavir.
Manejo de las interacciones (2)

—*- COVID-19 Drug Interactions

About Interaction Checkers rescribing Resources Contact Us

Interaction Checker

Access our free, comprehensive and user-friendly drug interaction charts

Discover Our COVID-19 iChart Mobile App

COVID-19 iChart gives easy access to our drug interaction information on mobile devices.
Click the links below to get the app for your iPhone or Android device.

#_ Download on the > GETITON
@& App Store Google Play



Nirmatrelvir+ritonauvir.
Manejo de las interacciones (3)

A-Z Class Trada O Az Class Switch to table view Results Key

Nirmatrelvir/ritonavir "2 Simvastatin
(5 days) [Please read

the interaction details

as management of & Captopril Nirmatrelvir/ritonavir (5 days)
these interactions may [Please read the interaction details
be complex.] ~as management of these
Abscsvir interactions may be complex.]
Anakinra : :
Abemaciclib simuastatin
Azithromycin Maka Iif6 v

Abiraterone

Bamlanivimab/
Etesevimab Acalabrutinib

Nirmatrelvir/ritonavir (5 days)
Acarbose [Please read the interaction details
as management of these
interactions may be complex.]

Baricitinib

Bebtelovimab Acenocoumarol

Captopril

Budesonide (inhaled) Acetylcysteine



The “Paxlovid rebound” mystery

IN THE LAB

As reports of ‘Paxlovid rebound’ increase,
Covid researchers scramble for answers

* Enlos ECA el rebote se observd en el
1% al 2 % de los expuestos (sin
diferencias con el grupo placebo)

* Enlavidareal ¢(?: variante
omicron, prescripcion “mas laxa” que
el ECA (tratamiento en vacunados, en
pacientes con criterios de riesgo mas
relajados), interaccion con farmacos
qgue que disminuyen niveles
plasmaticos de Paxlovid (citocromo
CYP3A), falta de cumplimiento
terapéutico en pacientes que se tratan
en régimen ambulatorio, efecto
podria no estar relacionado con el
tratamiento “rebote como un posible

“.F. By Jason Mast v
= ]

s he was treating some of the nation’s first coronavirus patients, Andre Kalil noticed efe Cto m é S d e I curso n at ura I d e I a
something unusual about the new virus: Patients didn’t always progress linearly. . ., »”
They’d get better, then worse. Then sometimes better again. | nfe ccion COVI D

Initially, most researchers figured these undulating symptoms were collateral damage, as a _ ?

riled-up immune system kept firing long after most of the virus was gone. Sometimes, *

though, Kalil could swab the lungs of a patient in the ICU and find virus still replicating
weeks after they were admitted. Often, the amount of virus bounced up and down by the

day.

https://www.statnews.com/2022/05/24/paxlovid-rebound-has-covid-researchers-looking-for-theories/



https://www.statnews.com/2022/05/24/paxlovid-rebound-has-covid-researchers-looking-for-theories/

Molnupiravir



Molnupiravir. Algunas incertidumbres
(sugeridas en fase preclinca, datos
invitro, animales de experimentacion)

. Mecanismo de accion, potencial mutagénico

del medicamento en ciertas poblaciones
(efectos en el embarazo, neonato, fertilidad)

. Alteraciones en el crecimiento de cartilagos
v huesos (edad pediatrica)

. Toxicidad en la médula 6sea

*No hay confirmacion/datos sobre estos

riesgos en humanos



Molnupiravir. Evidencia de seguridad.
ECA (1)

Table 2. Adverse Event Summary by Treatment Assignment (All-Participants-as-Treated Population)

Molnupiravir
Specific AE type — no. (%) 200 mg (n=74) 400 mg (n=77) 800 mg (n=74) Combined (n=225) Placebo (n=74) Total (n=299)*
Any AE 25 (33.8) 19 (24.7) 29 (39.2) 73 (32.4) 28 (37.8) 101 (33.8)
AE leading to treatment 0 0 3 (4.1) 3 (1.3) 1 (1.4) 4 (1.3)
discontinuation
Any serious AE 1 (1.4) 3 (3.9) 4 (5.4) 8 (3.6) 4 (5.4) 12 (4.0
Serious AE leading to treatment 0 0 2 (2.7) 2 (0.9) 0 2 (0.7)
discontinuation
Death 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.4)F 1 (0.3)

AE denotes adverse event.
* Number of participants who received one or more doses of study treatment.
T Cause of death recorded as Covid-19 pneumonia and mesenteric vessel thrombosis.

(*) Fuente: Ensayo MOVe-OUT: https://evidence.nejm.org/doi/10.1056/EVIDoa2100044



https://evidence.nejm.org/doi/10.1056/EVIDoa2100044

Molnupiravir. Evidencia de seguridad.
ECA (2)

Table 2. Incidence of Adverse Events in the Safety Population.
Molnupiravir Placebo Estimated Difference
Adverse Events and Discontinuation (N=710) (N=701) (95% Cl)*
number (percent) percentage points
Participants with adverse events
=1 Adverse event 216 (30.4) 231 (33.0) -2.5(-7.4102.3)
=1 Adverse event related to the assigned regimeny 57 (8.0) 59 (8.4) -0.4 (-3.3t0 2.5)
=1 Serious adverse event 49 (6.9) 67 (9.6) -2.7 (-5.6t00.2)
=1 Serious adverse event related to the assigned 0 1(0.1) -0.1 (-0.8t0 0.4)
regimeny
Death 2 (0.3) 12 (1.7) 1.4 (-2.7 t0 -0.5)
Participants who discontinued the assigned regimen
because of an adverse event
Adverse event 10 (1.4) 20 (2.9) -1.4 (-3.1t00.1)
Adverse event related to the assigned regiment 4 (0.6) 3(0.4) 0.1(-0.8to1.1)
Serious adverse event 5(0.7) 13 (1.9) -1.2 (-2.5t00.0)
Serious adverse event related to the assigned 0 0 0.0 (-0.5t0 0.5)
regimenTy

* Differences shown are for molnupiravir as compared with placebo. Difference estimates were based on the Miettinen
and Nurminen method.
T Related events were those determined by the investigators to be related to the assigned regimen.

(*) Fuente: Ensayo MOVe-IN: https://www.nejm.org/doi/full/10.1056/NEJMoa2116044



https://www.nejm.org/doi/full/10.1056/NEJMoa2116044

Molnupiravir. Evidencia de seguridad.
ECA (2)

Table S9: Adverse events resulting in death (safety population)

(A) Listing of specific adverse events resulting in death

Molnupiravir Molnupiravir

200 mg 400 mg
No. (%) No. (%)
Participants in population 73 73
with one or more adverse events
resulting in death ¥ B L )
with no adverse events resulting in
P 67 (91.8) 69 (94.5)
Cardiac disorders 0 (0.0) ‘
Cardiac arrest 0 (0.0 1 (1.4)
nfections and infestations 5 (6.8
Bacteremia 1 (1.4) 0 (0.0)
Covid-19 -+ (5.5) 0 (0.0)
Covid-19 pneumonia 0 (0.0) 1 (1.4)
Pneumonia bacterial 1 (1.4) 0 (0.0)
Pulmonary sepsis 0 (0.0) 0 (0.0)
Septic shock 0 (0.0) 1 (1.4)
Respiratory, thoracic, and
mediastinal disorders e Gl . Ll
Acute respiratory distress syndrome 0 (0.0) 0 (0.0)
Acute respiratory failure 1 (1.4) 0 (0.0)
Respiratory failure 2 (2.7) 0 (0.0)
Vascular disorders 0 (0.0) 1 (1.4)
Shock 0 (0.0) 1 (1.4)

No., number of participants in respective row and column.

Molnupiravir

4

68

W OO0 O -2 NOWOoOo

OO0 O N -

800 mg
No.
72

(%)

(5.6)

(94.4)

(0.0)
(0.0)
(4.2)
(0.0)

Molnupiravir

combined
No. (%)
218
14 (6.4)
204 (93.6)
1
1
10 ¥
1 (0.5)
6 (2.8)
2 (0.9)
d (0.5)
0 (0.0)
1 (0.5)
6 (2.8)
1 (0.5)
3 (1.4)
2 (0.9)
1 (0.5)
1 (0.5)

Placebo
No. (%)
75

2 (2.7)
73 (97.3

OO0 000 0 O~ 0 -=0O0

No.
293

16

277

Adverse events were reported during the safety follow up period, i.e., during treatment and 14 days after end of treatment. Every participant is
counted a single time for each applicable row and column. Adverse event terms are from MedDRA Version 23.1.

(*) Fuente: Ensayo MOVe-IN: https://evidence.nejm.org/doi/10.1056/EVID0oa2100044

Total

(%)

(5.5)

(94.5)

(0.3)
(0.3)
(4.1)
(0.3)


https://evidence.nejm.org/doi/10.1056/EVIDoa2100044

Molnupiravir. Evidencia de seguridad.
ECA (4)

Table S6: Listing of specific treatment-emergent adverse events regardless of investigator-assessed causality to study intervention (safety

population)
Molnupiravir Molnupiravir Molnupiravir Molnupiravir
200 mg 400 mg 800 mg combined Placebo Total
No. (%) No. (%) No. (%) No. (%) No. (%) No. (%)
Participants in population 73 73 72 218 75 293
with one or more adverse events 40 (54.8) 36 (49.3) 45 (62.5) 121 50.5 (57.0)
with no adverse events 33 (45.2) 37 (50.7) 27 = (43.0)
Vascular disorders 2 (2.7) 4 (5.5) 5 (4.4)
Deep vein thrombosis 0 (0.0) 0 (0.0) 1 (0.3)
Flushing 0 (0.0) 0 (0.0) 1 (0.3)
Hematoma 0 (0.0) 0 (0.0) 1 (0.7)
Hypertension 1 (1.4) 2 (2.7) 1 (1.4)
Hypotension 1 (1.4) 1 (1.4) 0 (1.0)
Orthostatic hypotension 0 (0.0) 0 (0.0) 1 (0.3)
Shock 0 (0.0) 1 (1.4) 0 (0.3)

(*) Fuente: Ensayo MOVe-IN

: https://evidence.nejm.org/doi/10.1056/EVID0a2100044



https://evidence.nejm.org/doi/10.1056/EVIDoa2100044

Molnupiravir. Evidencia de seguridad.
ECA (5)

Table S6: Listing of specific treatment-emergent adverse events regardless of investigator-assessed causality to study intervention (safety

population)
Molnupiravir Molnupiravir Molnupiravir Molnupiravir
200 mg 400 mg 800 mg combined i 15

No. (%) No. (%) No. (%) No. (%) No (%) No. (%)

Participants in population 73 73 72 218 293
with one or more adverse events 40 (54.8) 36 (49.3) 45 (62.5) 121 (55.5) 46 (61.3) 167 (57.0)
with no adverse events 33 (45.2) 37 (50.7) 27 (37.9 26 (43.0)
Cholestasis 0 (0. 0) 0 (0.0) 1 (0.3)
Gallbladder polyp 0 (0.0) 0 (0.0) 1 (1 4) 1 (0.5) 0 (0.0) 1 (0.3)
Hepatic steatosis 0 (0.0) 1 (1.4) 0 (0.0) 1 (0.5) 1 (1.3) 2 (0.7)
Hepatitis 0 (0.0) 0 (0.0) 1 (1.4) 1 (0.5) 0 (0.0) 1 (0.3)
Hepatitis acute 0 (0.0) 1 (1.4) 0 (0.0) 1 (0.5) 1 {1.3) 2 (0.7)
Hepatocellular injury 1 (1.4) 0 (0.0) 0 (0.0) i (0 5) 0 (0 0 1 (0.3)
Hepatorenal syndrome 1 (1.4) 0 (0.0) 0 (0 0 1 (0.3)
Nervous system disorders 3 (4.1) 2 (2.7) 1 m m (3.1)
Dizziness 0 (0.0) 2 (2.7) 0 (O 0 e (1.0)
Head discomfort 1 (1.4) 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 1 (0.3)
Headache 1 (1.4) 0 (0.0) 1 (1.4) 2 (0.9) 1 (1.3) 3 (1.0)
Multiple sclerosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.3) 1 (0.3)
Seizure 1 (1.4) 0 (0.0) 0 (0.0) o = — (0.3)
Psychiatric disorders 4 (5.5) 1 (1.4) 3 (4.2 m * (4.1)
Abnormal dreams 1 (1.4) 0 (0.0) 1 (1.4 = — - 3 (1.0)
Adjustment disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.3) 1 (0.3)
Anxiety 1 (1.4) 1 (1.4) 1 (1.4) 3 (1.4) 2 (2.7) 5 (1.7)
Anxiety disorder 0 (0.0) 0 (0.0) 1 (1.4) 1 (0.5) 0 (0.0) 1 (0.3)
Confusional state 0 (0.0) 0 (0.0) 1 (1.4) 1 (0.5) 0 (0.0) 1 (0.3)
Daydreaming 0 (0.0) 0 (0.0) 1 (1.4) 1 (0.5) 0 (0.0) 1 (0.3)
Delirium 1 (1.4) 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 1 (0.3)
Depression 0 (0.0) 1 (1.4) 0 (0.0) 1 .5) 0 (0.0) 1 (0.3)
Insomnia 0 (0.0) 0 (0.0) 1 (1.4 0 o . (0.3)
Mental status changes 1 (1.4) 0 (0.0) 0 (0. 1 '5) (0.3)

(*) Fuente: Ensayo MOVe-IN: https://evidence.nejm.org/doi/10.1056/EVID0oa2100044
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ECA (6)

Table S5. Incidence of adverse events during treatment and the subsequent 14-day follow-up period (safety population)

Specific AE type, No. (%)

Any AE?
Blood and lymphatic system disorders

Cardiac disorders
Eye disorders
Gastrointestinal disorders

General disorders, administration site
conditions

Hepatobiliary disorders
Infections and infestations

Injury, poisoning, procedural
complications

Investigations

Metabolism and nutrition disorders

Musculoskeletal and connective tissue
disorders

Nervous system disorders

Psychiatric disorders

Renal and urinary disorders

Respiratory, thoracic, and mediastinal
disorders

Skin and subcutaneous tissue disorders
Vascular disorders

Any serious AE

Death®

Mov
200 mg
N=74

25 (33.8)
1 (1.4)
0 (0.0)
0 )
4 (5.4)
0 (0.0)
1 (1.4)
8 (10.8)
0 (0.0)
5 (6.8)
(1.4)

3 (4.1)
3 (4.1)
1 (14)
0 (0.0)
1 (1.4)
2 (2.7)
(1.4)

1 (1.4)
0 (0.0)

19

W oo O W Ww

W = a2 NN

o

3
0

MoV

400 mg

N=77
(24.7)

(3.9)
(3.9)
(0.0)
(7.8)
(0.0)

(0.0)
(3.9)
(0.0)

(1.3)
(1.3)
(2.6)

(2.6)
(1.3)
(1.3)
(3.9)

(0.0)
(1.3)
(3.9)
(0.0)

29

N N =] O O

-

= O NN

4
0

MoV
800 mg
N=74
(39.2

(0.0
(0.0
(1.4
(9.5
@7

—

~| —-| | —=| =

(0.0)
(14.9)
(1.4)

(0.0)

MoV
combined
N=225
73 (32.4)

(1.8)

3 (1.3)
1 (0.4)
17 (7.6)
5 (2.2)
1 (0.4)
22 (9.8)
1 (0.4)
10 (4.4)
(2.2)

6 (2.7)
7 (3.1)
4 (1.8)
1 (0.4)
5 (2.2)
2 (0.9)
(1.3)

8 (3.6)
0 (0.0)

Data provided for the safety population, i.e_, all randomized participants who received at least 1 dose of study treatment according to actual treatment received.

Placebo
N=74

28 (37.8)
0 (0.0)
1 (1.4)
1 (1.4)
10 (13.5)
0 (0.0)
0 (0.0)
8 (10.8)
1 (1.4)
(9.5)

(2.7)

(1.4)

1 (1.4)
0 (0.0)
2 2.7)
1 (1.4)
(0.0)

1 (1.4)
4 (5.4)
1 (1.4)

AE, adverse event. MOV, molnupiravir. N, total number of participants who received =1 dose of the study treatment listed in that column. No., number of participants in the treatment

group with specific adverse event type for that row.

2Three participants in the molnupiravir 800 mg group discontinued study intervention due to an adverse event (two cases of Covid-19 pneumonia, one case of hypoesthesia and one

case of insomnia).

Cause of death recorded as Covid-19 pneumonia and mesenteric vessel thrombosis.

(*) Fuente: Ensayo MOVe-OUT https://evidence.nejm.org/doi/full/10.1056/EVID0a2100043



https://evidence.nejm.org/doi/full/10.1056/EVIDoa2100043

Molnupiravir. Evidencia de seguridad.
Notificacidon espontanea

Se han notificado 597 reportes espontaneos (*):
mediana de edad 63 anos (5-98); 60,8 % en mujeres;
42% notificados por consumidores/pacientes;
procedencia mayoritaria Europa (74%) y EE.UU (22%).

Gravedad: 125 graves (20,9%), de las cuales 16 fueron
mortales (2,7%)

RAM mas frecuentemente reportadas: diarrea (98;
16,4%), nauseas (83; 13,9%); mareos (64; 10,7%), rash
(59; 9,9%), cefalea (57; 9,5%), vomitos (45; 7,5%);
prurito (41; 6,9%), urticaria (36; 6,0%); exposicion
materna durante el embarazo (22, 3,7%), eritema 18
(3,0%)

(*) Reportes recibidos en Vigibase hasta el 22 de mayo de 2022



Molnupiravir. Evidencia de seguridad.
Notificacion espontanea (2)

. Reacciones mortales

Parada cardiaca, pancitopenia, insuficiencia
hepatica aguda, estado de conciencia
alterado, accidente cerebrovascular,

Falla terapéutica: insuficiencia respiratoria
aguda, evolucion de la enfermedad, fallo del
tratamiento

(*) Reportes recibidos en Vigibase hasta el 22 de mayo de 2022



FV Activa

| a OPS esta llevando a cabo una adaptacion para
a Region del protocolo propuesto por la OMS
junto con paises interesados para implementar
-V activa de la Region

El objetivo es completar la informacion de
seguridad disponible que se recibe
mayoritariamente mediante la notificacion
espontanea (FV pasiva)

Medicamentos de interés: molnupiravir (y
nirmatrelvir+ritonavir)




Protocolo de FV Activa, OMS

Safety monitoring of molnupiravir for treatment of mild to
moderate COVID-19 infection in low and middle-income
countries using cohort event monitoring: a WHO study

7@, World Health

VA[{J . .
&%/ Organization

i

11 March 2022

Use of this protocol

This is a master protocol, which was approved by the WHO Ethics Review Committee (ERC) on 09.03.2022 (protocol ID;
CERC.0155. It will be used by study sites who will submit a protocol to their national ERC. The only country-specific changes
that should be made will be those to facilitate translation into the local language. address the specific concerns of the local ERC.
and to add the names of the national principal investigators (PIs), members of the local study teams and the identity of the study
sites. Amended site-specific protocols developed for implementation in countries based on this WHO master protocol must be
approved by the WHO ERC prior to implementation.

Any third party that uses or follows this protocol does so at its sole discretion, and WHO will not have any responsibility or
liability of any kind arising from or in connection with any use or following of this protocol by any third parties and/or the
conduct of any studies by third parties that use or follow the protocol. Studies conducted by third parties pursuant to the protocol
cannot be considered “WHO studies”, and third parties using or following this protocol for their studies will not label, characterize
or otherwise represent such studies as being “WHO studies”. All necessary and/or appropriate approval(s) at local and/or national
level(s) should be obtained prior to the start of any such study.

Responsible officers

e Noha Iessa (Technical officer, Pharmacovigilance team, focal point, implementation); iessan@who.int;

o  Shanthi Pal (Lead for Pharmacovigilance team, WHO-coordination of protocol); pals@who.int:

¢  Madhav Balakrishnan (Medical Officer, Pharmacovigilance team, data collection tools and solutions):
balakrishnanm@who.int;

e Janet Victoria Diaz (Lead Clinical Team for COVID-19 Response, WHO — coordination of protocol); diazj@who.int.



Comunicacidon, materiales educativos y
minimizacion de riesgos

En los medicamentos que se prestan al uso
ambulatorio (nirmatrelvir+ritonavir, y
molnupiravir) existe el riesgo de uso desviado de
la indicacion (en la prescripcion y en el uso)
Estrategias de comunicacion

— Materiales informativos orientados a profesionales
de la salud y pacientes

— Minimizar el riesgo de exposicion en grupos
especiales (ninos, embarazadas)

— Estimular el reporte de RAM relacionadas con el
tratamiento, facilitar el reporte de los pacientes
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Conclusiones

No hay senales de FV claramente identificadas en este
momento--> “la ausencia de informacion sobre un
riesgo no significa ausencia de riesgo”

Existe la necesidad de informacion de seguridad para
completar los datos disponibles de estos nuevos
tratamientos. Es importante estimular el reporte y la
implementacion de FV activa.

Resultaria aconsejable implementar estrategias de
comunicacion y minimizacion de riesgos (p.ej:
proporcionar herramientas para el manejo de
interacciones con Paxlovid, informacion para
promover el uso en la indicacion autorizada, evitar
exposicion el embarazo, etc.)



iMuchas gracias por su
atencion!

Diego Macias (maciasdie@paho.org)
M2 Teresa lbarz

M2 José Alfonso

José Luis Castro

Robin Rojas
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