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Preguntas

¢ Cual es el mejor antiviral?

éTienen un papel todavia los anticuerpos monoclonales?

¢ Monoterapia o tratamiento combinado?

¢Qué papel juega el plasma convaleciente en el tratamiento?
éDebemos seguir vacunando al paciente inmunosuprimido?
éTiene utilidad conocer los Ct y el RNA subgendmico?
¢Como manejamos el Covid-19 persistente?



Preguntas

¢ Cual es el mejor antiviral?



Molnupiravir. frente

medicamentosas: anticalcineurinicos, inhibidores mTOR

precisa
Nirmatrelvir/ritonavir
No se recomienda en FG <30 ml/min/1,73m?
No se recomienda en Child-Pugh C



Molnupiravir. frente

Administracion por

precisa
Remdesivir
No se recomienda en FG <30 ml/min/1,73m?
No se recomienda si AST/ALT > 5 veces elevadas



Molnupiravir.

Eficacia del
reduccion
hospitalizacion o
muerte
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Molnupiravir. Desventaja frente nirmatrelvir/ritonavir

Eficacia del 88%
reduccion
hospitalizacion o
muerte

B Covid-19-Related Hospitalization or Death from Any Cause through Day 28 among Patients Treated <5 Days after Symptom Onset
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Molnupiravir. Desventaja frente remdesivir

Eficacia del 87%
reduccion
hospitalizacion o
muerte

A Covid-19-Related Hospitalization or Death from Any Cause

Hazard ratio, 0.13 (95% Cl, 0.03-0.59)
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PANORAMIC
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PANORAMIC

Immunocompromised 0-061
No — 0-93 (0-68-1-26)

Yes & 1.39 (0-99-3-73)

Obesity 0-70
No —— 1.04 (0-77-1-42)

Yes S 1-19 (0-63-2-30)

Major symptom 0-28
No —— 0-92 (0-64-1-34)

Yes . 1-26 (0-83-1-93)

PCR-confirmed COVID-19 0-94
No —— 1.04 (0-71-1-53)

Yes —t— 1:08 (0-74-1-59)

Duration of symptoms 0-10
<3 days SN - 0-93 (0-68-1-29)

>3 days 1-61(0-92-2-82)

Taking inhaled corticosteroids 0-99
No S FN— 1.06 (0-75-1-49)

Yes ¢ 1-07 (0-68-171)
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Butler CC. Lancet 2022
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Preguntas

éTienen un papel todavia los anticuerpos monoclonales?
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Recuperamos sotrovimab?

Test\ mAb BAM ETE BAMETE - CAS - IMD - CAS/IMD - ciL TIX CILTIX soT BEB - ADI
Alpha 1 132 1.3 13 063 0944 0645 1544 0844 183 0.9 1.3
Beta 51655 9904, 0631 1619 1145 5817 174 131 1g 285
Gamma 0.4 1q 051 3.7 091 123 15 2.2
Delta >100035 0435 19 0.73 153 1314 2445 1015 1y7 113 112 15
Omicron/BA1 385 7
Omicron/BA.2 2194 1830 835 215 13
Onmicron/BA.2.12.1 5154 2504 2845 9149 208 11 9685
Omicron/BA.2.75 1445 2915 244 1245 3145
Omicron/BA 2.75.2 556 489, 589, >1000; 8 287
Omicron/XBB - 589, 14g
Omicron/XBB.1 8873 155
Omicron/XBB.1.5 - - - 751, 185
Omicron/XBB.1.16 - - . 4204 1434 6154 1274 448 4884 534 149
Omicron/BA.4/5 58811 14306 38747 813 2597 223 129
Omicron/BA 4.6 738; 17 509,
Omicron/BQ.1 - - - 265
Omicron/8Q.1.1
Omicron/BF.7 - - - 8784 >1000; 485 13
Omicron/CH.1.1 - - - 16




Recuperamos sotrovimab?

Test\ mAb BAM ETE BAMETE CAS IMD CAS/IMD | ciL TIX CILTIX soT BEB - ADI
Alpha 1 132 1.3 13 063 0944 0645 1544 0844 183 0.9 1.3
Beta 51655 9904, 0631 1619 1145 5817 174 131 1g 285
Gamma 0.4 1q 051 3.7 091 123 15 2.2
Delta >100035 0435 19 0.73 153 1314 2445 1015 1y7 113 112 15
Omicron/BA.1 3.8 12 10839
Omicron/BA.2 2194 1.839 835 215 13
Onmicron/BA.2.12.1 5154 1253 2845 9149 208 11 9685
Omicron/BA.2.75 1445 2915 244 1245 3145 437
Omicron/BA 2.75.2 556 489, 589, >1000; 8y 287
Omicron/XBB - 14
Omicron/XBB.1 8875 15
Omicron/XBB.1.5 - - - 751, 185
Omicron/XBB.1.16 - - . 4204 1434 6154 1274 4484 4884 5.3
Omicron/BA.4/5 58811 14306 38747 813 2597 223 129
Omicron/BA 4.6 589, 738; 17 509,
Omicron/BQ.1 - - - 1774 2004 >1000;
Omicron/8Q.1.1 118y
Omicron/BF.7 - - - 8784 >1000; 485 13
Omicron/CH.1.1 - - - >1000; 163




Recuperamos sotrovimab?

Test\\mAb BAM ETE BAMIETE CAS IMD CAS/IMD ciL TIX CILITIX soT BEB - ADI
Alpha 12 133 1.3 132 0633 0.914 0615 151 0.814 183 0.9 135
Beta 51655 9904, 0631 1619 1145 5817 174 131 1g 285
Gamma 0.4 1q 051 3.7 091 123 15 2.2
Delta >100025 0425 1g 0.73 153 1314 2415 101 117 1131 112 155
Omicron/BA.1 9807 3.8 12 10839
Omicron/BA.2 2194 1.839 835 215 13
Onmicron/BA.2.12.1 5154 1253 2845 9149 208 11 9685
Omicron/BA.2.75 1445 2915 244 1245 3145 437
Omicron/BA 2.75.2 556 489, 589, >1000; 8y 287
Omicron/XBB - 14
Ormicron/XBB. 1 8873 15
Omicron/XBB.1.5 - 650, 751, 185
Cmicron/XBB.1.16 420 1434 615 1274 448 4884 534
Omicron/BA.4/5 1435 38717 8.13 257 223 129
Omicron/BA 4.6 738; 17 509,
Omicron/BQ.1 - - - 2004
Omicron/BQ. 1.1
Omicron/BF.7 - - - 8784 13
Omicron/CH.1.1 - - - 163




Preguntas

¢ Monoterapia o tratamiento combinado?



WITH EARLY MILD-MODERATE SARS-COV2 i s -

INFECTION. A PROSPECTIVE COHORT

'@ IEAEERENNNEN NN Authors: Jorge Calderén-Parra, Gerard Ronda-Roca, Marfa Rédenas-Baquero, Marfa Paniura-

| PUERTA DE HIERR [ §pinedo, carla-Lozano-Llano, liduara Pintos-Pascual, Andrea Gutiérrez-Villanueva, Antonio Ramo

Martinez, Ana Ferndndez-Cruz, Elena Mufiez-Rubio




Metodologia

Estudio unicéntrico prospectivo
Omicron BA.4 y BA.5

Tratamiento combinado antiviral + sotrovimab

Objetivo medido segun
ingreso hospitalario
recurrencia o persistencia
mortalidad



Resultados

Comparison between monotherapy and combination groups

Variable* Monotherapy (150) Combination (20) p
Sex (female) 53.3% (80) 35.0% (7) 0.155
Age (years b4 (55-70 61 (53.74 0.625

Combinacion
v' Mayor proporcion hematolégicos

v' Mayor proporcion antiCD20
v' Menor proporcion IgG antiS

IgG anti-5 > 260 BAU/mL 85.0% (68) 0 <0.001

lgG anti-5 > 1,000 BAU/mL 70.0% (56) 0 <0.001
Days from symptoms onset 4 (2-5) 4 (2-6) 0.660
Fever 28.6% (42) 20.0% (4) 0.673

Radiographic pneumonia 6.0% (9) 5.0% (1) 1.000



Combinacion no ofrece beneficio

Variable Monotherapy (150) Combination (20)
COVID-19 progression® 4.0% (6) 0
COVID-related admission 2.7% (4) 0
Persisting/relapsing COVID-19 2.0% (3) 0
COVID-related mortality 0 0
Non COVID-related admission 7.3% (11) 15.0% (3)

Non COVID-related mortality 0.7% (1) 0



Quizas en pacientes sin anticuerpos...

Patients with IgG anti-S lower than 1,000 BAU/mL

Progression rate among patients with  pultivariate logistic regression including
IgG anti-S < 1,000 BAU/mL presence of IgG anti-S < 1,000 BAU/mL

25%

5/24 and combination therapy
20%

21%
15% — Variable OR 95% ClI p
10% p=0. Combination 0.10 0.01-1.01 0.051

0/16

2% 0% IgG<1,000 4.17 14.3-1.19 0.025
0%

Monotherapy Combination OR: Odds Ratio. 95% CI: 95% confidence interval



Quizas en pacientes reciben antiCD20...

Patients who received an anti-CD20 antibody

Progression rate among patients who Multivariate logistic regression
received an anti-CD20 antibody ¢ |uding previous anti-CD20 antibody

16% 3/24 and combination therapy
12%
13% ‘
- p=0.197 Variable OR 95% CI p
0/8 Combination 0.10 0.01-0.93 0.043
4%
0o 0% Anti-CD20 2,09 0,75-5,81 0.156

Monotherapy Combination OR: Odds Ratio. 95% Cl: 95% confidence interval



Preguntas

¢Qué papel juega el plasma convaleciente en el tratamiento?



Clinical Infectious Diseases Tl h
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Guidance on the Use of Convalescent Plasma to Treat
Immunocompromised Patients With Coronavirus
Disease 2019

Evan M. Bloch,"® Daniele Focosi,? Shmuel Shoham,>® Jonathon Senefeld,’ Aaron A. R. Tobian,' Lindsey R. Baden,® Pierre Tiberghien,® David J. Sullivan,
Claudia Cohn.® Veronica Dioverti,? Jeffrey P. Henderson,” Cynthia So-Osman,'®!" Justin E. Juskewitch,'? Raymund R. Razonable,™

Massimo Franchini,® Ruchika Goel,”® Brenda J. Grossman,'® Arturo Casadevall,”® Michael J. Joyner,* Robin K. Avery,>® Liise-anne Pirofski,"’

and Kelly A. Geho®
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Table 1. Clinical Recommendations

Target population

Product qualification

Initial dose

Treatment duration

Frequency

Immunocompromised patients who are expected to have delayed or inadequate immune responses to SARS-CoV-2 infection and in
whom other effective options are contraindicated or are not readily available

Patient type examples: Hematologic malignancy (especially chronic lymphocytic leukemia), solid organ transplant recipients, treatment
with rituximab or other anti-CD20 therapy, treatment with mycophenolate or other antimetabolite therapy, individuals who have failed to
seroconvert following infection and/or vaccination

Needs to contain high-titer anti-Spike antibodies against SARS-CoV-2

Plasma obtained from individuals who have recovered from COVID-19 and also been vaccinated (“Vax-Plasma" or hybrid plasma) may be
preferable to standard CCP but is not yet an approved product, at least not in the US

Optimal dose is uncertain. Whenever feasible we suggest using 1-2 units so as to ensure delivery of high levels of neutralizing antibodies
during a time of high viral burden

Higher doses (400-600 mL) have been employed in Europe with reported favorable outcomes [29]

Variable: Driving by clinical response and viral load measurements (eg, PCR cycle threshold)

The optimal frequency is unknown: Based on antibody half-life, we recommend consideration of re-dosing at 7 d as dictated by clinical and
virologic response.




Table 1. Clinical Recommendations

Target population * Immunocompromised patients who are expected to have delayed or inadequate immune responses to SARS-CoV-2 infection and in

ansplant recipients, treatment
, individuals who have failed to

Product qualification e
sma" or hybrid plasma) may be

Initial dose o levels of neutralizing antibodies

N v antiCD20
Treatment duration \/ antlmetabohtos at 7 d as dictated by clinical and

virologic response.

Frequency o




Table 1. Clinical Recommendations

Target population o SARS-CoV-2 infection and in

Dosis
v Una o dos unidades
Product qualification e .
o : FrecuenC|a sma” or hybrid plasma) may be
Initial dose * Opt \/ Cada 7 diaS? levels of neutralizing antibodies
R Duracion

Treatment duration °

Frequency o | ‘/ I n d |V| d u a I |Za r- at 7 d as dictated by clinical and

ansplant recipients, treatment
, individuals who have failed to




Preguntas

éDebemos seguir vacunando al paciente inmunosuprimido?



Clinical Microbiology and Infection 29 (2023) 441—456

Contents lists available at ScienceDirect C M I
. : : : CLINICAL
Clinical Microbiology and Infection MICROBIOLOGY
AND INFECTION
|——
journal homepage: www.clinicalmicrobiologyandinfection.com 3R ESCMID i

Systematic review

Immunogenicity of COVID-19 vaccines in solid organ transplant
recipients: a systematic review and meta-analysis

Xinpei Chen *, De Luo ** ', Bingjie Mei °, Juan Du °, Xiangdong Liu /, Hui Xie ,
Lin Liu |, Song Su %, Gang Mai ™"
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Preguntas

¢Tiene utilidad conocer los Ct y el RNA subgenémico?
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| Check for
| updates

Viral Culture Confirmed SARS-CoV-2 Subgenomic RNA Value as
a Good Surrogate Marker of Infectivity

Marta Santos Bravo,® (' Carla Berengua,® Pilar Marin,® Montserrat Esteban,® Cristina Rodriguez,® Margarita del Cuerpo,®
Elisenda Mird,® Genoveva Cuesta,® Mar Mosquera,? Sonsoles Sanchez-Palomino,© (2 Jordi Vila,® Nuria Rabella,”
Maria Angeles Marcos?



A mas Ct PCR, menos cultivo
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Ct sgRNA PCR mayor VPP y VPN
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Preguntas

¢Como manejamos el Covid-19 persistente?



Clinical Infectious Diseases

BRIEF REPORT

Successful Treatment of Prolonged,
Severe Coronavirus Disease 2019
Lower Respiratory Tract Disease in
a B cell Acute Lymphoblastic
Leukemia Patient With an Extended
Course of Remdesivir

and Nirmatrelvir/Ritonavir

Emily S. Ford,"*® William Simmons," Ellora N. Karmarkar,' Leah H. Yoke,'?
Ayodale B. Braimah,® Johnnie J. Orozco,*® Cristina M. Ghiuzeli,*® Serena Barnhill,’
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James M. Rusnak,'® Mikael Dolsten,'® Michael Boeckh,'>* Catherine Liu,'**
Guang-Shing Cheng,>*’ and Lawrence Corey'**®

Clinical Infectious Diseases

BRIEF REPORT

Therapy With Allogeneic Severe
Acute Respiratory Syndrome
Coronavirus-2-Specific T Cells for
Persistent Coronavirus Disease 2019
(COVID-19) in Immunocompromised
Patients

Ghady Haidar,"” Jana L. Jacobs,' Kailey Hughes Kramer,! Asma Naqvi,' Amy Heaps,
Urvi Parikh,' Kevin D. McCormick,' Michele D. Sobolewski,' Mounzer Agha,?
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