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Definicion

Historia probable o confirmada de infeccién por SARS-CoV-2

iTiempo?
éSintomas obligatorios? ¢ NUmero de sintomas?
¢Impacto en funcionalidad-actividades de la vida diaria?

éiCurso de la enfermedad? GUIA CLINICA

PARA LA ATENCION AL PACIENTE
LONG COVID/ COVID PERSISTENTE
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Definicion

Historia probable o confirmada de infeccion por SARS-CoV-2
iTiempo?

éSintomas obligatorios? ¢ NUmero de sintomas?

éImpacto en funcionalidad-actividades de la vida diaria?

iCurso de la enfermedad?

En cuanto a la catalogacion o codificacion de la persistencia de sintomas, la CIE-10 (22), la
clasificacion internacional de enfermedades vigente en la actualidad cita en su codigo B97.21 la
“Enfermedad por coronavirus asociado al SARS como causa de enfermedades clasificadas bajo
otro concepto”, concepto ambiguo dificil de catalogar. La CIE-11 (23) que entrara en vigor el
01/01/2022 incluye los siguientes cddigos:

- RAD2: Enfermedad posterior a la COVID-19.

- RAD3: Sindrome inflamatorio multisistémico asociado a la COVID-19.



A clinical case definition of post COVID-19
condition by a Delphi consensus

6 October 2021

(F'ﬂat COVID-19 condition occurs in individuals with a history of probable or confirmed SARS- )
CoV-2 infection, usually 3 months from the onset of COVID-19 with symptoms that last for at
least 2 months and cannot be explained by an alternative diagnosis. Common symptoms
include fatigue, shortness of breath, cognitive dysfunction but also others™ and generally have
an impact on everyday functioning. Symptoms may be new onset following initial recovery from
an acute COVID-19 episode or persist from the initial illness. Symptoms may also fluctuate or

\_relapse over time. J

A separate definition may be applicable for children.

Notes:

There is no minimal number of symptoms required for the diagnosis; though symptoms involving
different organs systems and clusters have been described.

*A full list of described symptoms included in the surveys can be found in Annexes 2 .

Definitions:

Fluctuate — a change from time to time in quantity or quality.

Felapse — return of disease manifestations after period of improvement.

Cluster — two or more symptoms that are related to each other and that occur together. They are
composed of stable groups of symptoms, are relatively independent of other clusters, and may
reveal specific underlying dimensions of symptoms (32).

‘Wellcome | Symptoms persisting Hym4 4 weeks }l‘ter symptom onset suggestive of COVID-18 [33).

Lancet Multicrgan symptoms after COVID-18 are beimg reported by increasing numbers of patients.
They range from cough and shortness of breath, to fatigue, headache, palpitations, chest
pain, joint pain, physical limitations, depression, and insomnia, and affect people of varying
ages. At the Lancet—Chinese Academy of Medical Sciences conference on 23 Movember
2020, Bin Cap presented data (in press at the Lancet) on the long-term consequences of
COVID-18 for patients in Wuhan, and wamed jeat dysfupctions and complications could
persist in some discharged patients for at lea Go-called long COVID is a
burgeoning health concem and action is needed now o address it [34).

MICE Signs and symploms t during or after an infection consistent with COWVID-18,
continue for more thar] 12 weeks fnd are not explained by an altemative diagnosis [35).

Soientific Imdividuals whose symptoms A velop outside the initial viral infection, but the

American | duration and pathogenesis ard unknown J36).

Royal The onset of persistent or recurrent episodes of one or more of the following symptoms,

Society within =" weeks of infection with SARS-Col'-2 and continuing for ¥ weeks or more: severs
fatigue, reduced exercise capacity, chest pain or heaviness, fever, palpitations, cogintive
impairment, anosomia or ageusia, vertigo and tinnitus, headache, peripheral neuropathy,
metallic or bitter taste, skin rash joint pain or swelling (3).
* Mazimum penod between acguisition of the infection (if known) and the onset of
symptams, and the minimum duration of symptoms, should be specified in the definition.

Haute Three criteria: Having pgasaatedaagth a symptomatic form of COVID-18; presenting with cne

Autorite ar more initial symptom fter the start of the disease; and none of these symptoms

de samté, | can be explained by another diagnosis [(37).

Francs

ChDC Long COVID: While most persons with COVDS18 recoyer s0d return tor normal heatth, some
patients can have symptomns that can last fo I’ter recoverny from
acute iliness. Even people who are not hospiialized and who have mild illness cam
experience persistent or late symptoms (38).

‘Wikipedia | Condition characterized by long-term sequelae — persisting after the typical convalescence
period — of coronavirus disease 2018 (COVID-18) (359).

Maturs Post-acute COVID-18 as pers oms andlor delayed or long-term complications of

SARS-CoV-2 infection beyond 4 weeks flom the onset of symploms (40).
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Fisiopatologia

Persistencia de reservorio viral

Desenmascaramiento de comorbilidades inadvertidas
Secuelas organicas moderadas

Disfuncion mitocondrial

Disautonomia

Alteracion de la microbiota

Persistencia de inflamacion de bajo grado

Disfuncion inmunoldgica

Autoinmunidad inducida por virus

Angustia psiquica




F i S i O p a to ‘ Og Ila Multiorgan and Renal Tropism of SARS-CoV-2

TO THE EDITOR: Severe acute respiratory syn- mains poorly defined. Here, we present data from
drome coronavirus 2 (SARS-CoV-2) preferentially an autopsy series of 27 patients (see the clinical
infects cells in the respiratory tract,'? but its di- data in Table 51 in the Supplementary Appendix,

Pe rSiStenCia de reservorio Vi ral rect affinity for organs other than the lungs re- available with the full text of this letter at NEJM
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Prolonged Persistence of
SARS-CoV-2 RNA in Body Fluids

Jiufeng Sun,” Jianpeng Xiao," Ruilin Sun,” Xi Tang,” Chumin Liang, Huifang Lin,
Lilian Zeng, Jianxiong Hu, Runyu Yuan, Pingping Zhou, Jinju Peng, Qianlin Xiong,
Fengfu Cui, Zhe Liu, Jing Lu, Junzhang Tian, Wenjun Ma, Changwen Ke

Reverse-transcribed SARS-CoV-2 RNA can integrate
into the genome of cultured human cells and can be
expressed in patient-derived tissues

Liguo Zhang®, Alexsia Richards®, M. Inmaculada Barrasa®(, Stephen H. Hughes® ", Richard A. Young™“(,
and Rudolf laenisch®"
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Persistencia de reservorio viral RESEARCH ARTICLE

Virus-Host Cell Interactions and the Viral Life Cycle: Basic Science to Therapeutics

Desenmascaramiento de comorbilidade:

Secuelas organicas moderadas Mitochondrial metabolic manipulation by SARS-CoV-2 in peripheral blood
mononuclear cells of patients with COVID-19

. P4 . -
DISfunCIOn mltocondrlal Saima Ajaz,' Mark J. McPhail," Keshav K. Singh,? Salma Mujib," Francesca M. Trovato,' Salvatore Napoli,’
and Kosh Agarwal’
Yinstitute of Liver Studies, Kings College Hospital, London, United Kingdom; and *Department of Genetics, School of Medicine,
The University of Alabama at Birmingham, Birmingham, Alabama

PERSPECTIVES | Virus-Host Cell Interactions and the Viral Life Cycle: Basic

Science to Therapeutics

Decoding SARS-CoV-2 hijacking of host mitochondria in COVID-19

pathogenesis

Keshav K. Singh,'* Gyaneshwer Chaubey,** Jake Y. Chen,” and Prashanth Suravajhala*
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Original research

Gut microbiota composition reflects disease severity
and dysfunctional immune responses in patients
with COVID-19

Yun Kit Yeoh @ ,"?Tao Zuo @ ,*** Grace Chung-Yan Lui,’*” Fen Zhang,***

Qin Liu,>** Amy YL Li,* Arthur CK Chung,”** Chun Pan Cheung,”** Eugene YK Tso,®
Kitty SC Fung,” Veronica Chan,® Lowell Ling,® Gavin Joynt,? David Shu-Cheong Hui,**
Kai Ming Chow @ ,* Susanna So Shan Ng,*” Timothy Chun-Man Li,*” Rita WY Ng,’
Terry CF Yip,** Grace Lai-Hung Wong @ ,** Francis KL Chan ® ,***

Chun Kwok Wong,? Paul KS Chan,"*'% Siew C Ng ® 234

Original research

Depicting SARS-CoV-2 faecal viral activity in
association with gut microbiota composition in
patients with COVID-19
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Functional exhaustion of antiviral lymphocytes i
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Remodeling of the Immune Response
With Aging: Immunosenescence and
Its Potential Impact on COVID-19
CORRESPONDENCE Immune Response

Cellular & Molecular Immunology wiww.nature.com/cmi

Elevated exhaustion levels and reduced functional diversity of
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Infections: Reversing the State of
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Persistencia de inflamacion de bajo grado
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Fisiopatologia

éSindrome postinfeccioso funcional? > Dengue
o Chikungunya

Similitudes a otros cuadros:

o Fatiga cronica Uveitis tras infeccidn por virus Ebola

o Encefalomielitis mialgica

. _ Artritis cronica tras infeccion por Chikungunya
o Enfermedad de intolerancia al esfuerzo

Fatiga cronica tras:
o VEB

Fiebre Q
Borrelia

(¢]

(¢]

(¢]

Enfermedad de Lyme
MERS
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Diagnostico

Post COVID-19 condition occurs in individuals with a history of probable or confirmed SARS-
CoV-2 infection, usually 3 months from the onset of COVID-13 with symptoms that last for at
least 2 months and cannot be explained by an alternative diagnosis)Common symptoms
include fatigue, shortness of breath, cognitive dysfunction but also others® and generally have
an impact on everyday functioning. Symptoms may be new onset following initial recovery from
an acute COVID-19 episode or persist from the initial iliness. Symptoms may also fluctuate or
relapse over time.

A separate definiion may be applicable for children.

Notes:

There is no minimal number of symptoms required for the diagnosis; though symptoms involving
different organs systems and clusters have been described.

*A full list of described symptoms included in the surveys can be found in Annexes 2 .

Definitions:

Fluctuate — a change from time to time in quantity or quality. .
Relapse — return of disease manifestations after period of improvement. -

Cluster — two or more symptoms that are related to each other and that occur together. They are — - - —_—
composed of stable groups of symptoms, are relatively independent of other clusters, and may

reveal specific underlying dimensions of symptoms (32). d :




Tratamiento

Montelukast (NCT04695704)
Vitamina C (NCT04401150)
Probidticos (NCT04691895)

Oxigeno hiperbarico (NCT04842448)

Ribdsido de nicotinamida (NCT04809974, NCT04604704) NING U N TRATAMIENTO
Deupirfenidona (NCT04652518) FARMACO LOGl(:O HA
Leronlimab (NCT04343651, NCT04347239, NCT04678830) DEMOSTRADO BENEFICIO

Adaptdégenos (NCT04795557)

Ejercicios de respiracion y canto (NCT04810065)
Tocilizumab (NCT04330638)

Programas de ejercicio de 8 semanas (NCT04841759)



https://clinicaltrials.gov/ct2/show/NCT04695704
https://clinicaltrials.gov/ct2/show/NCT04401150
https://clinicaltrials.gov/ct2/show/NCT04691895
https://clinicaltrials.gov/ct2/show/NCT04842448
https://clinicaltrials.gov/ct2/show/NCT04809974
https://clinicaltrials.gov/ct2/show/NCT04604704
https://clinicaltrials.gov/ct2/show/NCT04652518
https://clinicaltrials.gov/ct2/show/NCT04343651
https://clinicaltrials.gov/ct2/show/NCT04347239
https://clinicaltrials.gov/ct2/show/NCT04678830
https://clinicaltrials.gov/ct2/show/NCT04795557
https://clinicaltrials.gov/ct2/show/NCT04810065
https://clinicaltrials.gov/ct2/show/NCT04330638
https://clinicaltrials.gov/ct2/show/NCT04841759

Conclusiones

Unificar terminologia

Unificar criterios = Hablemos todos de lo mismo

Fisiopatologia desconocida
o SARS-CoV-2 como trigger de enfermedades inmunomediadas

Sintomatologia muy heterogénea - Descartar otras causas
o Estudio dirigido de sintomas guia y marcadores inmunoldgicos que confirmen el diagnostico

Valoracion integral
o AUn es preciso identificar por qué y en gué pacientes se prolongan sintomas dentro del escenario clinico
del PACS que no se ajustan a ninguna EAS

Medicina basada en la evidencia
o Estudio de protedmica = fenotipo clinico de pacientes y potenciales dianas de tratamiento
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