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Selection of the best of 2022 in geriatric cardiology

ABSTRACT
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In this text we review some of the main studies related to the diagnosis and treatment of
the most prevalent cardiovascular diseases in older patients published during the last year,
also highlighting the importance of adequate prevention, both primary and secondary. Simi-
larly, prevalent entities such as ischemic heart disease, atrial fibrillation or heart failure. We
also highlight the role of cardiac rehabilitation and percutaneous cardiovascular interven-

tion given its prognostic impact and improvement of quality of life in elderly patients with
cardiovascular disease. Finally, we review some cardiovascular diseases that are especially
common in older patients like interatrial block and infectious endocarditis.

© 2022 Sociedad Espafiola de Cardiologia. Published by Elsevier Espafia, S.L.U. All rights

reserved.

Prevencion primaria

A finales de 2021 se publicaron las guias europeas de preven-
cién cardiovascular en las que se hace referencia al paciente
mayor'. En el paciente de 70 afios 0 més aparentemente sano
se recomienda calcular el riesgo cardiovascular a 10 anos
mediante la escala Systematic Coronary Risk Evaluation2-Older
Persons (SCORE2-OP), que califica directamente a los octoge-
narios como de muy alto riesgo exclusivamente por la edad.
En estos casos se deben considerar algunos factores modifica-
dores del riesgo, como las comorbilidades, la polifarmacia, la
fragilidad y las preferencias del paciente. En funcién de estos
modificadores se podria decidir no establecer objetivos espe-
cificos de control o establecer una prevencién primaria con
un objetivo de presién arterial sistélica menor de 140 mm Hg
(indicacién claseI) y hasta 130 mm Hg o menos si el paciente lo
tolera; y un colesterol unido a lipoproteinas de baja densidad
menor de 100 mg/dl (indicacién clase IIb), en un primer paso.
Estos objetivos se podrian intensificar en un segundo paso en
funcién de las caracteristicas del paciente. En este sentido, en
caso de pacientes robustos se debe considerar llegar a valores
de presién arterial sistélica de 130 mm Hg y colesterol unido a
lipoproteinas de baja densidad menor de 70 o incluso 55 mg/dl
segun el nivel de riesgo cardiovascular.

Un documento recientemente publicado recomienda una
valoracién inicial de fragilidad, comorbilidad, dependencia y
deterioro cognitivo para hacer una clasificacién del paciente
en robusto, comérbido y fragil o dependiente (fig. 1). En el
paciente robusto las recomendaciones de prevencién primaria
serian similares a la poblacién general, pero en el paciente fra-
gil o dependiente habria que realizar una valoracién geriétrica
integral estructurada y priorizar el tratamiento sintomatico y
la calidad de vida del paciente?.

Ademas, en otra revisién reciente se hace referencia al
estrés oxidativo asociado a la edad como un verdadero fac-
tor de riesgo cardiovascular que promueve la aterosclerosis
mediante la disfuncién endotelial y el remodelado vascular®.

Para finalizar, cabe destacar el papel del paciente mayor
en las guias recientemente publicadas de la American Diabe-
tes Association, en las que se incide en el control laxo de la
hemoglobina glicosilada en casos de fragilidad o comorbilidad

y en la preferencia por farmacos hipoglucemiantes seguros
con una baja tasa de hipoglucemias®.

Prevencion secundaria y rehabilitacién cardiaca

El beneficio de los programas integrales de prevencién secun-
daria y rehabilitacién cardiaca estd suficientemente avalado
también en los pacientes de edad avanzada. En el ambito de
la cardiopatia isquémica, un estudio reciente que incluye a
mas de 200 pacientes con edad media de 80 anos tras revascu-
larizacién percutdnea por sindrome coronario agudo (SCA) ha
mostrado un beneficio de la rehabilitacién cardiaca precoz en
capacidad de ejercicio y consumo de oxigeno, especialmente
en aquellos con consumos basales mas bajos y con alteracio-
nes en el desempenio de actividades de la vida cotidiana.

En la misma linea, varios trabajos recientes han demos-
trado un beneficio de la rehabilitacién cardiaca en pacientes
mayores con insuficiencia cardiaca (IC) en términos de capa-
cidad funcional, calidad de vida y desempeno de actividades
de la vida cotidiana®. De hecho, aquellos pacientes con menor
capacidad funcional al final del programa presentaron peor
prondstico en el seguimiento’. Por otro lado, un programa
multicéntrico y multidisciplinar de ejercicio fisico comunita-
rio en 1.519 pacientes con fragilidad y sarcopenia (edad media
79 anos, 71% mujeres) se asocié a un menor deterioro en la
movilidad a los 3 afios de seguimiento, en especial en aque-
llos pacientes con puntuacién mas desfavorable en la escala
Short Physical Performance Battery (SPPB)®.

Cardiopatia isquémica

La prevalencia de la cardiopatia isquémica, tanto el sindrome
coronario crénico como el SCA, es uno de los principales pro-
blemas de salud en la poblacién mayor. En los Gltimos afnos ha
cobrado especial interés la valoracién de las comorbilidades
y los sindromes geriétricos en estos pacientes®. La fragilidad
afecta a una gran proporcién de pacientes mayores con SCA,
si bien la forma de estimarla en dicho escenario es objeto de
debate. En una poblacién de 150 pacientes mayores de 70 anos
con SCA se determind la fragilidad mediante la escala Fried
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Poblacion diana

Evaluacion inicial

2 75 afios

*Comorbilidad
Fragilidad
*Dependencia
*Deterioro cognitivo

Situacion Robusto
- Similares a la poblacién
general.
Objetivos 1¢" paso: LDL < 100 mg/dl y PAS

< 140 mmHg.

29 paso: intensificar si buena
tolerancia.

Fragil o
dependiente

Comorbilidad

- Adecuar por

comorbilidades. - Priorizar calidad de vida.

- Evaluar polifarmacia.

- Atencion especializada:
valoracién geridtrica integral e
intervencion.

Figura 1 - Identificacién y evaluacién de los pacientes mayores en prevencién cardiovascular. LDL: lipoproteinas de baja
densidad; PAS: pensién arterial sistélica. Modificado con permiso de Bonanad et al.2.

y la Clinical Frailty Scale. Ambas escalas identificaron correc-
tamente a los pacientes fragiles, que presentaron un peor
pronéstico en el seguimiento. La utilizacién de ambas escalas
es por tanto una alternativa véalida en este escenario'®.

La funcién fisica medida por la escala SPPB se asoci6 con
una mayor mortalidad en el seguimiento de 1.388 pacientes
mayores de 70 anos con SCA (provenientes de los registros
LONGEVO-SCA, FRASER y HULK). De hecho, el efecto bene-
ficioso de mantener un buen estado fisico es especialmente
relevante en las mujeres, lo que podria explicar la mayor
supervivencia de esta poblacién®!. El deterioro cognitivo, aun
en sus estadios mas iniciales, impacta negativamente en el
pronéstico del paciente mayor tras un SCA. En un seguimiento
a 8 anos de pacientes mayores de 65 anos tras un SCA, el dete-
rioro cognitivo evaluado por el test de Pfeiffer se asocié con
una mayor mortalidad e ingresos. Los autores recomiendan
incorporar la evaluacién rutinaria del estado a la valoracién
de la fragilidad para identificar a aquellos pacientes con un
mayor riesgo’?.

En un reciente trabajo de revisién se abordan los cua-
tro principios de la bioética y sus potenciales amenazas en
el tratamiento del paciente mayor con SCA. El edadismo se
identifica como la principal fuente de desigualdades en el
diagnéstico, investigacion, tratamiento y prondstico de esta
poblacién, por lo que la formacién sanitaria en este campo es
esencial'®.

En cuanto a las comorbilidades, la fibrilacién auricu-
lar (FA) se considera una epidemia en la poblacién mayor
y su coexistencia con la cardiopatia isquémica dificulta
el tratamiento, especialmente en relacién con la terapia
antitrombética debido al alto riesgo hemorrdgico de estos
pacientes'. En la poblacién mayor de 80 afios con SCA
incluida en el registro multicéntrico espafiol LONGEVO-SCA,

mas del 50% presentaban una puntuacién CHA;DS,-VASc >4
puntos aunque esto no se relacioné con un peor prondstico
en el seguimiento’. En otro subanélisis del mismo registro, la
FA no se asocié de forma independiente con un mayor riesgo
de eventos®®.

En el ambito del paciente mayor con sindrome coronario
crénico, la resonancia magnética cardiaca de estrés ha demos-
trado ser una herramienta util para identificar a los pacientes
de mayor riesgo de eventos y contribuye a la toma de decisio-
nes al identificar a aquellos pacientes que mas se benefician
de la revascularizacién'’.

Fibrilacién auricular y terapia anticoagulante

Los anticoagulantes orales de accién directa han demostrado
ser mas eficaces y seguros que los antagonistas de la vita-
mina K para la prevencién del accidente cerebrovascular en
pacientes con FA. Ademds, tienen menos interacciones far-
macolégicas y dietéticas, y un rapido inicio de accién, por lo
que se consideran de primera eleccién para la prevencién de
la embolia sistémica en el paciente mayor'®.

Sin embargo, los pacientes mayores de 80 afios estan poco
representados en los principales ensayos clinicos. Por ello, en
cuanto a la anticoagulacién en el paciente mayor, destaca la
reciente publicacién de un metaanalisis que incluye més de
147.000 octogenarios procedentes de ensayos clinicos y estu-
dios de vida real, y que corrobora la eficacia y seguridad de
anticoagulantes orales de accién directa frente a antagonis-
tas de la vitamina K en octogenarios con FA. También mostréd
reducciones significativas en accidente cerebrovascular, mor-
talidad por todas las causas y hemorragia intracraneal’®.
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En lo referente al equilibrio entre riesgo de embolia y de
hemorragia, parece que el efecto prondstico de las embolias
es superior al de las hemorragias extracraneales, excepto en
el caso de los ataques isquémicos transitorios, que tienen un
mejor prondstico. Para la hemorragia intracraneal, el riesgo de
mortalidad parece similar al de una embolia grave®.

Ante la necesidad de individualizar el tratamiento anti-
trombético en el paciente mayor con FA, se han publicado
documentos de revisién con el objetivo de dar pautas sobre
la anticoagulacién en el paciente mayor y complejo, reco-
mendando un anticoagulante oral de accién directa u otro
en funcién de las caracteristicas del paciente y las comorbi-
lidades existentes?’. Por otro lado, el paciente mayor con FA
presenta con frecuencia contraindicacién para la anticoagu-
lacién debido a un riesgo hemorragico prohibitivo; en estos
casos deben tenerse en cuenta diferentes opciones, entre las
que destaca el cierre percutdneo de la orejuela izquierda??.

Intervencionismo estructural

Datos observacionales sobre el cierre percutdneo de orejuela
izquierda muestran una mayor tasa de complicaciones agu-
das en pacientes mayores de 75 anos con respecto a los mas
jovenes??, especialmente en aquellos que presentan comorbi-
lidades o fragilidad?*.

Durante la Gltima década, el desarrollo y generalizacién del
implante percutdneo de valvula adrtica (TAVI) ha aumentado
de forma progresiva y su utilizacién en el paciente mayor se
ha asociado a una mejoria de los resultados clinicos respecto
a la sustitucién quirtrgica en mayores de 75 afios?>. Nuevos
datos observacionales vienen a aumentar la evidencia sobre
el impacto de la sarcopenia en el pronéstico de los pacientes
sometidos a TAVI?®. Sin embargo, esta asociacién puede estar
mediada por la presencia de fragilidad?’.

Elensayo clinico ENVISAGE-TAVI demostré que no hay infe-
rioridad en cuanto a eventos clinicos netos del tratamiento con
edoxaban frente a warfarina en pacientes con FA e indicacién
de anticoagulacién tras un TAVI. No obstante, las hemorragias
mayores (principalmente gastrointestinales) fueron mayores
en el grupo tratado con edoxaban?®. En los ltimos afios diver-
sos estudios han aportado informacién importante sobre el
tratamiento antitrombdtico tras TAVI, van Ginkel et al. reali-
zan una revisién exhaustiva de la literatura al respecto®.

El registro italiano GIOTTO comparé los resultados de
1.853 pacientes sometidos a reparacién mitral percutanea en
mayores y menores de 80 afos, encontrando una eficacia y
seguridad de la técnica similar®®. Ademas, un subanélisis del
ensayo clinico COAPT confirmé que el beneficio del implante
de reparacién mitral percutdnea en pacientes con insuficien-
cia mitral moderada o grave es independiente de la edad>!.

Insuficiencia cardiaca

La IC es una entidad especialmente prevalente en el paciente
mayor y precisa un tratamiento especifico, lo que asegura un
abordaje terapéutico adecuado, pues ello mejora el pronéstico
en términos de morbimortalidad®?. Por otro lado, cabe pres-
tar especial atencién a la presencia de sindromes geriatricos
como la fragilidad y la polifarmacia.

El estudio impacto de la FRAgilidad y otros sindromes
Geriatricos en el manejo clinico y prondstico del paciente
anciano ambulatorio con Insuficiencia Cardiaca (FRAGIC) es
un registro observacional, prospectivo y multicéntrico, ava-
lado por la Seccién de Cardiologia Geridtrica de la Sociedad
Espanola de Cardiologia, que incluyé 499 pacientes > 75 anos
(edad media 81,4 +4,3 anos, 38% mujeres) con IC ambulato-
ria seguidos por cardiologia en Espafia®®. Tras una mediana de
seguimiento de 371 dias, 58 pacientes (11,6%) fallecieron, aso-
cidndose la presencia de fragilidad de forma independiente
con la mortalidad a un ano de seguimiento. Los autores con-
cluyen que su identificacién y abordaje son fundamentales en
el tratamiento integral de nuestros pacientes mayores con IC.

Por otro lado, en un estudio recientemente publicado,
Enriquez-Gémez et al. observaron que un puntaje sencillo de
polifarmacia identifica, de forma més precisa, que la presen-
cia de comorbilidad en pacientes mayores con IC que tienen
mayor probabilidad de presentar eventos adversos, incluida
la mortalidad?*. Por tltimo, Méndez-Bailén et al. estudiaron, a
partir de datos del registro RICA (2.147 pacientes, edad media
81 anos, 52% mujeres), el impacto pronédstico de la figura del
cuidador en pacientes mayores tras un ingreso por IC aguda®>,
cuya presencia, en caso de que este fuera un familiar, se asocié
de forma significativa con menos eventos a corto plazo.

Bloqueo interauricular

La publicacién de una revisiéon de las complicaciones car-
diovasculares del bloqueo interauricular en el journal of the
American College of Cardiology*® es un importante aval a la
relevancia clinica de este trastorno electrocardiografico, muy
frecuente en ancianos. La clave sigue siendo cémo detectar
a aquellos pacientes con mayor riesgo de desarrollo de FA,
ictus y deterioro cognitivo. En 2022 se ha puesto en mar-
cha el estudio multicéntrico independiente Andlisis Riguroso
Auricular en Bloqueo Interauricular Avanzado (ARABIA)?’. El
disenio de este estudio prospectivo, financiado por el Instituto
de Salud Carlos III, se muestra en la figura 2. Este registro per-
mitird identificar mejor el riesgo de los pacientes con bloqueo
interauricular avanzado basandose no solo en los conocidos
pardmetros electrocardiograficos®®, sino también en técnicas
avanzadas de imagen.

La lista de situaciones en las que el bloqueo interauricu-
lar tiene un valor prondstico independiente es cada vez mas
amplia e incluye ya la amiloidosis cardiaca por transtiretina®
y la infeccién por COVID-19°. Por ello, urge estratificar el
riesgo de estos pacientes para identificar aquellos que podrian
beneficiarse de abordajes terapéuticos como la anticoagu-
lacién. En esta identificacién son claves la duracién®! y la
morfologia de la onda P, pero posiblemente jueguen también
un papel importante los datos morfolégicos asociados a fibro-
sis auricular.

Endocarditis infecciosa

Laincidencia anual de endocarditis infecciosa (EI) estd aumen-
tando especialmente en la poblacién mayor. Los ancianos
suelen presentar més comorbilidades y estan sometidos con
mas frecuencia a intervencionismo y actos médicos que se
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2 75 afios sin criterios de exclusion?

178 pacientes con BIA avanzado (P = 120 ms + en cara inferior)
- 43 pacientes subestudio cardioRM
- 43 pacientes subestudio neuroRM

178 controles emparejados® con P normal (< 120 ms)
- 43 controles subestudio cardioRM
- 43 controles subestudio neuroRM

Figura 2 - Disefo del estudio Analisis Riguroso Auricular en Bloqueo Interauricular Avanzado (ARABIA). BIA: bloqueo

interauricular; RM: resonancia magnética.

2 Indicacién de anticoagulacion, marcapasos/desfibrilador automatico implantable, deterioro cognitivo moderado o grave
(= 5 errores en prueba de Pfiffer), ictus, mala ventana ecocardiografica, ritmo no sinusal, BIA parcial (onda P > 120 ms +en
cara inferior), cardiopatia significativa (valvulopatia moderada o severa o fraccion de eyeccién de ventriculo izquierdo
<50%), fibrilacién auricular previa, expectativa de vida <2 afos, ingreso hospitalario (se permite 24 horas previas al alta).
b Sexo, edad (+2a), nimero de factores de riesgo cardiovascular (tabaquismo activo, hipertensién arterial, hiperlipemia y

diabetes mellitus) (+ 1).

asocian con mayor incidencia de bacteriemia por gérmenes
resistentes*”’. Estos fenémenos explican que en pacientes
mayores sean mas frecuentes las EI por enterococos y estrep-
tococos que en jévenes. Los estafilococos, especialmente el
Staphylococcus aureus, ocupan la tercera posicién en frecuen-
cia y su prevalencia difiere poco de la encontrada en pacientes
mas jévenes con EI*3,

Los octogenarios tienen menos probabilidades de ser ope-
rados que los pacientes mas jovenes. Aunque el riesgo de
mortalidad hospitalaria después de la cirugia es mayor en
octogenarios, tras el alta sus resultados a medio plazo son
similares a los observados en poblaciones mds jévenes**. Los
pacientes mayores con EI que no se operan ni reciben tra-
tamiento médico éptimo presentan habitualmente un mayor
numero de comorbilidades, lo que parece explicar en parte su
peor prondstico®®.

Con la generalizacién del TAVI se espera que las complica-
ciones asociadas, como la EI, también aumenten. La gravedad
de la EI asociada a TAVI es elevada y se estima una morta-
lidad intrahospitalaria superior al 30%%°. Habitualmente el
tratamiento de la EI asociada al TAVI suele ser exclusiva-
mente médico mediante tratamiento antibiético de duracién
prolongada, ya que la cirugia no ha demostrado un beneficio
significativo en la reduccién de eventos adversos. Esto posible-
mente es debido a que los pacientes a quienes se interviene
suelen estar en una situacién clinica mas adversa y presentan
con mas frecuencia embolismos sistémicos, IC o shock?’.

Financiacién

Sin financiacién.

Contribucién de los autores

A. Ayesta, P. Diez-Villanueva, C. Bonanad, S. Garcia-Blas, H.
Garcia-Pardo, C. Jiménez-Méndez, M. Martinez-Sellés y J-A.
Pérez-Rivera redactaron la primera versién del manuscrito.
J-A. Pérez-Rivera corrigié y edité el manuscrito. A. Ayesta, P.
Diez-Villanueva, C. Bonanad, S. Garcia-Blas, H. Garcia-Pardo, C.
Jiménez-Méndez, M. Martinez-Sellés y J-A. Pérez-Rivera apro-
baron la versiéon final del manuscrito.

Conflicto de intereses
Ninguno.

BIBLIOGRAFTA

1. Visseren FLJ, Mach F, Smulders YM, et al. 2021 ESC
Guidelines on cardiovascular disease prevention in clinical
practice. Eur Heart J. 2021;42:3227-3337.

2. Bonanad C, Fernandez-Olmo R, Garcia-Blas S, et al.
Cardiovascular prevention in elderly patients. J Geriatr
Cardiol. 2022;19:377-392.

3. Diez-Villanueva P, Jimenez-Mendez C, Bonanad C, et al. Risk
Factors and Cardiovascular Disease in the Elderly. Rev
Cardiovasc Med. 2022;23:188.

4. Draznin B, Aroda VR, Bakris G, et al. 13. Older Adults:
Standards of Medical Care in Diabetes-2022. Diabetes Care.
2022;45(Suppl. 1):5195-5207.

5. Baldasseroni S, Silverii MV, Pratesi A, et al. Cardiac
Rehabilitation in Advanced aGE after PCI for acute coronary
syndromes: predictors of exercise capacity improvement in
the CR-AGE ACS study. Aging Clin Exp Res. 2022;34:2195-2220.

6. Paneroni M, Scalvini S, Corra U, et al. The Impact of Cardiac
Rehabilitation on Activities of Daily Life in Elderly Patients
With Heart Failure. Front Physiol. 2021,
http://dx.doi.org/10.3389/fphys.2021.785501.

7. Scrutinio D, Guida P, Ruggieri R, Passantino A. Prognostic
value of functional capacity after transitional rehabilitation
in older patients hospitalized for heart failure. ] Am Geriatr
Soc. 2022;70:1774-1784.

8. Bernabei R, Landi F, Calvani R, et al. Multicomponent
intervention to prevent mobility disability in frail older
adults: randomised controlled trial (SPRINTT project). BMJ.
2022, http://dx.doi.org/10.1136/bm;j-2021-068788.

9. Jimenez-Mendez C, Diez-Villanueva P, Alfonso F. Non-ST
segment elevation myocardial infarction in the elderly. Rev
Cardiovasc Med. 2021;22:779-786.

10. Garcia-Blas S, Bonanad C, Fernandez-Cisnal A, et al. Frailty
Scales for Prognosis Assessment of Older Adult Patients after
Acute Myocardial Infarction. J Clin Med. 2021;10:4278.

11. Tonet E, Ariza-Sole A, Serenelli M, et al. The impact of sex
and physical performance on long-term mortality in older
patients with myocardial infarction. BMC Med. 2022;20:15.

12. Sanchis J, Bonanad C, Garcia-Blas S, et al. Long-Term
Prognostic Value of Cognitive Impairment on Top of Frailty in


http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0240
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0245
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0250
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0255
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0260
dx.doi.org/10.3389/fphys.2021.785501
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0270
dx.doi.org/10.1136/bmj-2021-068788
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0280
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0285
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0290
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295

S8

REC CARDIOCLINICS.2023;58(S1):53-S8

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Older Adults after Acute Coronary Syndrome. J Clin Med.
2021;10:444.

Ayesta A, Bonanad C, Diez-Villanueva P, Garcia-Blas S,
Ariza-Sole A, Martinez-Selles M. Ethical considerations in
elderly patients with acute coronary syndrome. Rev
Cardiovasc Med. 2022;23:55.

Bonanad C, Esteve-Claramunt F, Garcia-Blas S, et al.
Antithrombotic Therapy in Elderly Patients with Acute
Coronary Syndromes. ] Clin Med. 2022;11:3008.
Diez-Villanueva P, Vera A, Ariza-Sole A, et al. Baseline CHA2
DS2 -VASc score and prognosis in octogenarians with
non-ST segment elevation acute coronary syndrome. IntJ
Clin Pract. 2021, http://dx.doi.org/10.1111/ijcp.14082.
Esteve-Pastor MA, Martin E, Alegre O, et al. Impact of frailty
and atrial fibrillation in elderly patients with acute coronary
syndromes. Eur J Clin Invest. 2021,
http://dx.doi.org/10.1111/eci.13505.

Gabaldon-Perez A, Bonanad C, Garcia-Blas S, et al. Stress
cardiac magnetic resonance for mortality prediction and
decision-making: registry of 2496 elderly patients with
chronic coronary syndrome. Rev Esp Cardiol. 2022;75:223-231.
Hanon O, Vidal JS, Pisica-Donose G, et al. Bleeding risk with
rivaroxaban compared with vitamin K antagonists in
patients aged 80 years or older with atrial fibrillation. Heart.
2021;107:1376-1382.

Bonanad C, Garcia-Blas S, Torres Llergo J, et al. Direct Oral
Anticoagulants versus Warfarin in Octogenarians with
Nonvalvular Atrial Fibrillation: A Systematic Review and
Meta-Analysis. J Clin Med. 2021;10:5268.

Raposeiras-Roubin S, Abu-Assi E, Cespon Fernandez M, et al.
Trade-off between the effects of embolic versus bleeding
events on mortality in elderly patients with atrial fibrillation.
Rev Esp Cardiol. 2022;75:334-342.

Barra S, Providencia R. Anticoagulation in atrial fibrillation.
Heart. 2021;107:419-427.

Volgman AS, Nair G, Lyubarova R, et al. Management of
Atrial Fibrillation in Patients 75 Years and Older: JACC
State-of-the-Art Review. ] Am Coll Cardiol. 2022;79:

166-179.

Shatla I, El-Zein RS, Kennedy K, Elkaryoni A, Ubaid A,
Wimmer AP. Comparison of the Safety of Left Atrial
Appendage Occlusion in Patients Aged <75 Versus Those
Aged >75 Years (from a Nationwide Cohort Sample). AmJ
Cardiol. 2022;172:35-39.

Wang A, Ferro EG, Song Y, et al. Frailty in patients
undergoing percutaneous left atrial appendage closure. Heart
Rhythm. 2022;19:814-821.

Nguyen V, Willner N, Eltchaninoff H, et al. Trends in aortic
valve replacement for aortic stenosis: a French nationwide
study. Eur Heart J. 2022;43:666-679.

Romeo FJ, Chiabrando JG, Seropian IM, et al. Sarcopenia
index as a predictor of clinical outcomes in older patients
undergoing transcatheter aortic valve replacement. Catheter
Cardiovasc Interv. 2021;98:E889-E896.

Brouessard C, Bobet AS, Mathieu M, et al. Impact of Severe
Sarcopenia on Rehospitalization and Survival One Year After
a TAVR Procedure in Patients Aged 75 and Older. Clin Interv
Aging. 2021;16:1285-1292.

Van Mieghem NM, Unverdorben M, Hengstenberg C, et al.
Edoxaban versus Vitamin K Antagonist for Atrial Fibrillation
after TAVR. N Engl ] Med. 2021;385:2150-2160.

Van Ginkel DJ, Bor WL, Veenstra L, van’t Hof AW]J, Fabris E.
Evolving concepts in the management of antithrombotic
therapy in patients undergoing transcatheter aortic valve
implantation. Eur ] Intern Med. 2022;101:14-20.

30.

31.

32.

33.

34.

35.

36.

37.

39.

40.

41.

42.

43.

45.

46.

47.

Giordano A, Biondi-Zoccai G, Finizio F, et al. Characteristics
and outcomes of MitraClip in octogenarians: Evidence from
1853 patients in the GIOTTO registry. Int ] Cardiol.
2021;342:65-71.

Song C, Madhavan MV, Lindenfeld J, et al. Age-Related
Outcomes After Transcatheter Mitral Valve Repair in Patients
With Heart Failure: Analysis From COAPT. JACC Cardiovasc
Interv. 2022;15:397-407.

Diez-Villanueva P, Jimenez-Mendez C, Alfonso F. Heart
failure in the elderly. J Geriatr Cardiol. 2021;18:219-232.
Jimenez-Mendez C, Diez-Villanueva P, Bonanad C, et al.
Frailty and prognosis of older patients with chronic heart
failure. Rev Esp Cardiol. 2022,
http://dx.doi.org/10.1016/j.rec.2022.04.016.

Enriquez-Gomez A, Ortega-Navarro C, Fernandez-Cordon C,
et al. Comparison of a polypharmacy-based scale with
Charlson comorbidity index to predict 6-month mortality in
chronic complex patients after an ED visit. Br J Clin
Pharmacol. 2022;88:1795-1803.

Mendez-Bailon M, Lorenzo-Villalba N, Rubio-Garcia J, et al.
Clinical Characteristics and Prognostic Relevance of
Different Types of Caregivers for Elderly Patients with Acute
Heart Failure-Analysis from the RICA Registry. J Clin Med.
2022;11:3516.

Power DA, Lampert ], Camaj A, et al. Cardiovascular
Complications of Interatrial Conduction Block: JACC
State-of-the-Art Review. ] Am Coll Cardiol. 2022;79:1199-1211.
Martinez-Selles M, Bruna V, Lacalzada-Almeida J, et al.
Rationale and design of the rigorous atrial analysis in
advanced interatrial block (ARABIA) prospective study. J
Electrocardiol. 2021;68:135-140.

. de Leon A, Neira V, Alhammad N, et al. Electrocardiographic

predictors of atrial fibrillation in patients with cryptogenic
stroke. Pacing Clin Electrophysiol. 2022;45:176-181.

Lindow T, Lindqvist P. The Prevalence of Advanced Interatrial
Block and Its Relationship to Left Atrial Function in Patients
with Transthyretin Cardiac Amyloidosis. J Clin Med.
2021;10:2764.

Russo V, Albani S, Caturano A, et al. The prognostic role of
interatrial block among COVID-19 patients hospitalized in
medicine wards. Eur J Clin Invest. 2022,
http://dx.doi.org/10.1111/eci.13781.

Herrera C, Bruna V, Maria Barrio J, et al. Atrial myxoma
surgery and p-wave remodeling. Pacing Clin Electrophysiol.
2022, http://dx.doi.org/10.1111/pace.14573.

Bea C, Vela S, Garcia-Blas S, et al. Infective Endocarditis in
the Elderly: Challenges and Strategies. ] Cardiovasc Dev Dis.
2022;9:192.

Lemos LHB, Silva LRD, Correa MG, et al. Infective
Endocarditis in the Elderly: Distinct Characteristics. Arq Bras
Cardiol. 2021;117:775-781.

. Pazdernik M, Iung B, Mutlu B, et al. Surgery and outcome of

infective endocarditis in octogenarians: prospective data
from the ESC EORP EURO-ENDO registry. Infection. 2022,
http://dx.doi.org/10.1007/s15010-022-01792-0.

Perez-Rivera JA, Arminanzas C, Munoz P, et al. Comorbidity
and Prognosis in Octogenarians with Infective Endocarditis. J
Clin Med. 2022;11:3774.

Panagides V, Abdel-Wahab M, Mangner N, et al. Sex
Differences in Infective Endocarditis After Transcatheter
Aortic Valve Replacement. Can J Cardiol. 2022;38:1418-1425.
Mangner N, del Val D, Abdel-Wahab M, et al. Surgical
Treatment of Patients With Infective Endocarditis After
Transcatheter Aortic Valve Implantation. ] Am Coll Cardiol.
2022;79:772-785.


http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0295
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0300
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0305
dx.doi.org/10.1111/ijcp.14082
dx.doi.org/10.1111/eci.13505
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0320
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0325
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0330
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0335
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0340
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0345
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0350
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0355
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0360
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0365
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0370
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0375
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0380
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0385
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0390
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0395
dx.doi.org/10.1016/j.rec.2022.04.016
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0405
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0410
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0415
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0420
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0425
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0430
dx.doi.org/10.1111/eci.13781
dx.doi.org/10.1111/pace.14573
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0445
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0450
dx.doi.org/10.1007/s15010-022-01792-0
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0460
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0465
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470
http://refhub.elsevier.com/S2605-1532(22)00111-X/sbref0470

	Selección de lo mejor del año 2022 en cardiología geriátrica
	Prevención primaria
	Prevención secundaria y rehabilitación cardiaca
	Cardiopatía isquémica
	Fibrilación auricular y terapia anticoagulante
	Intervencionismo estructural
	Insuficiencia cardiaca
	Bloqueo interauricular
	Endocarditis infecciosa
	Financiación
	Contribución de los autores
	Conflicto de intereses
	Bibliografía


