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Tratamiento actual de la enfermedad pulmonar intersticial asociada a

la artritis reumatoide

Check for
updates

Current management in rheumatoid arthritis-related interstitial lung disease

La enfermedad pulmonar intersticial difusa (EPID) es la mani-
festaciéon pulmonar mads frecuente de la artritis reumatoide (AR)
y actualmente representa la segunda causa de muerte en esta
enfermedad’. A pesar de esta dramatica situacién, muchos son
adn los aspectos que quedan por dilucidar en cuanto a su fisio-
patologia, cronologia y, lo que es atin mas apremiante, opciones de
tratamiento.

El manejo de esta patologia ha sido de creciente interés en los
altimos afios. Asilo demuestra el aumento del nimero de estudios
llevados a cabo sobre la eficacia de tratamientos, principalmente
con farmacos biolégicos y antifibréticos.

A falta de unas guias de tratamiento, las estrategias terapéuticas
en EPID-AR pueden variar de un centro a otro y se basan en series de
casos o en la evidencia existente en otras enfermedades autoinmu-
nes sistémicas (EAS), principalmente la esclerosis sistémica. Esta
extrapolacién no deberia ser la norma, ya que existen importan-
tes diferencias fisiopatoldgicas entre las diferentes EAS que pueden
hacer variable la respuesta a un mismo tratamiento. Mas reciente-
mente la eficacia del tratamiento antifibrético con nintedanib ha
sido evaluado en un ensayo clinico que incluia pacientes con EPID
fibrosantes y progresivas, siendo la EPID-AR la segunda entidad con
mas representacién, con mas del 10% del total de la muestra.

Contrariamente a teorias previas, a dia de hoy existe evidencia
sobre la seguridad a nivel pulmonar de los fairmacos modificadores
delaenfermedad (FAME), tales como metotrexato o leflunomida?>.
Existen incluso trabajos que muestran un potencial efecto benefi-
cioso sobre el pulmén, apoyando la idea de que un mejor control
de la actividad sistémica puede contribuir a una mejor evolucién
de la afectacion pulmonar®>.

Respecto al tratamiento de la afectacién pulmonar y a pesar de
la escasa evidencia existente, dosis variables de corticoides sistémi-
cos, solos 0 en combinacién con otros agentes inmunosupresores,
constituyen atn a dia de hoy el pilar de tratamiento en muchas
ocasiones®. De entre los diferentes inmunosupresores disponibles
actualmente, micofenolato mofetilo es el que ha presentado efectos
mas beneficiosos con un buen perfil de seguridad’.

Las terapias biolégicas han mostrado en los tltimos afios una
creciente evidencia de beneficio en la EPID-AR. De entre ellas, las
mejor posicionadas son abatacept y rituximab. Abatacept, un inhi-
bidor de la activacién de linfocitos T, ha mostrado estabilidad o
mejoria en pacientes con EPID-AR, medida mediante pruebas de
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funciénrespiratoria (PFR) o tomografia computerizada de altareso-
lucién (TCAR), entre un 85-91% de los casos en diferentes series®?.
Recientemente se ha publicado la mayor serie de pacientes con
EPID-AR evaluando la respuesta terapéutica a un fairmaco, en este
caso abatacept. Este trabajo, que incluye 263 pacientes, muestra
ausencia de progresioén en: disnea (91.9%), afectacién en la TCAR
(76.6%), capacidad vital forzada (FVC) (87.7%) y capacidad de difu-
sién de ménoxido de Carbono (DLCO) (90.6%) en el seguimiento a
12 meses'?.

En lo referente a rituximab, la deplecién de linfocitos B CD20+
producida por el firmaco ha mostrado mejoria o estabilidad de la
EPID-AR, medida mediante PFR 0 TCAR, en un 68-90% de casos'!. Un
reciente trabajo en 31 pacientes con EPID-AR fibrosante y progre-
siva en el afio previo al inicio del firmaco ha mostrado una mejoria
significativa de FVC (+8% y +11.2%) y de DLCO (+12.7% y +14.8%)
al cabo de 1y 2 afios respectivamente del inicio de rituximab. En
los primeros 12 meses un 94% de pacientes presentd ausencia de
progresién'2.

A pesar de estos resultados favorables existe un subgrupo de
pacientes que presenta progresion tras recibir los diferentes tra-
tamientos comentados. Es sabido que la AR asocia con mayor
frecuencia que otras EAS un patrén de neumonia intersticial usual
(NIU), presentando asi similitudes clinicas y radiolégicas con la
fibrosis pulmonar idiopatica (FPI). En este sentido y de forma similar
a lo que sucede en la FPI, la respuesta terapéutica a antiinflamato-
rios e inmunosupresores en pacientes con NIU-AR es inferior a la
de aquellos con patrén no NIU'.

En este aspecto el tratamiento antifibrético con nintedanib se
presenta como una opcién terapéutica a tener en cuenta. Los resul-
tados del analisis de subgrupos del estudio INBUILD mostraron que
los pacientes con EPID fibrosante y progresiva asociada a EAS, de
los cuales la gran mayoria eran pacientes con EPID-AR, tratados con
nintedanib presentaron un descenso de la FVC 104 mL/afio menor
que aquellos tratados con placebo!?. A pesar de que el disefio del
estudio no estaba realizado para el andlisis de subgrupos estos
resultados arrojan esperanza para este grupo de pacientes. Recien-
temente se han publicado datos en practica clinica habitual con
nintedanib como uso compasivo en 7 pacientes con NIU-AR progre-
siva a los cuales se afiadia el firmaco antifibrético al tratamiento
recibido hasta entonces (incluyendo corticoides, FAME, rituximab
y abatacept). Los 6 pacientes que completaron mas de 6 meses de
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tratamiento presentaron estabilizacién de la afectaciéon pulmonar
que hasta el inicio del farmaco era progresiva. El perfil de seguri-
dad fue similar al de estudios previos, sin existir ningiin caso de
infeccion severa, a pesar de la asociacién con FAMEs o rituximab'4,

El trasplante pulmonar es una opcién en casos de enfermedad
severa y progresiva. A pesar de que la presencia de una EAS pueda
parecer de entrada un factor de riesgo de complicaciones extra-
pulmonares post-trasplante, un estudio retrospectivo mostré una
supervivencia a 1 afio similar en pacientes con FPI en comparacién
con pacientes con EPID-AR'>.

El tratamiento de la EPID-AR constituye actualmente un reto
para el clinico tratante, especialmente en pacientes con enferme-
dad progresiva. En estos casos un buen control de la actividad
inflamatoria sistémica, que podria actuar como desencadenante del
dafio pulmonar, asi como una inhibicién del proceso fibrogénico a
nivel pulmonar constituyen a dia de hoy las estrategias mas pro-
metedoras en EPID-AR. El beneficio de la asociacién de tratamiento
inmunosupresor y antifibrético podria suponer una opcién tera-
péutica eficaz y su beneficio y seguridad deberian ser evaluados en
futuros estudios.

Financiacion

Los autores no han contado con financiacién para la elaboracién
del presente articulo.

Conflicto de interés

Los autores declaran no tener conflictos de interés en relacion
al contenido del presente trabajo.

Bibliografia

1. Bongartz T, Nannini C, Medina-Velasquez YF, Achenbach SJ, Crowson CS, et al.
Incidence and mortality of interstitial lung disease in rheumatoid arthritis: a
population-based study. Arthritis Rheum. 2010 Jun;62(6):1583-9.

2. Conway R, Low C, Coughlan R], O’'Donell MJ, Carey ]J. Methotrexate and lung
disease in rheumatoid arthritis: a meta-analysis of randomized controlled trials.
Arthritis Rheum. 2014 Apr;66(4):803-12.

3. Conway R, Low C, Coughlan RJ, O’Donell M], Carey ]J. Methotrexate use and risk
of lung disease in psoriasis, psoriatic arthritis and inflammatory bowel disease:
systematic literature review and meta-analysis of randomized controlled trials.
BM]J. 2015 Mar;350:h1269.

4. Kiely P, Busby AD, Nikiphorou E, Sullivan K, Walsh DA, Creamer P, et al. Is inci-
dent rheumatoid arthritis interstitial lung disease associated with methotrexate
treatment? Results from a multivariate analysis in the ERAS and ERAN inception
cohorts. BMJ Open. 2019 May;9(5):e028466.

5. Robles-Pérez A, Luburich P, Bolivar S, Dorca J, Nolla JM, Molina-Molina M, et al.
A prospective study of lung disease in a cohort of early rheumatoid arthritis
patients. Sci Rep. 2020 Sep;10(1):15640.

10.

11.

12.

13.

14.

15.

Open Respiratory Archives 3 (2021) 100106

. Bradley B, Branley HM, Egan J], Greaves MS, Hansell DM, Harrison NK, et al.,

Interstitial lung disease guideline: the British Thoracic Society in collaboration
with the Thoracic Society of Australia and New Zealand and the Irish Thoraic
Society. Thorax. 2008 Sep;63 Suppl 5:v1-58.

. Fischer A, Brown KK, Du Bois RM, Frankel SK, Cosgrove GP, Fernandez-Perez

ER, et al. Mycophenolate mofetil improves lung function in connec-
tive tissue disease-associated interstitial lung disease. ] Rheumatol. 2013
May;40(5):640-6.

. Fernandez-Diaz C, Loricera ], Castafieda S, Lopez-Mejias R, Ojeda-Garcia G, Olivé

A, et al. Abatacept in patientswith rheumatoid arthritis and interstitial lung
disease. A national multicenter study of 63 patients. Semin Arthritis Rheum.
2018 Aug;48(1):22-7.

. Cassone G, Manfredi A, Atzeni F, Venerito V, Vacchi C, Picerno V, et al. Safety of

abatacept in patients with rheumatoid arthritis and interstitial lung disease: a
multicenter retrospective study. J Clin Med. 2020 Jan;9(1):277.
Fernandez-Diaz C, Castafieda S, Melero-Gonzalez RB, Ortiz-Sanjuan F, Juan-Mas
A, Carrasco-Cubero C, et al. Abatacept in intersitial lung disease associated with
rheumatoid arthritis: natiojnal multicenter study of 263 patients. Rheumatology
(Oxford). 2020 Dec;59(12):3906-16.

Md Yusof MY, Kavia A, Darby M, Lettieri G, Beirne P, Vital EM, et al.
Effect of rituximab on the progression of rheumatoid arthritis-interstitial lung
disease: 10 years’ experience at a single centre. Rheumatology (Oxford). 2017
Aug;56(8):1348-57.

Narvaez ], Robles-Pérez A, Molina-Molina M, Vicens-Zygmunt V, Luburich P,
Yafiez MA, et al. Real-world clinical effectiveness of rituximab rescue therapy in
patients with progressive rheumatoid arthritis-related interstitial lung disease.
Semin Arthritis Rheum. 2020 Oct;50(5):902-10.

Wells AU, Flaherty KR, Brown KK, Inoue Y, Devaraj A, Richeldi L, et al. Ninteda-
nib in patients with progressive fibrosing interstitial lung diseases—subgroup
analyses by interstitial lung disease diagnosis in the INBUILD trial: a randomi-
sed, double-blind, placebo-controlled, parallel-group trial. Lancet Respir Med.
2020 May;8(5):453-60.

Narvaez J, Vicens-Zygmunt V, Alegre J], Herrera-Lara S, Nolla JM, Molina-Molina
M. Nintedanib for the treatment of refractory progressive rheumatoid artritis-
related interstitial lung disease: a real-life case series. Rheumatology (Oxford).
2020 Dec;59(12):3983-6.

Yazdani A, Singer LG, Strand V, Gelber AC, Williams L, Mittoo S. Survival and
quality of life in rheumatoid arthritis-associated interstitial lung disease alter
lung transplantation. ] Heart Lung Transplant. 2014 May;33(5):514-20.

Alejandro Robles-Pérez®*, Maria Molina-Molina®
y Javier Narvaez®

a Servicio de Neumologia, Hospital de Mataré — Consorci Sanitari del

Maresme

b Unidad Funcional de Intersticio Pulmonar, Servicio de Neumologia,

Hospital Universitari de Bellvitge
¢ Servicio de Reumatologia, Hospital Universitari de Bellvitge

* Autor para correspondencia.
Correo electrénico: a_roblesperez@hotmail.com
(A. Robles-Pérez).


http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0030
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0035
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0040
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0045
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0050
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0055
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0060
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0065
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0070
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0075
mailto:a_roblesperez@hotmail.com

