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La Medicina Interna en Espana

en la crisis del COVID-19

Internal Medicine during the COVID-19 crisis in Spain

Carlos M? San Roman Teran', Ricardo Gomez-Huelgas?
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La Medicina Interna en Espafa en la era
pre-COVID-19. s De donde partiamos?

Las unidades y servicios de Medicina Interna espa-
Aoles atienden toda una amplia variedad de patolo-
glas médicas del adulto, si bien el mayor volumen
de pacientes atendidos en régimen de hospitaliza-
cion lo constituyen los mayores de 65 afos y los pa-
cientes portadores de pluripatologia o multimorbili-
dad. En el periodo 2016-2019 se documentaron en
el Registro de Atencion Especializada del Ministerio
de Sanidad (https://pestadistico.inteligenciadeges-
tion.mscbs.es/publicoSNS/S/rae-cmbd) un total de
17.813.520 episodios de ingreso hospitalario en ma-
yores de 65 anos, de los cuales los servicios de es-
pecialidades médicas atendieron casi siete millones
de casos (6.908.363), que corresponden al 38,8%,
siendo atendidos en Medicina Interna 2.872.585, es
decir el 41,6% de todos los episodios médicos y un
16,1% del total. El estudio RECALMIN II' aproxima
aun mas las caracteristicas de los pacientes aten-
didos por Medicina Interna, definiendo una edad
media de 74+16,2 afios y un indice de Charlson de
4,7+3,9 (en datos de 2014), lo que confirma la con-
centracion de pacientes mayores y pluripatoldgicos
en las unidades de Medicina Interna.

Por otro lado, no se le escapa a quien conozca la
historia reciente de la actividad asistencial en Espa-
Aa, el papel decisivo que las unidades de Medici-
na Interna desarrollaron en la década de los 80 del
pasado siglo durante otras crisis sanitarias como
la pandemia VIH/SIDA o la intoxicacién masiva por
aceite de colza desnaturalizado. Igualmente, los
servicios de Medicina Interna estan habituados a
gjercer tareas de armonizacion de la demanda hos-
pitalaria en las epidemias anuales de gripe.

Papel de la Medicina Interna
durante la crisis de la COVID-19

Desde los primeros momentos de la pandemia, los
servicios de Medicina Interna adquirieron un prota-
gonismo evidente en la atencion de los pacientes
con infeccion grave por SARS-CoV-2, vy la rapida
adaptacion de los internistas ante un desafio inédi-
to resultd decisiva para evitar el colapso del siste-
ma hospitalario. La COVID-19 provoco la llegada
masiva de pacientes en situacion clinica compro-
metida que requerian ingreso hospitalario debido
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a una neumonia con enfermedad multisistémica?
cuya gravedad sobrepasaba con cierta frecuencia
las actuaciones habituales de las unidades conven-
cionales de hospitalizacion para requerir cuidados
especiales con respiracion asistida propios de las
unidades de Cuidados Intensivos que, a su vez, se
vieron sobrepasadas en su capacidad de conten-
cion y respuesta, alcanzandose picos de ocupacion
mantenida durante varias semanas cercana al 80%
del total hospitalario, tanto en hospitales terciarios
grandes como de primer nivel.®

La versatilidad de los internistas facilito la rapida ex-
pansion de plantas COVID en espacios del hospital
asignados a otros servicios, generalmente quirdr-
gicos, que tuvieron que suspender paulatinamente
sus actividades programadas. A medida que se fue-
ron llenado los hospitales de pacientes COVID-19,
las plantillas de internistas dejaron de ser suficientes
para la atencion de tal niUmero de pacientes graves,
por lo que otros especialistas médicos y quirdrgicos
que vieron mermada su actividad se fueron incorpo-
rando a los equipos COVID multidisciplinarios que,
liderados generalmente por internistas y apoyados
por la enfermeria de cada unidad, formaron rapida
y ordenadamente grupos de muy alta capacidad en
el diagndstico, cuidado y tratamiento de los pacien-
tes, asumiendo los diversos y sucesivos cambios de
indicaciones terapéuticas que la COVID-19 fue ge-
nerando conforme a los conocimientos y evidencias
emergentes.*

La rapida reorganizacion hospitalaria para dar res-
puesta a la pandemia fue un esfuerzo colectivo lide-
rado por el ejemplar compromiso vy el sacrificio de
los profesionales sanitarios que asumieron desde el
inicio la necesidad de establecer un nuevo modelo
asistencial basado en el proceso asistencial, con la
configuracion de equipos multidisciplinares, el esta-
blecimiento de triages, la ordenacion en diferentes
niveles de cuidados con una adecuada continuidad
asistencial, el desarrollo de protocolos asistenciales
comunes y dinamicos en base a las evidencias que,
a un ritmo vertiginoso, se iban generando de una
enfermedad desconocida, y la implementacion de
la telemonitorizacion y teleasistencia domiciliarias,
tanto de los pacientes COVID de menor gravedad
como de aquellas patologias no COVID que reque-
rian una atencion no demorable.
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‘debe resaltarse el meritorio esfuerzo investigador
que han realizado los interistas espanoles durante
la pandemia, a pesar de la enorme carga asistencial

Pero no es menos cierto que la tradicion de apro-
ximacion holistica integral al paciente de los médi-
cos internistas y su adaptabilidad clinica fueron de-
terminantes para dar un enfoque adecuado a una
enfermedad infecciosa con manifestaciones multi-
sistémicas, para dar un enfoque terapéutico mul-
tifactorial (antiviral, antiinflamatorio, antitrombdtico)
y para la utilizacion sistematica y generalizada de
técnicas habitualmente reservadas a especialidades
de atencion critica que comenzaron a formar parte
del arsenal terapéutico habitual, como la oxigena-
cion de alto flujo, la ventilacion mecanica no invasiva
y la CPAP.

Asimismo, debe resaltarse el meritorio esfuerzo in-
vestigador que han realizado los internistas espafo-
les durante la pandemia, a pesar de la enorme car-
ga asistencial que estaban soportando. El Registro
SEMI-COVID-19 es una muestra del compromiso
profesional de mas de 600 internistas pertenecien-
tes a 150 hospitales esparnioles. Actualmente se han
incluido mas 20,000 pacientes hospitalizados por
COVID-19 y constituye una de las mayores bases
de datos a nivel mundial. El Registro SEMI-CO-
VID-19 esta generando una importante produccion
cientifica (https://pubmed.ncbi.nim.nih.gov/collectio
ns/60175415/?sort=pubdate) que contribuye a un
mejor entendimiento de los aspectos clinicos, diag-
nosticos, terapéuticos y prondsticos de una patolo-
gia nueva y desconocida.

Con el andlisis global del Registro SEMI-COVID-193,
la impresion que se desprende de la actuacion de la
mayoria de las unidades de Medicina Interna podia
acercarse a lo que Seymur llama “Medicina Sensa-
ta”, que se podria resumir como medicina prudente
que permite esperar con paciencia a la evidencia
de las actuaciones, pero sin dejar de usar todas las
herramientas que ya hayan mostrado su interés,
atentos a los efectos secundarios, detallando cada
decision terapéutica y su efectividad y, en general,
con una vision mas suave y humilde de las opciones
disponibles®.

Ensefanzas para el futuro

La pandemia de COVID-19 ha generado un drama
colectivo y una catéstrofe econdémica que marcara
a toda una generacion. Pero, al igual que ha ocu-
rrido con otros momentos criticos en la historia de

que estaban soportando”

la humanidad, representa una oportunidad Unica
de mejora. La pandemia va a acelerar importantes
avances terapéuticos y deberia reorientar el siste-
ma sanitario a un modelo mas integrador, persona-
lizado, eficiente y de alto valor para el ciudadano.
Entre las ensefianzas de la atencion al COVID-19
podemos destacar®: 1) La orientacion completa de
la asistencia al paciente y a los los resultados asis-
tenciales. 2) El protagonismo de los servicios clini-
cos sobre el tradicional modelo gerencialista. 3) La
superacion de las barreras entre las especialidades
y la puesta en valor de la colaboracién multiprofe-
sional. 4) La evaluacion integral del paciente, con el
empleo sistematico de sistemas de estratificacion
del riego y de los niveles de cuidados. 5) El estable-
cimiento de flujos dinamicos entre niveles asisten-
ciales (urgencias-hospitalizacion-cuidados criticos-
seguimiento domiciliario). 5) La generalizacion de
la telemedicina. 6) La innovacion tecnoldgica. 7) La
desburocratizacion de la asistencia y de las pres-
taciones farmacéuticas, y 8) La existencia de una
inaceptable fragilidad de los centros sociosanitarios.
Muchos de estos cambios hacia un hospital «fluido»
o «flexible» con adaptacion continua, marcaran el
hospital del proximo futuro®.

Como reflexion final, la pandemia nos ha permitido
realizar una renovacion colectiva de los compromi-
S0s éticos de la profesion, otorgandonos el privilegio
de sentirnos orgullosos de ser médicos, y orgullo-
sos de ser internistas.
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La atencion a los cronicos pluripatologicos
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Care of chronic pluri-pathological and aged patients

in the post-COVID-19 era
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"Director de la cdtedra de cronicidad de la USC

Si hablamos de cronicidad en este momento de Pan-
demia, tenemos que darnos cuenta de que este con-
cepto, tal y como lo teniamos concebido hasta el aho
2020, ha cambiado de forma significativa.

La Pandemia ha hecho que aparezcan nuevos gru-
pos de cronicos. Uno es el de personas que estaban
sanas y que tras sufrir la COVID-19, han quedado
cronicamente enfermas. Algunos autores consideran
que podrian llegar a ser el 30% de los que padecen la
enfermedad y precisan ingreso, aunque también los
que no precisaron ingreso pueden quedar con se-
cuelas, que se haran cronicas. En este ultimo caso,
generalmente seran menos graves's,

Otro grupo es el de personas cronicas previas a la
Pandemia que han sufrido la enfermedad y que se
transformaran en pacientes cronicos complejos por
las secuelas que les ha dejado la enfermedad en un
aparato o sistema ya dafado por una enfermedad
crénica, como puede ser la EPOC, la Insuficiencia
cardiaca, la cirrosis hepatica, el deterioro cognitivo,
etc...

El tercer grupo es el de personas cronicas que se
han dejado de evaluar de forma continuada duran-
te este periodo, por las necesidades asistenciales
impuestas por la Pandemia y que ha hecho que sus
enfermedades evolucionen a formas mas complejas,
que requieren una mayor atencion y conllevan un peor
prondstico. Esto incluye a personas con Cancer cuyo
diagndstico se ha demorado. La Asociacion espanola
contra el Cancer considera que el nimero de diagnos-
ticos de canceres nuevos disminuyd un 21% durante
el confinamiento. Esto es un reflejo de lo que puede
suponer la Pandemia para la atencion a los pacien-
tes con Cancer. Segun un trabajo publicado recien-
temente en el British Medical Journal*, las personas
cuyo tratamiento oncoldgico se retrasa incluso solo
un mes, tienen un riesgo de morir entre un 6-13%
mas alto y su riesgo sigue aumentando conforme se
demora el tratamiento.

El cuarto grupo es el de personas sanas y que no
han contraido la enfermedad, pero a las que las me-
didas aplicadas para controlar la Pandemia, le han
dejado secuelas de aislamiento, soledad, depresion,
deterioro cognitivo, trastornos psiquicos, etc...Estas
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medidas han afectado de forma muy especial a los
mas fragiles, mas ancianos y que viven aislados, pero
también han hecho mella en los mas jovenes.

Durante este periodo de Pandemia los Servicios de
Medicina de Familia, Interna y de Neumologia ade-
mas de las UCIs y Unidades de Reanimacion, fueron
los responsables de la atencidn directa a los pacien-
tes COVID en la primera linea y esto ha hecho que los
croénicos pluripatolégicos que vienen siendo seguidos
de forma continuada en nuestros servicios de Medici-
na Interna, se resientan. Sirva como gjemplo nuestra
actividad en el hospital de dia de pluripatologia (HDD),
que se ha visto reducida de forma significativa en el
ultimo ano, muy especialmente durante los meses del
confinamiento.

lgualmente en los 5 sectores de Medicina Interna, en
los que tenemos dividida el érea sanitaria de Santiago
de Compostela, que establecen una estrecha rela-
cién con Primaria a través de la consulta electronica
y presencial y que atienden una poblacion media de
66.000 personas por Sector y cerca de 20.000 mayo-
res de 65 anos por cada uno, con un 8% de mayores
de 80 anos y 50 médicos de Familia; hemos notado
que la Pandemia nos ha afectado. En los meses de
marzo y hasta finales de mayo del 2020 se ha produ-
cido un descenso del 30-50% en Consultas, incluidas
las e-consultas y con cifras similares en las atenciones
del HDD. Esta tendencia se ha mantenido los dos pri-
meros meses de este ano en curso.

Simiramos a los pacientes ingresados en nuestro Ser-
vicio también aqui hemos notado una disminucion, a
pesar de que mas del 80% de nuestros pacientes in-
gresan por urgencias y que por tanto su ingreso no se
deberia afectar por la Pandemia, pero la realidad es
que ha habido un efecto disuasorio y muchos de los
pacientes que tendrian que acudir a Urgencias para
ingresar no lo hicieron.

Todas estas situaciones que hemos vivido durante el
ano 2020 y lo que va del 2021, haran que la vision
de la Medicina Interna cambie. La figura del internis-
ta cobra especial relevancia ante las dificultades, por
su versatilidad y capacidad de adaptacion. Por otro
lado, situaciones como la pandemia COVID, nos han
puesto de manifiesto que es necesario un enfoque
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integral del paciente y un abordaje multidisciplinar que
debe ser coordinado por un médico con capacidad
de integrar todas estas medidas necesarias para el
manejo de cada paciente.

La Medicina Interna no es una especialidad dedicada
solo a tratar a las personas mayores, ni solo a los cro-
nicos; pero tenemos que entender, porque los hechos
nos lo hacen ver, que los crénicos, mayores y pluripa-
tolégicos son los pacientes mas vistos en nuestros
Servicios y cada vez mas en todos los servicios de
los hospitales. Por esto se hace necesaria una actitud
proactiva con estos pacientes y no esperar, como ha-
cemos hasta el momento a que el paciente acuda a
urgencias cuando se descompense y tengamos que
ingresarlo, con el deterioro funcional y psiquico que
conlleva cada ingreso y que muchas veces se hace
irreversible, con deterioro de la calidad de vida y au-
mento de la mortalidad.

El paciente cronico y pluripatolégico es un paciente
que debe ser tratado y seguido de forma continuada
por un equipo multidisciplinar en Primaria, pero en in-
timo contacto con el hospital, para tratar de resolver
problemas puntuales y dudas que se generan en su
atencion y de cuya resolucion puede depender el que
un paciente ingrese o no y de que su calidad de vida
se mantenga o no durante mas tiempo.

En este nimero de la revista se publican dos articulos,
uno de los cuales nos pone de relieve la importancia
de las comorbilidades vy la pluripatologia en uno de
los procesos mas prevalentes en nuestros Servicios,
como es la insuficiencia cardiaca. En el otro articulo
se nos muestra las diferencias en las caracteristicas
de los pacientes mayores que residen en los centros
sociosanitarios y los que permanecen en el nicleo fa-
miliar.

El primero es un estudio observacional y prospectivo,
en el que se incluyeron 246 pacientes con insuficien-
cia cardiaca vistos en la Consulta de Medicina Interna
de un hospital de tercer nivel, de los que 118 (48%)
fueron pluripatolégicos (PP), siendo mayores los PP
(77 vs 73 afos). El articulo pone de manifiesto, la im-
portancia de la pluripatologia entre nuestros pacientes
con insuficiencia cardiaca y que se trata de pacientes
muy fragiles, auin no siendo todos muy mayores y que

requieren un abordaje multidisciplinar e integral de su
proceso.

El segundo es un estudio observacional, retrospec-
tivo, que incluye 254 personas ancianas ingresadas
en un Servicio de Medicina Interna, con una media
de edad préxima a los 80 anos y de las que la mayo-
ria 78,7%, viven todavia en sus residencias familiares.
Los pacientes que vivian en su casa familiar eran mas
independientes, aunque tenian el mismo ndmero de
comorbilidades, si bien los que no vivian en el domi-
cilio familiar tenian mas patologia neurolégica. Es de
destacar que hubo mas fallecimientos tras el alta, en
este grupo.

Como se desprende de ambos articulos y enlazando
con lo que comentabamos al principio de esta edi-
torial, los pacientes que ingresan en los Servicios de
Medicina Interna son cada vez mas mayores y con
mas comorbilidades y peor prondstico. El manejo en
la Planta de hospitalizacion durante las descompen-
saciones, no es una medida eficiente para mejorar el
prondstico ni la calidad de vida de estas personas.
Es necesario implantar de forma progresiva un sis-
tema integrado, continuado, proactivo, compartido
con primaria y que nos permita un enfoque multidis-
ciplinar, individualizado y ambulatorio; adecuando las
prestaciones a las necesidades del paciente. Estas
prestaciones tendran que ponerse a disposicion del
individuo, de forma precoz, en el ambito donde se en-
cuentra, evitando los ingresos hospitalarios, que lejos
de mejorar el prondstico, deterioran de forma progre-
siva la calidad de vida de nuestros pacientes cronicos.
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RESUMEN

Objetivo: Describir la evolucion de los ingresos hospitalarios, en plantas
de hospitalizacion y Cuidados Intensivos, y la mortalidad en el hospital
de un drea afectada con tasas de incidencia medias por la pandemia
COvID-19.

Métodos: Estudio observacional de todos los ingresos, y fallecimientos,
que se produjeron entre los dias 1 de marzo y 30 de abril de los afios
2017, 2018, 2019 y 2020 en un hospital general. Consideramos las
00.00 horas del dia 14 de marzo como inicio del estado de alarma y
separacion entre dos periodos: pre-estado de alarma (1-13 de marzo) y
estado de alarma (14 de marzo-30 de abril).

Resultados: Comparando los meses de marzo-abril de los afios 2017,
2018 y 2019 frente a 2020 se aprecia un descenso del nimero de in-
gresos: 23,33% (Area Médica), 33,46% (Area Quirdrgica) y 38,37% en
cuidados intensivos (p<0,0001 en todos los casos). En las Areas Médica y
Quirdrgicas disminuyeron con el inicio del estado de alarma y en Cuidados
Intensivos dos semanas mas tarde. En el momento de maxima presion
los pacientes con COVID-19 ocuparon un 9,8% del total de camas del
Centro. En las mismas fechas los fallecidos disminuyeron en las Areas
Médicas y Quirtrgicas un 3,98% y 13,13% respectivamente (p=NS) y se
incrementaron levemente (17,59%;p < 0,001) en Cuidados Intensivos.
Conclusiones: Tras la instauracion del estado de alarma, en un drea sa-
nitaria con incidencia media por la pandemia por COVID-19, se redujeron
de forma significativa los ingresos hospitalarios sin apreciarse un exceso
de mortalidad.

Palabras clave: Pandemia COVID-19, Mortalidad intrahospitalaria, Distri-
bucion hospitalaria

INTRODUCCION

La pandemia por COVID-19 es la mayor emergencia de salud
publica mundial de las Ultimas décadas. Su enorme alcance,
la ausencia de tratamientos o vacunas disponibles, su eleva-
da letalidad y su duracion todavia incierta estan provocando
enormes presiones sobre el sistema sanitario’. La demanda
que provoca de espacio hospitalario, personal 0 insumos y la
obligada reorganizacion de servicios podria detraer recursos
necesarios para atender otras enfermedades?. Sin duda la
magnitud de la pandemia o las condiciones sanitarias ba-
sales en cada drea son muy relevantes®. Sin embargo otros
muchos factores como la declaracion del estado de alarma,
la sobrecarga informativa o la implantacion de medidas de
distanciamiento social modifican los comportamientos de la
poblacion y la demanda de asistencia sanitaria®.

La atencion hospitalaria a las patologias habituales en los
tiempos de pandemia es un tema poco analizado. Los ana-
lisis de otros episodios recientes se centran en las estra-
tegias de control, los recursos precisos o los costes®’. Por
otra parte los estudios sobre la morbilidad y mortalidad que
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ABSTRACT

Objective: To describe the evolution of the hospital admissions in the me-
dical and surgical areas and intensive care units and that of the mortality
in the hospital of an area affected with average incidence rates of the
COVID-19 pandemic.

Methods: Observational study of all admissions in the medical services
and deaths that were registered between March 1st and April 30th of
years 2017, 2018, 2019 and 2020 in a General Hospital. We consider
00.00 on March 14th of 2020 as the beginning of the alarm state and as
cut-off point between two periods: before the state of alert (March 1-13)
and the state of alert (March 14- April 30)

Results: Comparing the months of March-April of years 2017, 2018,
2019 to 2020 a decrease in the number of admissions can be observed
: 23,33% (Medical area), 33,46% (Surgical area) and 38,37% (Intensive
Care Units), (p<0,0001 in every case). In the medical and surgical areas
decreased with the beginning of state of alert’s official statement and
in Intensive Care Units two weeks after. During peak times patients with
COVID-19 took up 9,8% of total beds of the Center. At the same dates
fatalities decreased in the medical and surgical areas 3,98% and 13,13%
respectively (p=NS) and increased slightly (17,59%; p<0,001) in Inten-
sive Care Units.

Conclusions: After the state of alert’s official statement in an healthca-
re area with average impact of COVID19 pandemic, hospital admissions
dropped significantly without showing an excess in mortality.

Keywords: Covid 19 pandemic, in-hospital mortality, hospital manage-
ment

se desencadenan tras diferentes tipos de catastrofes no han
sido siempre concluyentes o aplicables® Por ello los efec-
tos indirectos que causa una pandemia sobre la atencion,
la morbilidad o la mortalidad en otras patologias es poco
conocida.

El objetivo de este estudio fue analizar cual fue la repercu-
sion hospitalaria de la pandemia por COVID-19 en las prime-
ras semanas de progresion del brote y tras la declaracion del
estado de alarma de alarma.

PACIENTES Y METODOS

Estudio observacional de todos los ingresos en los servicios
médicos, quirdrgicos y cuidados intensivos entre los dias 1
de marzo y 30 de abril de los afios 2017, 2018, 2019 y
2020 en el Hospital Universitario Lucus Augusti de Lugo.
Este centro cubre la asistencia sanitaria de 240.000 habi-
tantes y dispone de 879 camas.

La fuente de informacion fue el conjunto minimo bdsico de
datos del centro. Las variables analizadas, para cada dia del
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periodo en estudio, fueron: numero de ingresos, de falleci-
dos y altas en cada una de las dreas sefialadas. En todos los
casos la informacion recogida fue agrupada y sin acceso a
ninguna historia clinica concreta, respetando la normativa
vigente sobre la confidencialidad de los datos. Se decidio
considerar las 00.00 horas del dia 14 de marzo como el
inicio del estado de alarma puesto que se anuncié horas
antes de su entrada en vigor y se entendié que ese era el
momento en que comenzo a tener relevancia a os efectos
de este estudio. Este momento es el punto de corte entre
dos periodos: pre-estado de alarma (dias 1 a 13 de marzo) y
estado de alarma (dias 14 a 30 de abril). El andlisis del pe-
riodo del estado de alarma se realizo por quincenas. Todos
los pacientes fueron seguidos hasta su alta o fallecimiento
durante el mismo ingreso hospitalario.

En el andlisis estadistico se utilizaron las técnicas descrip-
tivas habituales. Se uso el test X2 para la comparacion de
variables cualitativas, con la correccion de Yates cuando fue
preciso. En los célculos de porcentajes se utilizd como re-
ferencia el nimero de ingresos en todos los casos. Para la
comparacion de 2 medias se utilizd, previa comprobacion de
la homocedasticidad, el test t de Student. En la comparacion
multiple de medias se utilizo el andlisis de la varianza y el
test de Duncan. El nivel de significacion estadistica se es-
tablecio en p < 0,05. Se utiliz el paquete estadistico SPSS
version 17.0.

RESULTADOS

Entre el 1de marzo y el 30 de abril, en las dreas hospitalarias
de adultos sefialadas, se ingresaron un total de 3377 pa-
cientes en 2017, 3645 en 2018, 3601 en 2019y 2614 en
2020. En la Tabla 1 se muestran los ingresos en 10s cuatro
periodos de tiempo, antes y después del sefialamiento del

Garcfa-Trincado B, et al

estado de alarma en marzo y por quincenas en abril, para
los diferentes afios en estudio en las distintas Areas hos-
pitalarias. El nimero de ingresos no fue estadisticamente
diferente en el periodo de estudio de los afios 2017, 2018
y 2019 (p=NS). Sin embargo, cuando comparamos |0s afios
2017,2018y 2019 frente a 2020 se aprecia un franco des-
censo del ndmero de ingresos; 23,33% en el drea médica,
33,46% en el area quirdrgica y del 38,37% en cuidados in-
tensivos (p<0,0001 en todos los casos). Se puede observar
que los ingresos en las Areas Médica y Quirtrgicas disminu-
yeron de manera significativa coincidiendo con el inicio del
estado de alarma. No asi los ingresos en Cuidados Intensi-
VOS que no se reducen hasta la primera quincena de abril. En
el momento de maxima presion los pacientes con COVID-19
ocuparon un 9,8% del total de las camas del Centro.

En la Tabla 2 se desglosan los fallecimientos intrahospita-
larios en los mismos periodos de tiempo. Nuevamente, el
numero de fallecidos permanecio estable en el periodo de
estudio en los afios 2017, 2018 y 2019 (p=NS). Cuando
comparamos los afios 2017, 2018 y 2019 frente a 2020
se aprecia que los fallecidos disminuyeron en las dreas meé-
dicas y quirdrgicas un 3,98% y 13,13% respectivamente
(p=NS). Por el contrario en la Unidad de Cuidados Intensivos
se incrementaron porcentualmente un 17,59% (p < 0,001).

DISCUSION

Este estudio muestra que en las primeras semanas de
pandemia por COVID-19, y tras la declaracion del estado
de alarma, se redujeron de forma significativa los ingresos
hospitalarios en las dreas médica, quirirgica y de cuidados
intensivos de un Hospital General. Por el contrario no se
aprecid un exceso de mortalidad durante el mismo periodo
de tiempo.

Tabla 1. Distribucion de ingresos hospitalarios entre 2017 y 2020.

PULSE PARA VOLVER AL INDICE

1-13 MARZO 14-31 MARZO 1-15 ABRIL 16-31 ABRIL TOTAL
AREA MEDICA
Ingresos 2017-2019 (Media, DS) 403,3 (45,0) 564 (71,6) 451,6 (47,6) 442 (13,7) 5976
Ingresos 2020 (n°) 473 414 383 346 1616
ucl
Ingresos 2017-2019 (Media, DS) 39,6 (3,9) 34,6 (2,9 39,3 (8,4) 37,3(6,9 534
Ingresos 2020 (n°) 23 43 22 32 120
AREA QUIRURGICA
Ingresos 2017-2019 (Media, DS) 283,3 (43,1) 348,3 (35,8) 334 (39,3) 331,6 (0,9 4113
Ingresos 2020 (n°) 334 187 156 201 878

Tabla 2. Mortalidad hospitalaria entre 2017 y 2020.

1-13 MARZO 14-31 MARZO 1-15 ABRIL 16-31 ABRIL TOTAL
AREA MEDICA
Fallecidos 2017-2019 (Media, DS) 47,3 (3,2) 57,1(3,5) 441 (2,1) 48 (0,8) 589
Fallecidos 2020 (n°) 53 61 42 35 191
ucl
Fallecidos 2017-2019 (Media, DS) 5,66 (3,7) 8(3,7) 57(3,1) 53(1,2) 74
Fallecidos 2020 (n°) 5 10 7 7 29
AREA QUIRURGICA
Fallecidos 2017-2019 (Media, DS) 3,3(1,9 6(2,1) 6,3(0,9) 6(0,8) 59
Fallecidos 2020 (n°) 5 3 6 3 17
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La pandemia por COVID-19 ha afectado profundamente a los
hospitales por las dificultades de atender a un gran nimero
de pacientes con enfermedad severa en un corto espacio de
tiempo, por la ausencia de tratamientos especificos o por
no disponer de las medidas de proteccion precisas*®'°, Los
datos de un gran hospital espafiol en Madrid, donde la epi-
demia ha tenido una tasa de incidencia elevada, muestran
como el COVID-19 ocup6 la practica totalidad del centro,
el 10% de los ingresados requirio tratamiento en cuidados
intensivos y la mortalidad fue ligeramente superior al 20%1°,
En nuestro hospital, en un drea con una tasa de incidencia
media', la situacion ha sido muy distinta. De hecho la ocu-
pacion maxima por COVID-19 apenas alcanzd el 10% de las
camas del hospital. Entendemos que esta baja ocupacion
debe explicarse por la suma de varias circunstancias conco-
mitantes. En primer lugar, y sobre todo, fruto del éxito de las
medidas de confinamiento social. A pesar de su importancia
creemos que este hecho no basta para explicar la reduccion
de ingresos en todas las dreas de adultos del Centro. En
segundo lugar, es evidente que la suspension temporal de
las cirugias programadas justifica, al menos parcialmente,
la menor ocupacion de los servicios quirlirgicos. En tercer
lugar la disminucion de la afluencia a urgencias, de hasta un
65,1%, tras la declaracion del estado de alarma’. A nuestro
entender el menor uso del servicio de Urgencias tiene, su
vez, varias razones que incluyen desde la reduccion de trau-
matismos por la baja movilidad durante el estado de alarma
hasta a las reticencias de la poblacion a acudir al hospital
cuando percibe que es una zona de riesgo de contagio de
una enfermedad grave.

A pesar de que el COVID-19 es una enfermedad con ele-
vadas tasas de letalidad'™, en nuestro hospital durante los
2 meses en estudio no se aprecio un exceso de mortalidad
(Tabla 2). La disminucion de la ocupacion hospitalaria se
acompaiid de una leve reduccion de la mortalidad en las
plantas de hospitalizacion y un pequefio, aunque signifi-
cativo, aumento en Cuidados Intensivos. La interpretacion
de estos datos es compleja tanto por el escaso nimero de
fallecidos como por la acusada reduccion del nimero de
ingresos. Consideramos que una explicacion adecuada es
que se mantiene la mortalidad esperable relacionada con
las patologias mas graves en un contexto de reduccion de
ingresos por motivos menos graves.

Este estudio debe valorarse teniendo en cuenta sus limi-
taciones. En primer lugar son datos de un unico hospital y
quiza no sean similares a los de otros Centros de nuestro
entorno. Si bien esto es cierto, nuestro estudio alerta sobre
las peculiaridades de la atencion en estas situaciones y pue-
de ser util para disefiar nuevos y mas amplios estudios que
confirmen estos datos y que ayuden en el control de crisis
futuras. Una segunda cuestion es que este estudio se disefio
para analizar aspectos asistenciales al inicio de la pandemia
y no fases mas tardias. Por lo tanto no es util mas alla de
los dos primeros meses de crisis. En tercer lugar utilizamos
fechas de referencia que se corresponden con meses natu-
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rales, que no se relacionan con el curso natural de la enfer-
medad. La razon es que el objetivo del estudio es conocer
situacion en los primeras semanas tras la declaracion del
estado de alarma. Esta eleccion permite disponer de una
referencia, clara y sencilla (antes y después de la declara-
cion) y ser Util tanto en el disefio y como comparable con los
resultados de futuros estudios. Por dltimo, en nuestra drea
las tasas de incidencia de la pandemia fueron intermedias
entre las registradas en las distintas Comunidades Auténo-
mas. Por tanto nuestras cifras pudiesen no ser extrapolables
a lugares con tasas de incidencia extremadamente altas o
bajas.

En RESUMEN, en las primeras 6 semanas tras la instaura-
cion del estado de alarma, en un drea sanitaria con inciden-
cia media por la pandemia por COVID-19, se redujeron de
forma significativa los ingresos hospitalarios y no se aprecio
un exceso de mortalidad. Son precisos nuevos estudios que
confirmen estos resultados en otras dreas geograficas y en
plazos temporales mas amplios.
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Ancianos: relacion entre residencia y estado de salud
Elderly: relationship between residence and health status

Soraia Azevedo', Rosana Maia?, Emilia Guerreiro?
TULSAM - Ponte de Lima, 2ULSAM - Viana do Castelo

ABSTRACT

Introduction: The European population is aging, for every 100 young people there are 128 elderly. There is a decrease in the number of elderly people
living in their family environment. The main objective of this study is to identify the differences in the general health status of the elderly according to their
residence: in families or in others types of centres (nursing home, host family or national integrated network of integrated care (NINIC)).

Material and Methods: This is an observational study, using a sample of 254 elderly patients admitted to the Internal Medicine Service.

Results: Of the patients studied, 78,7% lived at home/with relatives, 15,4% in nursing homes, 3,15% in host families and 2,75% in NINIC. Age ranged
from 65 to 99 years, with a median of 80 years (SD=7,97). Patients from their homes were more independent/mild dependence (X(3)=59.8, p<0.001),
although there were no significant differences in the number of comorbidities (t(252)=0.029, p=0.999). However, patients from others centres had more
neurological pathology (X(1)=12.39, p<0.001). There were no statistically significant differences in the number of medications usually taken, although
patients from others centres had more potentially inappropriate medications (t(252)=5.85, p<0.001) and potential prescribing omissions (t(252)=3.71,
p<0.001). Patients at home had fewer rehosts (X(1)=5.14, p=0.039). There were more intercurrences (X(1)=19.0, p<0.001) and more deaths at 6

months after discharge (X(1)=16.3, p<0.001) from others centres.

Conclusion: In a population less attended by families, these differences in relation to their dwelling places are paramount.

Keywords: Elderly; Nursing home; House; Health status; Host families.

INTRODUCTION

With the various changes in society, both socially and eco-
nomically, there is a reduction in the number of elderly peo-
ple living in their homes, leaving the family to be the main
caretaker'. In 2011, about 19% of the population aged 65 or
over (elderly). The aging rate of the population worsened to
128 (102 in 2001), which means that for every 100 young
people there are 128 elderly people?.

Aging leads to the possibility of greater dependence, which
is associated with increased costs and decreased quality of
life. The Katz scale assesses the autonomy of the elderly to
perform the basic and essential activities of daily life, called
Basic Activities of Daily Living (BADLS)'.

The need for care is sensitive and influenced by moral and
cultural aspects. Several studies have evaluated the prefer-
ence of the elderly as to who cares for them. Despite all
cultural and social differences, studies are consensual in the
preference of the elderly for being cared for by relatives even
when they are in palliative care®. But besides this preference
being evidently influenced by affection and familiarity, this
study intends to verify if are there differences in care. Does
the type of caregivers, such as the house (home, nursing
home; national integrated network of integrated care (NINIC)
or host family) influence health status?

On the other hand, the elderly have more comorbidities and
are more polymedicated, so they are more subject to iatro-
genesis and inadequate prescriptions that include potentially
inappropriate medications (PIM) and potential prescribing
omissions (PPO), identified by the STOPP criteria (Screen-
ing Tool of Older Persons’ Prescriptions) and START criteria
(Screening Tool to Alert to Right Treatment)*S,
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Several studies proven the association between PIM and
PPO with adverse pharmacological effects, hospitalizations,
morbidity and mortality, functional disability and conse-
quently associated with more costs®’. Hence it is important
to determine whether there are significant differences in the
number and type of PIM and PPO according to the prov-
enance of the patients. This study has as main objective to
evaluate the differences between the provenances of the el-
derly that were hospitalized in the Internal Medicine Service
and how the origin influences the basal state of health, the
hospitalization and the evolution after discharge.

MATERIAL AND METHODS

A retrospective observational study was performed to evalu-
ate the differences in health status according to the origin
of the patients. The research protocol was approved by the
Ethics Committee of the Unidade Local de Saude do Alto
Minho (ULSAM). Taking into account the 2011 census, the
district of Viana do Castelo consists of 56,851 elderly peo-
ple, 2 for a 95% confidence interval (calculated by Epiinfo®,
version 7.2.1.0), the representative sample of the popula-
tion of Viana includes 254 elderly people. Patients aged 65
or over who were admitted to the Internal Medicine Unit of
ULSAM since January 1, 2019 to a total of 254 consecu-
tive patients hospitalized in the beds under the responsibility
of the authors, and hospitalization through the emergency
service occurs randomly by the service. Patients in palliative
care and in-hospital deaths were excluded because it was
not possible to evaluate the PPO introduced, PIM suspended,
rehospitalization and death within 6 months after discharge.
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The patients were separeted in two groups according to
their residence: in families our in others types of centres
(nursing home, host family or national integrated network of
integrated care (NINIC).

There is no consensus on the definition of polymediction, but
the value of 5 or more drugs is the most consensual, so this
was the value assigned?®,

The degree of dependence was assessed by the Katz scale
before the acute phase, admission and discharge’.

Charlson index is a method of classifying comorbidity pro-
vides a simple, readily applicable and valid method of esti-
mating risk of death from comorbid disease®.

The STOPP / START criteria were used to assess the PIM
and PPO, but updated according to the latest recommen-
dations. Particulary with regard to hypocoagulation in atrial
fibrillation'®, to the prescription of proton pump inhibitors'
and antipneumococcal vaccination™,

The classification of the professions was made by the Por-
tuguese classification of the professions 2010. The evalu-
ation of the number of outpatient consultations took into
consideration only the consultations made by doctors. It was
considered excessive alcohol consumption, if superior to the
recommended one (up to 10gr, 20gr if man from 18 to 64
years); addiction was considered a psychiatric illness'®.

STATISTICAL ANALYSIS

Statistical analysis was performed in the Statistical Pack-
age for Social Sciences (SPSS) version 24. The descriptive
statistical analysis was performed by the evaluation of the
absolute and relative frequencies of the categorical variables
and by the calculation of the mean, median and standard
deviation in the continuous variables. A Kolmogorov-Smirnov
(KS) test was used to determine the distribution of continu-
ous variables if the number of cases was greater than 50
and by the Shapiro-Wilk test (SW) if the number of cases
was lower. In the comparison of means between groups, for
the variables with normal distribution, the Student t Test (1)
was applied. The Mann-Whitney U test (U), if the independ-
ent variable was binary, was applied to the normal independ-
ent variables with more than 3 categories, and the Kruskal-
wallis Htest (H), in which case had more than 2 categories.
In the case of dependent variables, the Wilcoxon test (W)
was used. For the evaluation of the relationship between two
categorical variables, the Chi-square test (x2) was used, and
when its assumptions were not assured Fisher’s Exact Test
was used. To measure the degree of correlation between two
quantitative variables Pearson’s Correlation Coefficient was
used. The value of statistical significance for all tests was
defined as 2-sided p <0.050.

RESULTS

A total of 254 cases were evaluated and categorized ac-
cording to their address in the domicile, home, host family
and NICIC. Of the 254 cases, 200/254 live at home / with
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relatives (78.7%), and 54/254 (21.3%) in outher centres (39
in nursing homes (15.4%), 8 (3.15%) in host families and 7
(2.75%) in NICIC (Graph 1)).

Graph 1. Distribution of cases according to provenance.

The age of the 254 cases ranged from 65 to 99 years, with
a median of 80.0 years (SD=7.97). There were no significant
differences between the different sources (t(252)=1.84,
p=0.067). 113 cases were male (44.5%) and 141 female
(55.5%), with no significant difference between the prov-
enance (X (1)=3.46, p=0.066).

There were no statistically significant differences between
schooling (Fisher’s exact test =2.82, p=0.969 and profes-
sion (Fisher’s exact test =11.9, p=0.100) according to the
provenance of the cases. Most of the cases were unskilled
workers with 4 or less years of schooling (Table 1).

There are statistically significant differences between the
degree of dependence according to the provenance of the
patients (X(3)=59.8, p<0.001). Patients from the home are
more independent/slightly dependent, while those from oth-
ers centres are more dependent.

There were no significant differences in the number of co-
morbidities (t(252)=0.029, p=0.999) with all patients hav-
ing at least a comorbidity with a maximum of 16 and a mean
of 6.76 (SD=2.8). Despite this, the Charlson index was
superior in patients from others centres than from families
(t(252)=5.24, p=0.002).

However there are differences regarding the type of comor-
bidities, others centres’ patients have more neurological pa-
thology (X(1)=12.39, p<0.001).

The hospitalization led to a significant worsening of the de-
gree of dependency in patients from the home (Z=-5.16,
p<0.001) but not to patients from others centres (Table 2).

The number of drugs prescribed ranged from 0 to 19, with a
mean of 7.7 (SD=3.5). A total of 1953 medications usually
taken by 254 patients. There were no significant differences
in the total number of drugs prescribed between the different
origins (t(252)=0.66, p=0.610). 81.9% of the cases were
polymedicated and only 3 (1.18%) of the patients had no



Table 1. Classification of cases in relation to age, sex, schooling and profession.
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Families Other centres Comparation
Age (years) 79.6 (SD=8.2) 81.8 (SD=6.9) t (252)=1.84, p=0.067
Male: 95/200 (47.5%) Male: 18/54 (33.3%)
Sex X(1)=3.46, p=0.066
Female: 105/200 (52.5%) | Female: 36/54 (66.7%)
Portuguese Classification of Professions
Professions of the Armed Forces 5/200 (2.50%) 0/54 (0.00%)
Representz.atives of the Legislative Power/Executive Bodies, 0/200 (0.00%) 0/54 (0.00%)
Officers, Directors, Executive Managers
Specialists in Intellectual and Scientific Activities 2/200 (1.00%) 0/54 (0.00%)
Technicians/Intermediate Professions 0/200 (0.00%) 1/54 (1.85%)
Administrative staff 13/200 (6.50%) 1/54 (1.85%) Fisher's exact fest
Workers in Personal, Security and Safety Services and Sellers 7/200 (3.50%) 4/54 (7.41%) =11.9, p=0.100
Farmers and Skilled Workers in Agriculture, Fisheries and Forestry 2/200 (1.00%) 0/54 (0.00%)
Skilled Workers in Industry, Construction and Crafts 34/200 (17.0%) 3/54 (5.55%)
Plant and Machine Operators and Assembly Workers 2/200 (1.00%) 1/54 (1.85%)
Unskilled workers 87/200 (43.0%) 24/54 (44.4%)
Unknown 48/200 (24.0%) 20/54 (37.0%)
Education
Illiterate or <4 years of schooling 52/200 (26.0%) 9/54 (16.7%)
1st Cycle 60/200 (30.0%) 14/54 (24.9%)
2nd Cycle 5/200 (2.50%) 1/54 (1.85%) .
3rd Cycle 2/200 (1.00%) 1/54 (1.85%) Ff;%r; gxzagfgtggt
High school 1/200 (0.50%) 0/54 (0.00%)
Higher education 4/200 (2.00%) 0/54 (0.00%)
Unknown 76/200 (38.0%) 23/54 (42.6%)

chronic medications. There were no significant differences
between polimedication in the different origins (X(1)=2.27,
p=0.092). In spite of this, patients coming from others cen-
tres have significantly plus PIM (t(252)=5.85, p<0.001)
and PPO (t(252)=3.71, p<0.001). 24.8% of the 326 PIM
were suspended and 17.2% of the 203 PPO were intro-
duced. However, there were no statistically significant differ-
ences between the number of suspended PIM (X(1)=1.73,
p=0.217) or PPO introduced (X(1)=2.31, p=0.156) accord-
ing to the origin (Table 3).

In the cases from the home, 34.5% of the patients had no
prescribed PIM, the number of PIM varied from O to 4 with
a mean of 1.05 (SD=0.94), of the 209 PIM prescribed, 61
(29.2%) were benzodiazepines, 56 (26.8%) were proton
pump inhibitors. The number of PPO ranged from 0 to 4 with
a mean of 0.70 (SD=0.78), of the 140 PPO prescribed were
introduced 31 (22.1%), the most frequent PPO was the anti-
pneumococcal vaccine in 79 patients (56.4%) followed by
antireabsorption therapy in 13 patients (9.29%).

In the others centres’ cases, just one patent had no PIM,
(98.1% of patient had at leat one PIM). The number of PIM
ranged from 1 to 5 with a mean of 2.19 (SD=1.18). Of
the 118 PIM, 24 (20.3%) were antipsychotic with no indi-

cation, mainly due to its extrapyramidal lateral effects, 21
(17.8%) were PPIs and 18 (15.6%) were benzodiazepines.
The number of PPO ranged from 0 to 3 with a mean of 1.17
(SD=0.97), of the 63 PPO were introduced 9 (14.3%), the
most frequent PPO was vitamin D in 27 (42.9%) of the cas-
es, followed by 14 (22.2%) the pneumococcal vaccine and 7
(11.1%) antireabsorption therapy.

The days of hospitalization ranged from 1 to 46 days, with a
mean of 10.7 (SD=8.4) days. The number of days of hospi-
talization did not differ significantly according to the origin of
the patients (t(252)=6.9, p=0.301). Despite this, there are
significant differences in the percentages of readmissions
(X(1)=5.14, p=0.039), with patients coming from home to
be significantly less readmitted. There were no significant
differences in the presence of hospitalizations prior to that
included in this study (X(1)=3.54, p=0.077). Patients from
families had significantly less complications in hospitaliza-
tion (X(1)=19.0, p<0.001). Also in relation to death in less
than 6 months after discharge there were statistically sig-
nificant differences, patients from the home died signifi-
cantly less (X(1)=16.3, p<0.001), the overall death rate was
16.9% (Table 4).
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Table 2. Evaluation of the differences regarding the follow-up in outpatient care, degree
of dependence / aggravation with hospitalization and comorbidities.

Follow-up in External Consultation Families Other centres Comparation
No outpatient follow-up 75/200 (37.5%) 26/54 (48.1%)

An external consultation 68/200 (34.0%) 17/54 (31.5%) X(6)=3.40, p=0.761
Two or more external consultation 57/200 (28.5%) 11/54 (20.3%)

Degree of dependence prior to admission

Total dependency 30/200 (15.0%) 33/54 (61.1%)
Moderate to severe dependence 54/200 (27.0%) 17/54 (31.5%)

X(3)=59.8, p<0.001
Light dependence 22/200 (11.0%) 1/54 (1.85%)
Independence 94/200 (47.0%) 3/54 (5.55%)
Aggravation of dependence on hospitalization /=-5,16, p<0,001 /=-0,91, p=0,362
Number of comorbilities 6.76 (SD=2.8) 6.76 (SD=2.8) t(252)=0.029, p=0.999
Charlson index 5.84 (SD=1.9) 6.7 (SD=1.4) t(252)=5.24, p=0.002
Type of comorbidity
Neurological pathology 82/200 (41.0%) 37/54 (68.5%) X(1)=12.39, p<0.001
Obesity / Overweight 58/200 (29.0%) 10/54 (18.5%) X(1)=2.38, p=0.123
Arterial hypertension 155/200 (77.5%) 40/54 (74.1%) X(1)=0.28, p=0.717
Diabetes Melittus Type 2 77/200 (38.5%) 20/54 (37.0%) X(1)=0.32, p=0.902
Dyslipidemia 1107200 (55.0%) 33/54 (61.1%) X(1)=0.65, p=0.444
Excessive consumption of alcohol 18/200 (9.00%) 2/54 (3.70%) X(1)=1.69, p=0.262
Smoking (ex-smoker or smoker) 39/200 (19.5%) 4/54 (7.41%) X(1)=5.03, p=0.081
Pulmonary disease 63/200 (31.5%) 13/54 (24.1%) X(1)=1.11, p=0.320
Cardiac pathology 109/200 (54.5%) 37/54 (68.5%) X(1)=3.42, p=0.087
Hematologic pathology 40/200 (20.0%) 14/54 (25.9%) X(1)=1.46, p=0.252
Psychiatric Pathology 57/200 (28.5%) 14/54 (25.9%) X(1)=0.14, p=0.708
Malignant neoplasm 46/200 (23.0%) 10/54 (18.5%) X(1)=0.50, p=0.580
Chronic Kidney Disease 37/200 (18.5%) 13/54 (24.1%) X(1)=0.84, p=0.440
Chronic liver disease 6/200 (3.00%) 0/54 (0.00%) X(1)=1.66, p=0.347

Statistically significant differences are underlined.

DISCUSSION

Of the 254 cases studied, 78.7% live in the household / with
families, 15.4% in Nursing homes, 3.15% in host families
and 2.75% in NICIC. In the social charter of 2014, there
are 18104 elderly people residing in nursing homes, that is,
3.89% and 775 (0.04%) elderly people living in host fami-
lies>'?. Thus, the question is whether there are older people
in these two institutions in our area of study or if these are
the elderly who are most hospitalized.

The age and gender distribution of this sample is represent-
ative of the Portuguese population over 65 years of age, in
which 57.9% are women and 42.1% are men, and there
are no significant differences between the different origins?.

Of the study sample, 49.7% of the patients were illiterate or
had less than 4 years of schooling, 49.7% had completed
the 1st cycle, 4% had a second cycle, 2% had a 3rd cycle,
0.70% secondary education and 2.7% higher education.
These data are in line with national figures?. Since gender,
age and schooling are similar to national values, the results
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of this study can probably be extrapolated to the Portuguese
population.

Only 5.55% (3/54) of others centres’ patients are autono-
mous, which contrasts with the 47.0% (94/200) of the fami-
lies’ patients. This discrepancy of values can possibly be at-
tributed to the fact that the elderly are more dependent more
often hospitalized or our sample of elderly residents in oth-
ers centres are effectively more dependent's. Patients from
the home are more independent / slightly dependent, while
those coming from others centres are more totally depend-
ent, which is in agreement with other studies'®. Despite this
there are no significant differences in the number of comor-
bidities. But the number of comorbidities in this sample was
high, all patients had at least a comorbidity with a maximum
of 16 and a mean of 6.76 (SD=2.8). These numbers are
especially important since the number of comorbidities is
associated with the risk of hospitalization'. In addition, the
Charslon index shows the relevance of comorbidities in the
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Table 3. Percentage of patients with or without PIM and PPO.

Families Others centres Comparation
Total number of drugs prescribed 7.63 (SD=3.6) 7.91 (SD=3.4) 1(252)=0.66, p=0.610
Potentially Inappropriate Medications (PIM)
Number 1.05 (SD=0.9) 2.19(SD=1.2) t (252)=5.85, p<0.001
PIM suspended 37/131 (28.2%) 20/53 (37.7%) X(1)=1.73, p=0.217

Potential Prescribing Omissions (PPO)

Number

0.70 (SD=0.78)

1.17 (SD=0.97) 1(252)=3.71, p<0.001

PPO introduced

24107 (22

4%) 4/39 (10.3%)

X(1)=2.31, p=0.156

Statistically significant differences are underlined.

Table 4. Duration of hospitalization, rehospitalization, intercurrence and death according to provenance.

Families

Others centres Comparation

Duration of hospitalization (days)

10,4 (SD=7,9)

11.7 (SD=10.2) t (252)=6.9, p=0.301

Rehospitalization

5/200 (2.50%)

5/54 (9.26%) X(1)=5.14, p=0.039

Previous hospitalizations (<12 months)

65/200 (32.5%)

25/54 (46.3%) X(1)=3.54, p=0.077

Intercurrences

55/200 (27.5%)

32/54 (59.3%) X(1)=19.0, p<0.001

Death up to 6 months after discharge

24/200 (12.0%)

19/54 (35.2%) X(1)=16.3, p<0.001

Statistically significant differences are underlined.

prognosis of patients®. Since patients from other centers had
a significantly higher Charlson index.

However there are differences regarding the type of comor-
bidities, others centres’ patients have more neurological pa-
thologies, which is in agreement with other studies. Some
studies proven that neurological pathologies were associ-
ated with longer hospitalizations and higher mortality'”. The
hospitalization led to a significant worsening of the degree of
dependence that is in agreement with other studies'”.

Since the number of comorbidities leads to hospitalization,
and hospitalization aggravates dependence, once again the
importance of prevention, especially in a time when health
care costs are so much talked about. Hypothetically, pre-
venting comorbidities decreases the number of hospitaliza-
tions, so the direct costs associated with it and the indirect
ones, associated with a higher degree of dependence after
discharge.

The risks of polymedication and pharmacological interac-
tions, especially in the elderly, are numerous and well known,
especially with regard to the risk of hospitalization, morbidity
and mortality™. In this study, 81.9% of patients were poly-
medicated, values much higher than those reported in other
studies (20-75%) and only 1.18% of patients had no chronic
medications'®. There are no significant differences in the
number of drugs prescribed between the different origins.

In spite of this patients coming from others centres have
significantly more PIM and PPO which is in agreement with
other studies'. But it is worrying as more and more elderly
people are institutionalized and the adverse effects and con-
sequences of PIM and PPO are known and influence health
status in a significant way>'®%, Although other centres’ el-
derly had more PIM and PPO, there were no statistically sig-
nificant differences between the number of suspended PIMs
or PPOs introduced.

The most prescribed PIM were benzodiazepines, antipsy-
chotics and PPIs.

Patients residing in others centres are at greater risk of be-
ing medicated with psychotropic medication, both antipsy-
chotics and benzodiazepines, many of them PIM'621,

Benzodiazepines are associated with physical dependence,
anterograde amnesia and risk of falls'®?!, Antipsychotics
(other than quetiapine and clozapine) are associated with
increased risk of stroke, extrapyramidal effects and mortal-
ity."82! Chronic use of PPIs is associated with an increased
risk of pneumonia, enteric infections eg C. difficile and spon-
taneous bacterial peritonitis due to acid suppression?2,

The most common PPO were anti-pneumococcal vaccine,
anti-resorptive therapy and vitamin D. According to the clini-
cal guideline standard vaccination against S. pneumoniae
infections is recommended in immunocompetent patients
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with chronic heart, liver, renal or respiratory disease, pre-
transplantation of organ or donation of bone marrow, dia-
betes mellitus and in case of cerebrospinal fluid fistulas or
cochlear implants. In immunocompromised patients it is
recommended for splenic dysfunction, primary immunodefi-
ciency, HIV infection, transplant recipients, active neoplastic
disease and iatrogenic immunosuppression'2. Anti-resorp-
tive therapy is recommended in bone densitometry patients
at home osteoporosis and frailty patients regardless of the
value of densitometry?*, Vitamin D should be routinely given
to institutionalized elderly people because they have low in-
takes, low sun exposure, and low cutaneous synthesis?. Pa-
tients from other centres are more readmitted, as proven in
other studies®. Patients from others centres had significant-
ly more complications during hospitalization. Also in relation
to death in less than 6 months after discharge there are
statistically significant differences, there were more deaths
in patients from others centres (35.2%), while patients from
families died significantly less (12.0%). A model identified
the independent risk factors for mortality at 1 year after ad-
mission of the elderly that varied from 28 to 33%: male;
number of BADLS dependent on discharge; congestive heart
failure; cancer; creatinine level greater than 3.0 mg/dL and
low albumin level. Despite taking into account the destina-
tion after the discharge, this study did not consider the prov-
enance of the cases, which could bring significant results?.
Other factors may be associated with higher post-discharge
mortality in patients coming from others centres, such as
nutritional status, as several studies have shown that there is
better nutrition among the elderly living with their families?.

Finally, several studies prove that the elderly prefer to be
cared by relatives®, and institutionalized patients have a
worse perception of their quality of life'.

CONCLUSION

In a world that, for cultural, economic and social reasons, the
caregivers of the elderly are increasingly “employees” and
not family. The association of the origin, here proven, with
PIM, PPO, intercurrences during hospitalization, rehospitali-
zation and death becomes even more relevant.

Older people prefer to be cared by family members, being in
their family environment gives them quality of care and, by
decreasing drug costs, hospitalization and general health,
reduces expenses. It is the turning point in the care provided
to the elderly in which more training is needed for the “em-
ployees”, or more support for the family so they can become
the caregivers again.

Galicia Clin 2021; 82-2: 75-80
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RESUMEN

Objetivo: Determinar la frecuencia de pluripatologia en una Unidad de
Insuficiencia Cardiaca, definir las caracteristicas de los pacientes pluripa-
toldgicos y su prondstico vital segiin dos modelos: el indice PROFUND y el
Seattle Heart Failure Model.

Material y métodos: Se han analizado de forma consecutiva los pacientes
observados en la consulta de insuficiencia cardiaca de un hospital de
tercer nivel durante dos meses. Se han registrado comorbilidades, cate-
gorias de pluripatologia y los indices de Charlson, Barthel, Seattle Heart
Failure Model y PROFUND.

Resultados: Se incluyeron 246 pacientes, de los que 118 (48%) fueron
pluripatoldgicos, con indice de Charlson 7,9+3,8 y PROFUND 3,5+7,1.
La categoria de pluripatologia mas prevalente fue la A, sequida de la By
C. Los pluripatologicos fueron mayores (77 vs. 73 afios, p=0,001), mas
fragiles, con mayor limitacion funcional (Barthel: 84,7 vs. 96,1, p<0,001),
mayor prevalencia de factores de riesgo cardiovascular y enfermedades
cronicas e ingresaron mas (14,4 vs. 4,7, p=0,015). La etiologia mas fre-
cuente fue la cardiopatia isquémica. Los pacientes pluripatoldgicos tenian
clase funcional mas avanzada NHYA ll-IV (4,2 vs. 0,8, p<0,001), NT-pro-
BNP mas elevados (2985 pg/ml vs. 1780 pg/ml, p=0,013) y precisaron
mayor dosis de diuréticos (60 vs 40, p<0,001). Se verificd una concor-
dancia en la estimativa de mortalidad entre el PROFUND y el Seattle Heart
Failure Model.

Conclusiones: Este estudio demuestra la elevada frecuencia de pacientes
pluripatoldgicos en una unidad de insuficiencia cardiaca, reflejando una
mayor sobrecarga asistencial y necesidad de cuidados méas complejos.
Se trata de una poblacién con gran fragilidad, dependencia funcional y
comorbilidad, que obliga a plantear un abordaje multidisciplinar.

Palabras clave: Insuficiencia cardiaca; Pluripatologia; Pronéstico; Morta-
lidad; PROFUND.

INTRODUCCION

Los cambios sociosanitarios y los avances en técnicas diag-
noésticas y terapéuticas han permitido aumentar la esperan-
za de vida de forma significativa en los Ultimos afios. Esto se
ha asociado a un aumento en la incidencia y prevalencia de
patologias crénicas, como la Insuficiencia Cardiaca (IC), en-
tidad cada vez mas frecuente y que supone un problema so-
ciosanitario de primer orden'. Asociado a ello, los pacientes
de estas dolencias son cada vez mas pluripatologicos (PP),
definido como la coexistencia de dos 0 mas enfermedades
cronicas que conlleva la aparicion de patologias interrela-
cionadas?.
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ABSTRACT

Objectives: to determine the frequency of pluripathology in a Heart Failure
Unit, defining the characteristics of pluripathological patients and their vi-
tal prognosis according to two models: PROFUND score and Seattle Heart
Failure Model.

Methods: consecutive patients from a Heart Failure Unit of a third level
hospital were analized during two months. Comorbidities, pluripathology
categories and Charlson, Barthel, Seattle Heart Failure Model and PRO-
FUND scores were registered.

Results: 246 patients were included, of which 118 (48%) were pluri-
pathological, with Charlson score 7.9 = 3.8 and PROFUND 3.5 = 7.1.
The most prevalent category of pluripathology was A, followed by B and
C. The pluripathological patients were older (77 vs. 73 years, p = 0.001),
more fragile, with greater functional limitation (Barthel: 84.7 vs. 96, 1,
p <0.001), higher prevalence of cardiovascular risk factors and chronic
diseases and admitted more (14.4 vs. 4.7, p = 0.015). The most frequent
etiology was ischemic heart disease. The pluripathological patients had
more advanced functional class NHYA lll-IV (4.2 vs. 0.8, p <0.001), higher
NT-proBNP (2985 pg/ml vs. 1780 pg/ml, p = 0.013) and required higher
dose of diuretics (60 vs 40, p <0.001). A concordance in the mortality
estimate between the PROFUND and the Seattle Heart Failure Model was
verified.

Conclusion: Our study demonstrates the high frequency of pluripathologi-
cal patients in a heart failure unit, population with great fragility, due to
functional dependence and the association of comorbidities, that requires
a multidisciplinary approach.

Keywords: Hearth feilure; Pluripathology; Prognosis; Mortality; PROFUND.

Los PP constituyen un grupo de gran complejidad y vulne-
rabilidad clinica, con elevada dependencia funcional y fre-
cuente deterioro cognitivo asociado. En general presentan
especial fragilidad clinica, que constituye un factor de riesgo
para el desarrollo de multiples eventos adversos y que con-
duce frecuentemente a una mayor dependencia. Todo ello
produce una elevada morbimortalidad durante los ingresos
de estos pacientes, asi como un gasto sociosanitario muy
elevado®*®. Se estima que, en el entorno hospitalario, a pre-
valencia de PP es del 25-50% segun las areas y la tasa de
mortalidad alcanza el 37-38% al ano. Esta mortalidad es
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significativamente superior a la de los pacientes no pluri-
patoldgicos’°. Cabe destacar que la presencia de pacientes
PP es extensible a la mayoria de las especialidades clinicas,
habiéndose descrito una prevalencia de pacientes de este
tipo de hasta el 36,9% en una unidad de hospitalizacion de
Cardiologia, provocando una mayor sobrecarga asistencial y
cuidados multidisciplinares™®.

Pese a la alta prevalencia, los pacientes con comorbilida-
des y pluripatologia siguen excluidos de la mayoria de los
ensayos clinicos y estudios de intervencion o registros. Sin
embargo, es de vital importancia establecer un prondstico
vital y funcional de estos pacientes en la practica médica
diaria, para una correcta planificacion de las metas y objeti-
vos diagndsticos y terapéuticos. Estas decisiones son Utiles
tanto para intensificar las estrategias del control del riesgo
cardiovascular y enfermedades crénicas asociadas como
para seleccionar a los pacientes que se benefician de aten-
cion paliativa, evitando la iatrogenia y la futilidad™.

De entre las herramientas de evaluacion prondstica, el clasi-
co indice de comorbilidad de Charlson es el mas utilizado y
relaciona el peso de la comorbilidad con la supervivencia a
los 10 afios'. La mayoria de los indices prondsticos son de-
sarrollados para poblaciones concretas, como es el Seattle
Heart Failure Model (SHFM) para estimar la supervivencia en
pacientes con insuficiencia cardiaca™.

Mas recientemente se ha desarrollado el indice PROFUND
(PROprediccion FUNcional Desarrollado para pacientes plu-
ripatoldgicos), especialmente disefiado para pacientes plu-
ripatoldgicos. Este indice fue elaborado en un estudio mul-
ticéntrico de hospitales espafioles por un grupo de trabajo
sobre pacientes pluripatoldgicos, y posteriormente validado
externamente®®. Se basa en 9 variables demogréficas, cli-
nicas, analiticas y sociofamiliares y clasifica a los pacientes
en 4 grupos de riesgo de mortalidad, desde riesgo bajo (12-
14%) hasta riesgo muy alto (61-68%). EI indice PROFUND
predice la mortalidad al cabo de un afio en este tipo de pa-
cientes y también ha demostrado su buena capacidad pro-
ndstica en el seguimiento a 4 afos'.

El objetivo de este estudio fue determinar la frecuencia de
pluripatologia en una unidad de IC de Cardiologia, definir las
caracteristicas basales de los PP y su prondstico. Ademas,
se pretende comparar los resultados obtenidos al aplicar el
SHFM con el indice PROFUND.

MATERIAL Y METODOS

Estudio prospectivo observacional, en el que se incluye-
ron consecutivamente todos los pacientes atendidos en la
consulta de una Unidad de Insuficiencia Cardiaca (UIC) de
Cardiologia de un hospital de tercer nivel por un periodo de
dos meses. Se excluyeron las reevaluaciones de pacientes
previamente incluidos en este periodo.

La recogida de datos se realizd de forma directa mediante
entrevista presencial estructurada con el paciente y consulta
de la historia clinica electronica. Se recogieron las principa-
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les caracteristicas demogrdficas, clinicas y analiticas de los
pacientes. Se determind la comorbilidad segun el indice de
Charlson™, la dependencia segun el indice de Barthel™ y la
fragilidad segun el Clinical Frailty Scale™. Se recogieron el
ndmero de ingresos en el dltimo afio por descompensacion
de la IC, categorias y criterios de pluripatologia?.

Aquellos pacientes que cumplieron criterios de PP se les
caleuld el indice PROFUND?. El indice PROFUND se calculd
segun sus 9 variables que determinan su puntuacion: edad
> 85 afos (3 puntos), cuidador principal distinto al conyuge
(2 puntos), neoplasia activa (6 puntos), demencia (3 puntos),
disnea clase lll-IV de la NYHA o la escala Medical Research
Council (3 puntos), delirium en el Ultimo ingreso hospitala-
rio (3 puntos), hemoglobina < 10 g/dl (3 puntos), indice de
Barthel <60 (4 puntos), > 4 ingresos hospitalarios en los
12 meses previos (3 puntos). Esto permite clasificar a los
pacientes en 4 grupos de riesgo de muerte al afio: riesgo
bajo (0-2 puntos; 12.1-14.6%), riesgo medio (3-6 puntos;
21.5-31.5%), riesgo alto (7-10 puntos; 45-50%) y riesgo
muy alto (= 11puntos; 61.3-68%). Por su vez, a todos los
pacientes se les aplicd el indice de prediccion de mortalidad
SHFM segun sus 20 variables, que requiere la utilizacion de
una calculadora disponible en la web (http://www. Seattle-
HeartFailureModel.org). Ademas, se compararon los resulta-
dos de prediccion de mortalidad del SHFM segun la escala
de PROFUND.

Andlisis estadistico: Las variables cualitativas se expre-
saron en porcentajes y se analizaron los contrastes de aso-
ciacion mediante el test de Chi cuadrado o, en su defecto,
el test de Fischer. Las variables cuantitativas se expresaron
como media (desviacion estandar), su distribucion fue anali-
zada con el test de Kolmogorov-Smirnov, y las diferencias se
analizaron mediante la t de Student para las variables que
seguian una distribucion normal y con la prueba U de Mann-
Whitney en caso contrario. El andlisis de supervivencia se
realizd con el método de Kaplan-Meier y su andlisis mul-
tivariado mediante regresion de COX. Todos los resultados
fueron analizados mediante el programa estadistico SPSS
(Statistical Package for the SocialSciences, version 20.0;
IBM Corp.; Armonk, Nueva York, Estados Unidos). El nivel de
significacion estadistica se establecio para un valor de p <
0,05. El disefio y la metodologia del estudio se realizaron
cumpliendo con la Declaracion de Helsinki de 1975 y fue
aprobado por el CEIC Hospital Clinico San Carlos.

RESULTADOS

Se incluyeron un total de 246 pacientes, con una edad media
de 75+11,9 afios, de los que 104 (42,3%) fueron muijeres.
Las caracteristicas descriptivas de los pacientes se presen-
tan en la tabla 1. 118 (48%) pacientes fueron pluripatolo-
gicos. Los PP eran de mayor edad (77+10,1 vs 73+13,1;
p=0,010) y tenian mds dependencia para las actividades
bésicas e instrumentales de la vida diaria (indice de Barthel:
84,7+18,4 vs 96,1+7,1; p<0,001). Ademas, estos pacien-
tes eran mas fragiles (Clinical Frailty Scale: moderadamente



Tabla 1. Caracteristicas clinicas de la muestra y andlisis del subgrupo de pacientes pluripatoldgicos.
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Caracteristicas clinicas Muestra No PP PP Valor de p
Total pacientes 246 (100) 128 (52) 118 (48)
Sexo

Femenino 104 (42,3) 62 (48,4) 42 (35,6) 0= 0,042

Masculino 142 (57,7) 66 (51,6) 76 (64,4) '
Edad (afios)? 75+119 73 +13,1 77 £10,1 p=0,010
indice de Charlson? 6,4 + 3,4 49+21 79+38 p <0,001
indice de Barthel? 90,6 + 14,8 96,1 +7,1 84,7 +18,4 p <0,001
Clinical Frailty Scale®

Atlético 35(17,8) 29 (29,6) 6 (6,1)

Buen estado fisico 43 (21,8) 24 (24,5) 19(19,2)

Buen estado fisico con

enfermedad estable 44229 24 (249) 20(202)

Aparentemente vulnerable 30(15,2) 12 (12,3) 18 (18,2 p <0,001

Levemente fragil 14 (7,1) 7(7,) 7(7,1)

Moderadamente fragil 17 (8,7) 2(2,0) 15(15,1)

Gravemente fragil 14(7,1) - 14 (14,1)
Factores de riesgo cardiovascular
Hipertension arterial 181 (73,6) 85 (66,4) 96 (81,4) p = 0,008
Diabetes mellitus 98 (39,8) 31 (24,2) 67 (56,8) p < 0,001
Dislipidemia 152 (61,8) 66 (51,6) 86 (72,9) p=0,010
Tabaquismo

Fumador activo 37 (15) 19 (14,8) 18 (15,3) 0 = 0,420

Exfumador 56 (22,8) 25 (19,5) 31(26,3) '
Obesidad 66 (26,8) 32 (25,2) 34 (29,1) p = 0,497

IMC (kg/m?)? 27+48 26,3+4,4 27,85 p=0,016
Otras enfermedades
Fibrilacion auricular 149 (60,6) 66 (51,6) 83(70,3) p=0,003
Enfermedad coronaria 92 (37,4) 35 (27,3) 57 (48,3) p =0,001
Enfermedad arterial periférica 44.(17,9) 16 (12,5) 28 (23,7) p=0,022
Enfermedad cerebrovascular 31 (12,6) 11 (8,6) 20 (16,9) p = 0,049
Enfermedad renal cronica 137 (55,7) 48 (38,7) 89 (75,4) p < 0,001

FG (ml/min/1,73m2? 58,7 £ 22,7 67,7213 49,5 +20,4 p < 0,001
Anemia 62 (25,2) 25 (20,5) 37 (31,4) p = 0,055
Enfermedad Pulmonar Obstructiva Cronica 41 (16,7) 10 (7,8) 31(26,3) p < 0,001
Sindrome Apena Obstructiva del Suefio 32 (13) 10(7,8) 22 (18,6) p=0,012
Neoplasias 47 (19,1) 20 (15,6) 27 (22,9 p=0,148
Trastorno por ansiedad o depresion 47 (19,1) 19 (14,8) 28 (23,7) p=0,077
Patologia de tiroides 33(13,4) 14(10,9) 19(16,1) p=0,235
Datos analiticos
Hemoglobina (g/dL)? 131+18 13517 129+19 p=0,012
Linfocitos (%)? 24,4 +10,2 24,6 +9,8 24,3 +19,6 p=0,798
Creatinina plasmatica (mg/dL)? 12+0,6 1,0 +0,3 15+0,7 p < 0,001
Colesterol total (mg/dl)? 152,6 £ 39,6 164,9 + 39,9 140,2 + 35,3 p < 0,001
Colesterol LDL (mg/dI)? 81,6 +30,8 90,8 + 31,4 72,4 +274 p < 0,001
NT-proBNP (pg/mL), P50 1780,0 2985,0 p=0,013

PULSE PARA VOLVER AL INDICE

fragil 15 vs 2; gravemente fragil 14 vs 0; p<0,001) y pre-
sentaban mayor comorbilidad (indice de Charlson: 7,9+3,8
vs 4,9+2,1; p<0,001). Los PP presentaron mayor prevalen-
cia de factores de riesgo cardiovascular y se verificd mayor
prevalencia de enfermedades cardiovasculares, nefroldgicas
y respiratorias. Los PP tenian niveles mas bajos de colesterol
total (140,2+35,3 vs 164,9+39,9; p<0,001) y valores mas
elevados de NT-proBNP (2985,0 vs 1780,0; p=0,013).

IMC — indice masa corporal; FG — filtrado glomerular. Los
datos se expresan en valor absoluto (porcentaje) y @ media
+ desviacion estandar. ® Datos de 197 pacientes (Clinical
Frailty Scale se evallia en pacientes con edad >65 afios,
excluidos 49 pacientes).

La tabla 2 recoge las caracteristicas diferenciales entre los
PPy no pluripatoldgicos en relacion a insuficiencia cardia-
ca. Los PP presentaron clase funcional mas avanzada de la
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Tabla 2. Insuficiencia cardiaca y andlisis del subgrupo de pacientes pluripatoldgicos.

Insuficiencia Cardiaca Muestra No PP PP Valor de p
Clase funcional — NHYA
| 44 (17,9) 33(25,8) 11 (9,3)
Il 139 (56,5) 74 (57,8) 65 (55,1)
I 57 (23,2) 20 (15,6) 37 (31,4 p <0001
1% 6 (2,4) 1(0,8) 5(4,2)
DSVE
Deprimida 74 (30,1) 36 (28,3) 38(32,2)
Intermedia 64 (26,0) 33 (26) 31(26,7) p=0,680
Preservada 105 (42,7) 58 (45,7) 47 (40,5)
FEVI2 475+ 141 45,7 + 13,6 p=0,310
Etiologia
Cardiopatia isquémica 94 (38,2 38(29,7) 56 (47,5)
Cardiopatia valvular 56 (22,8) 30 (23,4) 26 (22)
Taquimiocardiopatia 31 (12,6) 17 (13,3) 14 (11,9
Cardiopatia hipertensiva 11(4,5) 4 (3,1) 7(5,9)
Alcohdlica 5(2,0) 32,3 2(1,7)
Quimioterapia 9(3,7) 6 (4,7) 3(2,9)
Hipertrofica no obstructiva 5(2,0) 5(3,9 -
Miocardiopatia no compactada 2(0,8) 2(1,6) -
Idiopatica 23(9,3 18 (14,1) 54,2
Investigacion no concluida 10 (4,1) 53,9 54,2
Ingresos en Ultimos 12 meses por IC
0 168 (68,3) 96 (75,0) | 72(61,0)
1 55 (22,4) 26 (20,3) | 29 (24,6 p=0,015
>2 23(9,3 6(4,7) 17 (14,4)
Medicacion cronica
Betablogueantes 186 (75,6) 99 (77,3) 87 (74,4) p=0,585
IECA/ARA-II 147 (59,8) 80 (62,5) 67 (57,3) p=0,403
Antagonistas de Aldosterona 119 (48,4) 57 (44,5) 62 (53,0) p=0,186
LCZ696 (Sacubitril/Valsartan) 45 (18,3) 22 (17,2) 23(19,7) p=0,618
Diurético, P50 40,0 60,0 p < 0,001
Estatina 143 (568,1) 63 (49,2) 80 (68,4) p = 0,002

NYHA — New York Heart Association; DSVI — Disfuncion sistélica del ventriculo izquierdo; FEVI — Fraccion de eyeccidn del ventriculo izquierdo; IC — Insuficiencia cardiaca;
IECA - Inhibidores de la Enzima convertidora de Angiotensina; ARA — Antagonistas del receptor de la angiotensina. Los datos se expresan en valor absoluto (porcentaje) y 2
media + desviacion estandar.

NYHA (Il 31,4 vs 15,6; IV: 4,2 vs 0,8; p<0,001), aunque
no se evidencio diferencia estadisticamente significativa
en la FEVI o en la etiologia de la cardiopatia. Ademas, los
PP ingresaron mas en el dltimo afio por IC descompensada
frente a los no pluripatoldgicos (14,4 vs 4,7; p=0,015). No
se verificaron diferencias estadisticamente significativas en
los farmacos modificadores de prondstico entre los grupos.
Las estatinas fueron mas utilizadas por los PP que, a su vez,
presentaron valores mas controlados de colesterol total y
LDL. Los PP necesitaron de dosis mds elevadas de diurético.

La tabla 3y la figura 1 muestran la relacién entre 10s ins-
trumentos de evaluacion que se han utilizado para estimar
la mortalidad. Los PP tenian puntuaciones mas altas en el
SHFM (6,0 vs 4,0; p<0,001). Del total de pacientes, 118
cumplian criterios de pluripatologia y 44 (37,3%) pacien-
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tes presentaban tres 0 mas categorias. Todos los pacientes
cumplieron la categoria definitoria A (enfermedades cardia-
cas) ya que se trata de una poblacion con IC, seguida de
las enfermedades renales y vasculitis (categoria B) en 82
pacientes (33,3%) y de las enfermedades neuroldgicas (ca-
tegoria C) en 31 pacientes (12,6%). El indice PROFUND me-
dio calculado fue de 3,5+7,1. Al estratificar a los pacientes
segun los niveles de riesgo del indice PROFUND, 46 (39,0%)
pacientes tenian un riesgo bajo de mortalidad al afio, 55
(46,6%) un riesgo intermedio, 8 (6,8%) un riesgo alto y 9
(7,6%) un riesgo muy alto.

El diagrama de cajas de la figura 1 reflgja la redistribucion
de la prediccion de mortalidad del SHFM segun la escala de
PROFUND exclusivamente en los PP. Se verificd una concor-
dancia en la estimacion de mortalidad entre ambos indices.



Rafael Marques M, et al

Tabla 3. INDICES de los pacientes no pluripatolégicos y pluripatolégicos.

Estratificacion de Mortalidad No PP PP Valor de p
indice Seattle, P, 4,0 6,0 p <0,001
indice PROFUND 35+7,1
Categorias definitorias

A (enfermedades cardiacas) 118 (100)

B (enfermedades renales y vasculitis) 82 (69,5)

C (enfermedades pulmonares) 31(26,3)

E (enfermedades neuroldgicas) 27 (22,9)

F (diabetes con neuropatia y arteriopatia) 21 (17,8)

G (anemia y neoplasia) 16 (13,6)

H (enfermedad osteoarticular) 14 (11,9

D (enfermedades digestivas) 1(0,8)
NUmero de categorias por paciente? 26+1,0

Pacientes con > 3 categorias 44 (37,3)

Fig. 1. Diagrama de cajas que refleja la distribucion del Seattle segun la
escala de PROFUND.

DISCUSION

Este estudio demuestra la elevada frecuencia de pluripato-
logia (48% de la cohorte) en la practica clinica diaria en pa-
cientes evaluados en la consulta de una UIC de cardiologfa,
superior incluso a lo publicado en planta de hospitalizacion
de Cardiologia (36,9%)."® Paradojicamente, estos pacientes
son frecuentemente excluidos de ensayos clinicos, ya que
se tratan de pacientes mayores, con fragilidad, dependencia
funcional y comorbilidad alta. Por ello, es de gran impor-
tancia evaluar a los pacientes de estas Unidades de forma
multidimensional como el indice PROFUND. Ademas, el in-
dice PROFUND ha permitido identificar que un porcentaje
significativo de pacientes tiene una estimacion de riesgo de
mortalidad al afio alto 0 muy alto, modificandose la estima-
cion de mortalidad del SHFM para un determinado indice de
PROFUND.

De acuerdo con otros estudios'’, en pacientes con IC, se
describe en la literatura una tasa de hospitalizacion por cual-
quier motivo al afo de 70%, aunque solo el 30% de los
ingresos se deben a descompensacion de la IC, con fuertes
tendencias relacionadas con aumento de la edad y presen-
cia de comorbilidad. Es probable que nuestra estimacion de
ingresos sea una subestimacion, ya que solo se considerd
ingresos donde la IC fue el diagnostico principal.

Las comorbilidades no cardiacas son altamente prevalen-
tes en pacientes con IC cronica y se asocian fuertemente
con resultados clinicos adversos, como aumento del riesgo
de hospitalizacion y muerte. En nuestro estudio, el peso de
las comorbilidades fue elevado (6,4 puntos) e incluso mayor
que el observado en el estudio SEMI-IC (5,4 puntos)'. Los
factores de riesgo cardiovascular, la insuficiencia renal cro-
nica y la enfermedad pulmonar son las comorbilidades mas
frecuentemente presentes a lo largo de |a historia natural
de la IC, lo que también se evidencid en nuestro conjunto
de datos.

El uso del indice PROFUND ha permitido identificar que
aproximadamente el 15% de los PP observados en la UIC
presentan una alta 0 muy alta probabilidad de fallecer al
cabo de un afo y, casi la mitad presenta un riesgo inter-
medio (46,6%). Ademas, estos pacientes presentaban peor
clase funcional, mayor requerimiento diurético y habian pre-
sentado mayor numero de ingresos en el afo anterior. Sin
embargo, no se objetivaron diferencias significativas en el
manejo médico de la terapéutica modificadora de pronds-
tico de la IC entre los PP y no pluripatoldgicos. Estos datos
confirman la gravedad de estos pacientes y sugieren que la
alta carga de comorbilidades en su conjunto determina al
menos en parte el pronostico de los pacientes con IC, como
se observa en la prediccion de mortalidad del SHFM segun
el riesgo calculado por indice PROFUND.

Ademads, la polifarmacia en PP aumenta el riesgo de inte-
racciones medicamentosas y efectos adversos que pueden
llegar a ser mas incapacitantes que la propia enfermedad
cardiaca®. El recurso de indices de prondstico, como el
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SHFM especifico de 1a IC, resulta de especial utilidad desde
el punto de vista clinico y de planificacién sanitaria. Sin em-
bargo, segun el informe de la OECD, se calcula que solo el
3% de los pacientes con IC tienen la enfermedad de forma
aislada, asi que podria ser mas apropiado utilizar indices
especificamente desarrollados para pluripatologia, como el
indice PROFUND.

Asf, pacientes de bajo-intermedio riesgo pueden beneficiar-
se de una intensificacion de cuidados de salud, mientras
que en los de alto riesgo de mortalidad se deberia plantear el
beneficio de intervenciones médicas exhaustivas y conducir
a un inicio mas temprano de tratamiento paliativo junto con
el tratamiento cardioldgico en pacientes con IC avanzada®.

Todo esto justifica la necesidad de estratificacion de los pa-
cientes en funcion de su prondstico para establecer objeti-
VoS terapéuticos que Se ajusten a su situacion personal. Un
enfoque holistico integral de la IC y sus comorbilidades, en
lugar de las estrategias tradicionales de manejo y del trata-
miento individual de cada afeccion asociada, podria obtener
mejores resultados en términos de prondstico, mortalidad e
ingresos. De hecho, los profesionales de salud que atienden
habitualmente a PP con IC podrian mejorar los resultados en
esta poblacion de alto riesgo al identificar las condiciones no
cardiacas y tratarlas desde el inicio del proceso asistencial.

CONCLUSIONES

Este estudio demuestra que la prevalencia de PP en una UIC
de Cardiologia estd en torno al 50%, que refleja a su vez una
mayor sobrecarga asistencial y necesidad de cuidados mas
complejos. Los PP definen un grupo de poblacion con gran
fragilidad, dependencia funcional y asociacion de comorbi-
lidades, que obliga a plantear un abordaje multidisciplinar
con estrategias para el control del riesgo cardiovascular y de
las enfermedades cronicas asociadas, asi como adaptar 10s
recursos sanitarios que mas se ajusten a su expectativa de
vida. El indice PROFUND parece una herramienta util en el
manejo clinico y su utilizacién podria ayudar en la planifica-
cion anticipada de decisiones.

Galicia Clin 2021; 82-2: 81-86
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Enfermedad de motoneurona asociada
a procesos neoplasicos: una revision de casos
Motor Neuron Disease associated with a neoplastic procesess. a review of cases
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ABSTRACT

Introduction: Association between Motor Neuron Disease (MND) and neoplastic processes is rarely described. It is unclear whether MND occurs as a
paraneoplastic syndrome.

Methods: We retrospectively analysed 35 patients with MND followed in our Hospital from January 2013 to December 2016. Results: A neoplastic
process was found in four patients. All of them had definite clinical and electromyographic criteria supporting MND according to standard Awaji criteria.
Results: Onconeuronal antibodies were positive in two patients (anti-Yo and anti-PNMA?2). The types of tumour were variable: two breast cancers, one
lung cancer and one thyroid Hirthle cell neoplasm. Discussion: In our cohort, 11.4% of MND patients were diagnosed with a neoplastic process being a

rather high frequency of co-occurrence. Treating the neoplastic process may potentially halt or reverse the progression of MND.

Keywords: Motor Neuron Disease; Neoplastic process; Paraneoplastic neurological disorders.

INTRODUCTION

Paraneoplastic Neurological Disorders (PNDs) are remote
effects of systemic malignancies that affect the nervous
system'2. PNDs are relatively rare compared to metastatic
and iatrogenic complications of cancer, and overall affect
fewer than 1% of patients with cancer®. The most common
neoplasms associated with paraneoplastic neurological dis-
orders are small cell lung cancer, breast and gynaecological
cancers, and lymphoma'34,

Association between Motor Neuron Disease (MND) and
neoplastic processes is rarely described*®. Cases of para-
neoplastic MND are rarely observed and, as a result, no ex-
haustive data are available on the exact clinical and neuro-
physiological phenotype associated with this condition®. part
of Springer Nature Paraneoplastic motor neuron disorders
(MND). It is currently unclear whether MND even occurs as
a paraneoplastic syndrome. Many authors have questioned
whether the association of cancer and MND is simply a co-
incidence of two relatively common diseases, or if there is a
true etiologic relationship®5’. Some small studies have re-
ported a co-occurrence of cancer and MND that appears to
be higher than the incidence expected in the general popula-
tion” and few reports addressed the possibility of MND rever-
sal after treatment of a coexistent neoplasm?®™°,

In patients with an acute to subacute onset of neuromuscu-
lar symptoms without a known tumour, the etiology may be
paraneoplastic when there is a well known syndrome pre-
sented by the patient or if there is a specific anti-neuronal
antibody such as anti-Yo or anti-PNMA?2, in serum or cer-
ebrospinal fluid"®,
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Here, we present four patients with MND and a coexistent
neoplasm.

OBJECTIVES

1) To do a retrospective analysis of all patients with MND in
our cohort who had an associated tumour.

2) Verify if there is any correlation between treatment of the
underlying tumour and improvement of MND in those pa-
tients.

METHODS

We analysed through a 4-year retrospective study, from
January 2013 to December 2016, the files of patients with
an active MND (of every subtype) in our Hospital (N= 35).
The hospital total referral population is 315 000 inhabitants.
There was no need of approval of ethic committee due to
being a retrospective study and no intervention was made.
Clinical and electrophysiological examination (EMG) was
performed in all patients. Awaji criteria'" were applied for
Clinical and Electrophysiological diagnosis of MND.

An active search for a primitive tumour was made as part of

the investigation for treatable causes of MND, according to
EFNS 2012 Guidelines™.

CASES REPORT/RESULTS
A neoplastic process was found in four (11,4%) of our MND
patients (table 1).

Case 1 is a 55-year-old female, refered for breast tumorec-
tomy and radiotherapy in 2005 due to invasive ductal breast
cancer (IDBC), which was BRCA2 mutation-related. The IDBC
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Table 1. Summary of the 4 patients of MND with an associated neoplastic process.

Case 1 Case 2 Case 3 Case 4
Sex F M F M
Age 55 48 74 7
) Imaging: 8mm thyroid nodule
Invasive ductal breast Ca ) . ) ) .
Neoplasm type Histology: Hiirthle cell folicular | Invasive ductal breast Ca Lung adenocarci-noma

(BRCA2 mutation-related)

thyroid tumour

Time between neoplasm
identification and MND
diagnosis

Breast Ca 2005. Relapsed in
December of 2015; MND in
early 2016

15t MND dx in September 2015.

Thyroid tumour dx in October
of 2016

Breast Ca in 2014.
MND in January of 2016

15t MND dx in 2010.
Lung Ca dx in 2011

Onconeural antibodies

Anti-PNMA2 weakly positive

Anti-Yo positive
(in two separated samples)

Not performed

Not performed

Topt_)graphy of MND U+L MND, B+C+D+LS L MND, B-+C+D-+LS segments U+L MND, B+C+D+LS U+L MND, B+C+D+LS
involvement segments segments segments
Sx —
Neoplasm treatment Sx, HT , , Sx, RT, HT Sx, CT,RT
Hemithyroidectomy
IT IVIg — 2 cycles

Evolution and Follow-up

Aggressive with severe bulbar
impairment

Follow-up in palliative care

Aggressive evolution, patient
refused total thyroidectomy

Aggressive evolution.
Death in 2017

Slowly progressive MND.
Death in 2016

U — Upper L — Lower; B - Bulbar, C - Cervical, D - Dorsal LS — Lumbosacral; Ca — cancer; Sx — surgery;
HT — hormonotherapy; RT — radiotherapy; CT — chemotherapy; IT — immunotherapy; dx - diagnosis

relapsed in December 2015 leading to bilateral mastectomy
and hormone therapy (the patient refused chemotherapy).
After one month, the patient developed symptoms of upper
and lower (U+L) MND affecting bulbar, cervical, dorsal and
lumbosacral (B+C+D+LS) segments. Onconeuronal an-
tibodies were weakly positive for anti-PNMA2 detected by
immunoblotting. The course was very aggressive and in one
year she developed severe functional impairment and died.

Case 2 is a 48-year-old male developing lower MND signs
affecting B+C+D-+LS segments starting in September 2015
and progressing very rapidly. Onconeural antibodies were
positive in two different samples for anti-Yo by immunoblot-
ting. He had one 8 mm thyroid nodule, and a Hiirthle cell fol-
licular thyroid tumour was diagnosed in October 2016. The
patient was submitted to hemithyroidectomy in November
2016 followed by two cycles of IVlg. He didn’t significantly
progress in the subsequent 8 months of these treatments
but recently, after a period of stable plateau, the MND ag-
gressively worsened again and anti-Yo remained positive.
He was referred for total thyroidectomy but refused another
surgical procedure.

Case 3 is a 74-year-old female diagnosed with IDBC in 2014,
submitted to mastectomy, radiotherapy and hormone ther-
apy. In January of 2016, the patient developed symptoms
of U+L MND affecting B+C+D+LS segments, progressing
rapidly. Onconeural antibody analysis wasn’t performed. She
died in February 2017.

Case 4 is a 77-year-old male who presented with U+L MND
affecting B+C+D+LS, in 2010. He was diagnosed with lung
adenocarcinoma in 2011 and prescribed chemotherapy and
radiotherapy. He died in January 2016. Onconeural antibody
analysis wasn't performed.
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DISCUSSION

In our cohort of only 35 MND patients, we identified four
that had a coexistent neoplasm. This frequency of co-
occurrence is higher than the relatively few previous re-
ports®8910.13.14 “In one of the four patients (case 2), the
initially aggressive MND process became relatively sta-
ble, with a plateau phase through 8 months, after hemith-
yroidectomy followed by therapy with two cycles of IVIg,
but progressed aggressively thereafter, and patient re-
fused total thyroidectomy. However this suggests a physi-
ological connection between the MND and neoplasm in
this case. The other three patients died, two of them very
rapidly due to the aggressiveness of the disease. This fe-
rocious course of the disease, and the relative frequency,
strongly supports a recommendation for physicians to for
an underlying neoplasm as standard.

MND as a paraneoplastic process is a difficult diagno-
sis to establish with certainty'®. The coexistence may be
circumstantial. Reports of patients with typical MND who
had improvement following treatment of their malignancy
suggest that MND could occur as a paraneoplastic phe-
nomenon'®. Unfortunately, most paraneoplastic motor
disorders are unresponsive to treatment of the underlying
tumour*. To complicate matters, MND may evolve aggres-
sively and death can occur before the identification of
an underlying causal neoplasm. In all the literature there
are rather too few such cases with disparate antibodies,
clinical courses, and underlying tumours to make further
generalizations.

CONCLUSIONS



Even though paraneoplastic MND is rare, it’s recognition is
essential, because early management with immunotherapy
and cancer treatment can lead to neurological improvement
or stabilization®®, This report is relevant to raise awareness
of the importance of appropriate and thorough investigation
for treatable causes of MND.
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RESUMEN

En la actualidad los pacientes tratados con anticoagulantes orales de ac-
cion directa (AOAD) son un grupo poblacional cada vez mas frecuente en
nuestros centros sanitarios. Las recomendaciones de manejo de estos
pacientes, que van a ser sometidos a pruebas invasivas-diagnosticas o
quirdrgicas con caracter programado, esté recogidas en guias de practica
clinica y revisiones. Sin embargo hasta la fecha, todas las guias tienen el
grado de evidencia de recomendacion de expertos. Recientemente con la
publicacion del estudio PAUSE las recomendaciones existentes probable-
mente cambien. En esta revision se hace mencion a diferentes aspectos
en relacion con el manejo perioperatorio de los pacientes tratados con
AOAD y a las controversias existentes.

Palabras clave: Anticoagulantes orales de accion directa; Procedimientos
perioperatorios; Dabigatran; Rivaroxaban; Estudio Pause

INTRODUCCION

Los datos obtenidos de aseguradoras y registros sobre an-
ticoagulantes orales de accion directa (AOAD) confirman
la utilizacion de estos farmacos (dabigatran, rivaroxaban,
apixaban, edoxaban) de una forma que aumenta afo tras
afo, hasta tal punto de que en la mayoria de los paises los
pacientes tratados con warfarina y acenocumarol quedaran
como testimoniales'. Después de los resultados de los
diferentes ensayos clinicos, las guias recomiendan con un
grado de evidencia alto, el tratamiento anticoagulante con
AOAD en fibrilacion auricular no valvular (FANV) y enferme-
dad tromboembdlica venosa (ETV)%S.

Existen gran numero de estudios epidemioldgicos realizados
en diferentes paises, donde se confirma que tanto la FANV,
como la ETV presentan una incidencia y una prevalencia que
aumentan al mismo tiempo que lo hace la edad de la pobla-
cion estudiada’™®. Las previsiones para los préximos 25 afnos
sobre crecimiento poblacional, tanto en Europa como en el
resto del mundo, son que se modifique de forma clara la
morfologia de la pirdmide de edades, aumentando significa-
tivamente el grupo de edad que engloba a los ancianos'’. Se
deduce de lo referido que atender a pacientes tratados con
AOAD sera cada vez mas habitual por las patologias asocia-
das a la vejez (FANV y ETV); pacientes que en su atencion
médico-quirdrgica van a ser sometidos a procedimientos
diagnosticos y terapéuticos invasivos, asi como cirugia ur-
gente y programada. Existen estimaciones donde se calcula
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ABSTRACT

Currently, patients treated with direct-acting oral anticoagulants (DAOAS)
are an increasingly frequent population group in our health centres. The
management recommendations of these patients, which are going to be
subjected to invasive-diagnostic or surgical tests on a scheduled basis,
are included in clinical practice guidelines and reviews. However, to date,
all guides have the degree of evidence of expert recommendation. Re-
cently with the publication of the PAUSE study the existing recommenda-
tions are likely to change. This review refers to different aspects in relation
to the perioperative management of patients treated with DAOAs and the
existing controversies.

Keywords: Direct Oral Anticoagulants; Perioperative procedures; Dabiga-
tran; Rivaroxaban; Pause study

que 1 de cada 6 pacientes con fibrilacién auricular precisara
de manejo perioperatorio’. No existen estimaciones simila-
res en pacientes diagnosticados de ETV y a tratamiento anti-
coagulante. La presente revision pretende situar la evidencia
actual relativa al manejo de los AOAD en pacientes que van
a requerir de la realizacion de procedimientos diagnosticos
invasivos o cirugias programadas.

PROCEDIMIENTOS INVASIVOS-QUIRURGICOS
PROGRAMADOS

En el manejo perioperatorio de pacientes tratados con AOAD
y sometidos a procedimientos invasivos o quirtirgicos de tipo
programado, existen aspectos muy relevantes con respues-
tas poco definidas.

Podemos empezar por el servicio médico o facultativo res-
ponsable del manejo, antes, durante y después del procedi-
miento. Cuando se pregunta quién es el responsable del ma-
nejo perioperatorio de estos pacientes tratados con AOAD,
la respuesta es muy amplia: mayoritariamente son cardio-
logos, pero en la extensa lista se incluyen los médicos que
realizan la prueba invasiva, médicos de Atencion Primaria,
hematologos, farmacéuticos, y enfermeras'. En definitiva,
en cada centro hospitalario el manejo incumbe a diferentes
estamentos, o incluso a varios de forma simultanea.

En relacion con las guias de practica clinica y revisiones que
abordan el tema que tratamos, existe una variedad nada
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desdefiable de publicaciones. Algunas tratan el tema de una
forma general sin especificar patologias'™™® y otras detallan
actuaciones solo en pacientes con fibrilacién auricular 222",
No existe ninguna guia que haga recomendaciones espe-
cificas para pacientes con ETV. Respecto a los colectivos
médicos responsables de dichas guias, encontramos tam-
bién diversidad: cirujanos'®, hematdlogos'™, cardiélogos?',
anestesistas'™ 1822 también se han publicado guias donde
intervienen en su elaboracion varias sociedades cientificas
en consenso®24, Todas las guias y revisiones a las que nos
referimos, sin excepcion, tienen el grado de recomendacion
de consenso de expertos.

Hasta mediados de 2019, las publicaciones disponibles
sobre manejo perioperatorio de AOAD, no alcanzan la su-
ficiente calidad como para que las evidencias superen el
grado de recomendacion de experto. La mayoria de los tra-
bajos son publicaciones con estudios retrospectivos a partir
de grandes ensayos clinicos con AOAD en pacientes con
FANV?528, Existen escasos trabajos prospectivos, todos con
dabigatran y principalmente sobre pacientes sometidos a la
colocacion de marcapasos?®*2. Sélo existe una publicacion
con pacientes diagnosticados de ETV, también retrospectiva
y que incluye un nimero pequefio de casos (190)%.

En conjunto, las publicaciones con mayor numero de pa-
cientes presentan dos cualidades que les confieren un grado
de evidencia bajo a sus resultados: ausencia de un protocolo
de manejo unificado para todos y un porcentaje bajo de pa-
cientes sometido a procedimientos de alto riesgo de sangra-
do (que oscila entre 10% y el 23%)%°28, que son aquellos en
los que tendriamos que disponer mas informacion por su
mayor dificultad de manejo y porque, en definitiva, repre-
sentan el grupo que mas preocupa al médico responsable
del procedimiento.

PLANTEAMIENTO GENERAL:
RECOMENDACIONES DE LAS GUIAS

En todas las guias publicadas hasta la fecha sobre el tema
existen coincidencias en el planteamiento general cuyos
puntos fundamentales se reducen a responder a tres pre-
guntas: ¢cudndo suspender el tratamiento con AOAD?, ¢se
necesita terapia puente?, y ¢cuando reiniciar el tratamiento
después del procedimiento?

El momento de la suspension del farmaco viene condiciona-
do por dos factores, que son, el aclaramiento de creatinina
y el riesgo hemorrdgico del procedimiento. Todos los AOAD
presentan eliminacion renal que varia segun el farmaco ad-
ministrado, asi la existencia de niveles de AOAD antes del
procedimiento invasivo se relaciona directamente con el fun-
cionamiento renal. En todas las guias, el intervalo de tiempo
de suspension antes del procedimiento es variable segun el
farmaco y el aclaramiento de creatinina. En 2019 ha sido
publicado un documento de consenso de la Sociedad de
Trombosis y Hemostasia, donde se establece un listado de
procedimientos clasificados segun el riesgo hemorragico *.

Nufiez-Fernanez MJ, et al

Se ha dividido en dos grupos: alto riesgo de sangrado (pre-
sencia de sangrado mayor en porcentaje superior a 2% a los
30 dias), y bajo riesgo de sangrado (cuando el porcentaje de
sangrado mayor es inferior a 2% a los 30 dias). El objetivo
principal de este documento de consenso es unificar crite-
rios para futuros trabajos que aborden el tema.

Los resultados del registro de Dresde y del meta-analisis de
Nazha et al.*>%, ponen de manifiesto que la terapia puente
con heparinas de bajo peso molecular (HBPM) en pacientes
tratados con AOAD, presenta un incremento del riesgo de
sangrado mayor, por lo que las guias no recomiendan la uti-
lizacion de terapia puente. Esta recomendacion es unanime,
salvo en situaciones muy concretas como son la imposibi-
lidad de tratamiento oral en pacientes con ileo mantenido
0 situaciones clinicas similares, o en aquellos que precisan
un nuevo procedimiento quirdrgico o invasivo poco tiempo
después del primero?!,

Ala hora de reiniciar el tratamiento con AOAD, en la mayoria
de las guias se mencionan los pardmetros considerados de
importancia: el riesgo cardioembolico/tromboembdlico y el
riesgo hemorragico del paciente!®212224,

Determinadas situaciones como eventos trombdticos re-
cientes, trombofilias de alto riesgo (por ejemplo, sindrome
antifosfolipido), CHA2DS,VASC superior a 7, 0 cancer activo,
se relacionan con riesgo elevado de eventos®. Es por ello
que, en la medida de lo posible, se disminuya dicho riesgo,
fundamentalmente en base a aumentar el intervalo entre la
cirugia/procedimiento programado, y el evento trombdtico
previo.

En relacion con el riesgo hemorragico en pacientes tratados
con AOAD, en los Ultimos afos se estan aplicando esca-
las de riesgo hemorrdgico clasicas en pacientes con FANV
(HAS-BLED, HEMORR,AGHES, y ATRIA)*"-%¢, Ademas, se han
desarrollado y validado nuevas escalas a partir de pacientes
exclusivamente tratados con AOAD (ORBIT y ABC)*#1, Exis-
ten publicaciones que comparan las diferentes escalas de
riesgo hemorragico en pacientes con FANV y tratados con
AOAD, obteniendo resultados contradictorios o poco clarifi-
cadores, y poniendo en evidencia una capacidad predictiva
mejorable en practicamente todas estas escalas*®-4.

Con todo lo comentado, aun existen aspectos poco claros en
el tema. Douketis et al., han demostrado que siguiendo las
recomendaciones de suspension de dabigatran basadas en
la cifra de aclaramiento de creatinina, se cuantifican niveles
de anticoagulante residual antes del procedimiento, en el
15% de los pacientes estudiados*. Sdlo recientemente se
ha estandarizado el riesgo hemorrdgico de los procedimien-
tos quirdrgicos o pruebas invasivas. Sin embargo no estan
categorizadas todas ellas, y es prioritario establecer de una
forma muy pormenorizada el riesgo hemorrdgico de cada
uno de los procedimientos. Aunque en las guias y revisio-
nes se hace mencion a las escalas de riesgo hemorragico
(HAS-BLED) y riesgo cardioembalico del paciente (CHADS y
CHA,DS,VASC), ninguna de dichas escalas ha sido validada
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en pacientes tratados con AOAD que van a ser sometidos a
procedimientos invasivos o quirtrgicos'®. Este condicionante
justifica la ausencia de recomendaciones concretas en las
guias, basadas en dichas escalas. Por dltimo, si se revisan
las recomendaciones de cada una de las guias publicadas
en relacion al tema que tratamos, se encuentran discrepan-
cias notorias en temas de extrema importancia, por lo que
no se despejan las dudas en el médico responsable para el
manejo de estos pacientes. Un ejemplo ilustrativo de esta
afirmacion es el tiempo que debe ser suspendido dabigatran
antes de un procedimiento neuroquirdrgico; dependiendo de
las recomendaciones de las sociedades médico-quirdrgicas
puede variar entre 5 dias, 4-5 dias, 2 0 4 dias, y segun
la monografia del producto publicado por el fabricante, 2
dias™®

ESTUDIO PAUSE

Con el escenario descrito en parrafos anteriores, la publi-
cacion del estudio PAUSE en 2019, ha venido a clarificar
muchos aspectos sin respuesta, o0 con respuestas basadas
en opiniones de expertos*. El estudio PAUSE es un estudio
prospectivo de manejo perioperatorio de AOAD (apixaban,
dabigatran y rivaroxaban) en pacientes con FANV, con un
protocolo definido de actuacion, que incluye suspension
pre-procedimiento, sin terapia puente, y con reinicio post-
procedimiento. La hipdtesis principal del estudio, establece
que con el protocolo definido para cada uno de los AOAD, se
consiguen una seguridad (definida por < 2% de sangrado
mayor a los 30 dias) y una eficacia (definida por una tasa
menor del 1,5% de eventos cardioembolicos a los 30 dias)
adecuadas para todos los pacientes. Ademas, sin necesidad
de determinaciones analiticas previas, se asume con este
manejo que mas del 90% de los pacientes presentardn ni-
veles minimos o indetectables de AOAD en el momento pre-
vio al procedimiento invasivo-quirdrgico. Fueron estudiados
1257 pacientes tratados con apixaban, 668 con dabigatran,
y 1082 con rivaroxaban. No existian diferencias significati-
vas entre los grupos al analizar variables clinicas, analiticas,
de tratamiento, riesgo hemorragico del procedimiento, ries-
go cardioembdlico, ni riesgo hemorrdgico de los pacientes.
El porcentaje de procedimientos considerados de alto riesgo
de sangrado oscilaba entre 32,5% y 34,5%. Los resulta-
dos confirman la seguridad (sangrado mayor a los 30 dias:
0,9%-1,85%) y la eficacia (eventos tromboembdlicos a los
30 dias: 0,16%-0,37%). En relacion con el porcentaje de
pacientes con niveles indetectables o minimos, en los gru-
pos de dabigatran (92,8%-94,4%) y rivaroxaban (95,5%-
99,3%) se cumple la hipdtesis del estudio; en el grupo de
apixaban ese porcentaje no se cumplia por escaso margen
en el grupo de bajo riesgo de sangrado (87,1%)

Con los resultados de este estudio, muy probablemente se
modifiquen o eliminen aspectos asumidos hasta la fecha por
las diferentes guias, como son: el aclaramiento de creatini-
na (que sdlo se estudiard en pacientes con dabigatran), el
riesgo cardioembdlico, y el riesgo hemorragico del paciente
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Sin embargo y contando con que el estudio PAUSE ha de-
jado claros muchos aspectos, también se pueden extraer
una serie de observaciones para la reflexion. Primero, en
dicho estudio sélo se han analizado pacientes tratados con
dabigatran, apixaban y rivaroxaban, y no existe ningln pa-
ciente a tratamiento con edoxaban. En segundo lugar, sélo
se incluyen pacientes con fibrilacion auricular y no existen
pacientes con diagndstico principal de enfermedad trom-
boembdlica. En tercer lugar, 1as cifras de los niveles de anti-
Xa y de tiempo de trombina diluido, utilizadas como umbral
de seguridad, es decir niveles minimos o indetectables, no
estan aceptadas de forma undnime por todos los expertos.
Y por ultimo, en la discusion, los autores emplazan a la co-
munidad investigadora a publicar mas estudios, sobre todo
en pacientes sometidos a procedimientos de alto riesgo de
sangrado, con el objetivo de mejorar el conocimiento en esta
area.

CONCLUSION

Actualmente el manejo perioperatorio programado de pa-
cientes tratados con AOAD es una situacion cada vez mas
frecuente en nuestros hospitales, y con una tendencia al
aumento. Existen variedad de guias y revisiones sobre di-
cho manejo, pero hasta la fecha, las recomendaciones pu-
blicadas presentan diferencias significativas segun la fuente
consultada y con un grado de recomendacion basada en
expertos. Los resultados del estudio PAUSE han venido a
clarificar muchos aspectos, como la falta de necesidad de
terapia puente con HBPM, que tampoco es imprescindible
el conocimiento del aclaramiento de creatinina del pacien-
te (salvo en aquellos tratados con dabigatran), etc. Espera-
mos que se sigan publicando mas ensayos clinicos sobre el
tema, (faltan estudios prospectivos con edoxaban), con el
objetivo de mejorar la atencion de los pacientes tratados con
AOAD que van a ser sometidos a procedimientos invasivos o
quirdrgicos de una forma programada.
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Exantema generalizado y tromboembolismo pulmonar tras la
administracion de la vacuna AD26.COV2-S en paciente con antecedente
reciente de infeccion por SARS-COV2 (COVID-19): reporte de un caso

Generalized exanthema and pulmonary embolism after the administration of AD26.COV2-S
vaccine in a patient with recent history of SARS-COVZ infection (COVID-19): a case report

Fernando Maroto Pifieiro, Lucia Gonzalez Gonzélez, Judith Alvarez Otero, Javier de la Fuente Aguado

Servicio de Medicina Interna Hospital Ribera POVISA

RESUMEN

La reciente aparicion de multitud de vacunas contra la infeccién por
SARS-Cov2 (COVID-19) acuciada por la actual pandemia mundial ha he-
cho crecer la preocupacion acerca del perfil de seguridad o reacciones
adversas de las mismas. Presentamos el caso de una paciente con an-
tecedente reciente de neumonia por SARS-Cov2 que presento reaccion
exantemdtica y tromboembolismo pulmonar tras ser inmunizada con la
vacuna COVID-19 VaccineJanssen (Ad26.C0OV2-S).

CASO CLINICO

Se trata de una paciente de 75 afos con antecedentes de
hipertension arterial e hipercolesterolemia que ingresd en
nuestro centro por cuadro de neumonia bilateral por SARS-
Cov2 (COVID-19) que evoluciond favorablemente con tratami-
ento con metilprednisolona a dosis de 1 mg/kg/dia y teico-
planina endovenosa durante 5 dias a dosis de 400 mg/dia.
Al cabo de 20 dias la paciente, ya sin sintomas, fue vacunada
frente a COVID-19 con la vacuna Janssen COVID-19 Vaccine
(Ad26.COV2-S). A las 48 horas de la vacunacion la paciente
comenz6 con cuadro consistente en lesiones cutaneas pru-
riginosas generalizadas en tdrax y abdomen, fiebre y dolor
abdominal mal definido en regién mesogastrica acompafiado
de vémitos de contenido alimentario, motivo por el que decide
acudir a urgencias tras 24 horas de inicio de dicho cuadro.
A su llegada presentaba tendencia a hipotension (TA 62/42
mmHg), bradicardia a 44 lpm y T2 35,2 y saturacion de 02
96% basal. A la exploracion fisica presentaba buen nivel de
conciencia, estaba orientada en las 3 esferas, eupneica y con
buena perfusion y coloracion. No presentaba signos de trom-
bosis venosa en miembros inferiores. La auscultacion cardi-
aca y pulmonar y la exploracion abdominal eran normales y
destacaba la presencia de un exantema maculo-papuloso en
torax y abdomen (Imagenes 1,2 y 3). A nivel analitico podia
observarse leucocitosis marcada 24.023 cel/mm? con 90%
de segmentados, plaquetas de 323.000 cel/mm?y PCR de
3,9 g/dl, sin otros hallazgos resefiables. Ante el cuadro de
molestias abdominales con vémitos, leucotisosis e hipoten-
sion se realizd un TC de abdomen que no mostrd patologia
abdominal relevante pero si como hallazgo no esperado una
trombosis venosa profunda (TVP) en ambos miembros infe-
riores junto con un tromboembolismo pulmonar en la arteria
lobar inferior izquierda e infartos pulmonares en I6bulo medio
y l6bulo inferior izquierdo. Durante la estancia en urgencias
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ABSTRACT

Several vaccines have appeared in recent times given the need for vacci-
nations against SARS-Cov2 (COVID-19) infection. General concern about
their safety and possible adverse events has also emerged. We present
the case of a patient with recent history of COVID-19 pneumonia who
presented generalized exanthema and pulmonary embolism after being
immunized withCOVID-19 Vaccine Janssen (Ad26.C0V2-S).

la paciente mostrd taquicardizacion, por lo que se realizd un
electrocardiograma que mostraba una fibrilacion auricular con
respuesta ventricular acelerada entorno a 120 Ipm.

Ante los hallazgos previamente mencionados la paciente in-
greso en el servicio de medicina interna y se inici¢ tratami-
ento anticoagulante con heparinas de bajo peso molecular y
acenocumarol, asi como metilprednisolona a dosis de 1 mg/
kg para el tratamiento del exantema y beta bloqueantes en
dosis bajas como estrategia de control de frecuencia para la
fibrilacion auricular. Al cabo de 4 dias de tratamiento ester-
oideo la paciente mostro remision completa del exantema,
mostrando ya desde el primer dia una respuesta notable. Se
completo el estudio con un perfil analitico de autoinmunidad
que reveld ANA negativos, niveles de complemento C3 y C4
normales y niveles de inmunoglobulinas, G,M y A normales.
Asimismo, se realizd un ecocardiograma que evidenciaba da-
tos compatibles con hipertension pulmonar con buena fun-
cion de ambos ventriculos y sin valvulopatias significativas. La
evolucion clinica fue favorable y la paciente evoluciona favora-
blemente con rehabilitacion de la marcha, pendiente de hacer
seguimiento en consultas externas al alta hospitalaria.

DISCUSION

En el Ultimo afio desde el inicio de la pandemia COVID-19
hemos asistido a la emergencia de un nimero considerable
de vacunas contra dicha infeccion'. La vacuna Ad26.C0V2-S
esta basada en la replicacion mediante un vector incompe-
tente de adenovirus 26 que expresa la proteina de membrana
del virus estabilizada y se administra en dosis Unica por via
intramuscular’. Los estudios de eficacia y seguridad se basan
principalmente en los resultados preliminares de un ensayo
clinico en fase IlI> denominado COV3001. En dicho ensayo
se observo una incidencia marcadamente mayor de eventos

Exantema generalizado y tromboembolismo pulmonar tras la administracion de la vacuna AD26.C0V2-S en paciente con antecedente reciente de infeccion por SARS-COV2 (COVID-19): reporte de un caso. Galicia Clin 2021; 82-2: 94-95
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Fig. 1.
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tromboembdlicos venosos en pacientes que habian recibido
la vacuna frente al grupo que recibio placebo (11 en el grupo
de vacunacion frente a 3 en placebo), si bien muchos de es-
tos pacientes presentaban factores de riesgo como hiperten-
sion arterial, obesidad 0 uso de anticonceptivos orales. En la
mayoria de casos ocurridos en el ensayo, el tiempo desde la
vacunacion al diagnéstico fue superior a 10 dias exceptuando
3 de ellos. El exantema generalizado o urticaria ha sido re-
portado como un efecto adverso poco frecuente en el estudio
COV3001, sin detallar las caracteristicas de los mismos.

Nuestra paciente presentaba como factores predisponentes
a la trombosis su hipertension arterial y movilidad reducida a
consecuencia del deterioro general por la infeccion reciente.
La propia COVID-19 se ha postulado como un factor protrom-
bético, asociado sobre todo a la fase agudade la infeccion en
pacientes criticos, contribuyendo a un aumento de factores
procoagulantes con una fisiopatologia que se ha comparado
a la de la coagulacion intravascular diseminada®, no obstante
algunos estudios muestran que la incidencia de eventos trom-
béticos tras el alta hospitalaria en pacientes sin otros factores
de riesgo mayores no estd incrementada 5. Dada la escasa
clinica en la esfera respiratoria y ausencia de clinica de TVP
en la exploracion, la trombosis podria haberse dado antes de
la vacunacion como consecuencia de la infeccion previa y la
reduccion de la movilidad.

En cuanto al exantema, la proximidad en el tiempo nos hace
plantearnos la posibilidad de quese tratase de un rash post-
viral. Las lesiones maculo-papulosas generalizadas se han
descrito como posible manifestacion cutdnea asociada a la
COVID-19. En una cohorte de 375 pacientes que presen-
taron sintomas dermatoldgicos asociados a la infeccion por
SARS-CoV2, las lesiones maculo-papulosas fueron las mas
frecuentes (47%)8, si bien se presentaban mayoritariamente
coincidiendo con el resto de sintomas y fase aguda de la in-
feccion, aunque se ha descrito que las manifestaciones cu-
taneas podrian aparecer hasta 30 dias después de la fase
aguda de la COVID-197.
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Sindrome de Lemierre con distrés respiratorio
Lemierre’s syndrome with acute respiratory distress syndrome

Miguel Silva, Eduarda Pena, Margarida Oliveira, Daniela Carvalho
Department of Emergency and Intensive Medicine, Hospital Pedro Hispano, Unidade de Local de Satide de Matosinhos, Portugal

ABSTRACT

Lemierre’s syndrome is a clinical triad of acute oropharyngeal infection, secondary local invasion and vein thrombosis often involving the internal jugular
vein, along with evidence of systemic septic embolism. Usually affecting otherwise healthy adolescents and young adults, anaerobic Fusobacterium spp.
are often implicated. Other bacterial species are sometimes found. While being a rare disease with a reported 14.4 cases per million person-years, it
carries a mortality rate of 5 to 9%. Clinical presentation can be severe owing to septic shock, multiorgan dysfunction, septic embolization and acute
respiratory distress syndrome requiring ICU admission. Treatment involves antibiotic therapy with anaerobic coverage and supportive care. Anticoagulation
use is controversial and surgical treatment may be needed to control focus of infection. There is few quality evidence available regarding the clinical
management of this syndrome. We report a case of Lemierre syndrome caused by Streptococcus hemolyticus group C, complicated with pulmonary septic
embolism, necrotizing pneumonia, empyema and acute respiratory distress syndrome with a degree of severity that required the use of extracorporeal
membrane oxygenation to support the patient.

Palabras clave: sindrome de Lemierre, Streptococcus, Fusobacterium, sindrome de distrés respiratorio agudo, membrana de oxigenacion extracorpdrea

Keywords: Lemierre syndrome, Streptococcus, Fusobacterium, acute respiratory distress syndrome, extracorporeal membrane oxygenation

INTRODUCTION AND LITERATURE REVIEW

The exact diagnostic criteria are still debated, but the original
description by Lemierre in 1936, who termed it as “anaero-
bic postanginal septicemia”, is quite distinctive, describing
not only local thrombophlebitis following an oropharyngeal
or neck infection, the isolation of anaerobic species, most
commonly Fusobacterium spp. (often combined with other
anaerobic species such as anaerobic streptococcus), as
well as distant septic embolization, especially to the lungs,
where the formation of abscesses were often complicated
by pleural effusion and empyema, leading to septic shock
and high fatality rate’. After the advent of antibiotics in the
40s this entity became progressively rarer, and while in the
past few years the frequency of reports has increased in lit-
erature®, the most current epidemiological study points to an
incidence of 14.4 cases per million/year among the 15-24
years of age range, where the highest incidence is found®.
The mortality rate is reported somewhere between 5 and
9%, however it has fallen from at least 90% since the intro-
duction of antibiotics>**,

While Fusobacterium spp., particularly Fusobacterium nec-
rophorum, remain the most commonly reported agent*, oth-
er bacterial species, mostly anaerobes, are also sometimes
identified.

The clinical manifestations of the disease can be diverse,
owing to the hematogenous spread to virtually any organ
site, the lungs being the most common organ involved, in
up to 92% of patients*, which can result in frank respiratory
failure requiring ventilatory support in 15.5% of cases®.

Treatment recommendations (for which there is no evi-
dence-based studies) involve antibiotic therapy with anaero-
bic coverage, surgical control of primary or secondary infec-
tious sites and supportive therapy and duration of therapy
has a reported median of 42 days, reflecting the different

Correspondencia: leuguimerius@gmail.com

Como citar este articulo: Silva M, Pena E, Oliveira M, Carvalho D
Sindrome de Lemierre con distrés respiratorio. Galicia Clin 2021; 82-2: 96-98

Recibido: 13/11/2019; Aceptado: 21/1/2020 // https://doi.org/10.22546/61/2152

presentation, severity and course of the disease*. The role
of anticoagulation is controversial, owing to the septic origin
of thrombosis and fear of facilitating septic embolism and
hemorrhagic complications?.

CASE REPORT

A previously healthy 24-year-old female, smoker, overweight
and with a history of depression, was admitted to our institu-
tion following the onset of sore throat, fever, nausea, vomit-
ing and generalized malaise in the 4 days prior to admis-
sion. Two days before admission she had been started on
IM penicillin G and ibuprofen by her family physician, but
her symptoms persisted and her malaise aggravated. Physi-
cal examination showed an erythematous oropharynx and a
palpable lymphadenomegaly on the left side of her neck. The
patient showed signs of dehydration, hypotension (80/40
mmHg), tachycardia (100 bpm) and fever (39 °C). Inflamma-
tory markers were elevated (leukocytosis -14850/L, 98.3%
neutrophils-, C-reactive protein 327.6 mg/L), she had acute
kidney injury (urea 121 mg/dL, creatinine 2.3 mg/dL) and
severe thrombocytopenia (15000/pL). Lactate was 1.9
mmol/L. A chest X-ray showed faint bilateral lower infiltrates
and an abdominal and renal ultrasound excluded complica-
tions. She was started on iv ceftriaxone plus azithromycin
and received fluid resuscitation. Despite treatment, over
the first 24 hours acute respiratory failure impended and
was admitted to the ICU where she was initially managed
with non-invasive ventilation. A chest CT (figure 1) at this
point showed bilateral irregular nodular opacities dispersed
across the entire lung parenchyma suggestive of septic em-
bolization. A gram positive diplococcus species grew in the
blood cultures and group C beta-hemolytic Streptococcus
was identified. There was no echocardiographic evidence
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Fig. 1

of endocarditis and antibiotic therapy was de-escalated to
penicillin G according to the sensitivity chart. A neck CT (fig-
ure 2) showed partial venous thrombosis of the left internal
jugular vein along much of its extension, a finding that was
confirmed with a neck ultrasound, with accompanying ex-
tensive inflammatory edema of the left amygdaline region. A
diagnosis of Lemierre’s syndrome was established.

Over the next 72 hours, despite antibiotic therapy, the pa-
tient had further respiratory deterioration which motivated
the start of invasive ventilation and escalation of antibiotic
therapy to piperacillin/tazobactam. The deterioration was
attributed to the development of acute respiratory distress
syndrome (ARDS) and to the aggravation of the pulmonary
lesions, which now showed extensive consolidation and ne-
crotization of the lung parenchyma along with empyema.
With insufficient response to a prone protocol, along with
further difficulty ventilating the patient, at 7 days post ICU
admission, the patient was transferred to a specialized cent-
er where she was placed under venovenous extracorporeal
membrane oxygenation (ECMO). After over 6 weeks of anti-
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Fig. 2

biotic therapy (later de-escalated to amoxicillin/clavulanate),
over 30 days of ECMO and months of physical therapy after
hospital discharge, she fully recovered and resumed a nor-
mal life.

DISCUSSION

The patient showed a triad of oropharyngeal infection, inter-
nal jugular vein thrombosis and septic lung lesions, that al-
lowed a diagnosis of Lemierre’s syndrome to be established
early. Even though a Fusobacterium spp. was not isolated at
any point, there are two relevant concepts to keep in mind.
While anaerobic species cultures tend to be more techni-
cally challenging (often showing delayed growth as is the
case of Fusobacterium spp.), in over 25% of cases a mixed
culture with some other bacterium species occurs®. It has
also been previously described that group C Streptococcus
and Fusobacterium necrophorum are often found together
in patients with acute pharyngitis® possibly representing a
synergic pathogenic connection. This is especially relevant
considering 4 cases of Lemierre’s syndrome where co-

Galicia Clin 2021; 82-2: 96-98

PULSE PARA VOLVER AL iNDICE



Sindrome de Lemierre con distrés respiratorio

infections with £ necrophorum and group C Streptococcus
were also described*.

Similarly to a Lemierre’s syndrome case published by Blos-
som et al.”, whose microbiological isolation was a group C
Streptococcus without evidence of Fusobacterium spp., we
question whether the delayed growth of Fusobacterium spp.
in the blood cultures was overlooked. Even though there were
likely other factors at play when our patient continued to de-
teriorate even after appropriately guided antibiotic therapy
with iv penicillin G for group C Streptococcus, lack of cover-
age for a potentially unidentified anaerobic species could be
considered. While there is no evidence-based guidelines for
treatment of Lemierre’s syndrome, metronidazole seems to
be the choice, mixing an excellent activity against Fusobac-
terium spp., as well as having good penetration into tissue®.

Our patient’s course was further complicated by a complex
interplay of pulmonary dysfunction, which included lung ab-
scesses, necrotizing pneumonia, empyema and ARDS?%8,
While all of these have been previously reported, the quick
onset of a degree of severity that led to an inability to ad-
equately ventilate the patient and the definition of a need
for support with ECMO, has only been described in a select
number of cases with reported successful outcome®®,

Regardless, prompt initiation of antibiotic therapy and early
support of the patient in case of sepsis is the most important
step in determining the outcome of the disease. Signs of
septic embolization in a patient with a recent history of an
oropharyngeal infection, should prompt the search thrombo-
phlebitis and vice-versa, as well as the careful consideration
for a potential delayed growth of an anaerobic species in
microbiological cultures, even if another aerobic agent was
already identified.

Galicia Clin 2021; 82-2: 96-98
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Linfoma de Burkitt como adenopatia axilar
en un paciente inmunosuprimido
Burkitt lymphoma as an axillary adenopathy in an immunosuppressed patient

Hélio Martins, David Paiva, Margarida Cerqueira, Jorge Cotter
Department of Internal Medicine. Hospital da Senhora aa Oliveira — Guimaraes, Braga, Portugal

ABSTRACT

Burkitt lymphoma is derived from germinal or post-germinal center B cells and is a highly aggressive B cell non-Hodgkin lymphoma that represents <1
percent of adult non-Hodgkin lymphomas. The authors describe the case of a 63 years old Caucasian male, with history of human immunodeficiency virus
infection, latent syphilis and varicella zoster infection on the left limb (L3 dermatome) who came to the emergency department with a palpable left axil-
lary mass with three weeks evolution accompanied with vesicles 48 hours after. He reported a history of anorexia and weight loss on the past 3 months.
Complete blood count was within normal range but was observed a fivefold elevation of lactate dehydrogenase and a CD4 count <200cells/microL. The
histology of the adenopathic axillar conglomerate made the diagnosis of Burkitt lymphoma but, besides all efforts, the patient ended to die before starting
a regimen of chemotherapy.

Keywords: Burkitt lymphoma, HIV, axillary adenopathy
Palabras clave: Adenopatia axilar, Linfoma de Burkitt, Virus de la Inmunodeficiencia Humana

INTRODUCTION

Burkitt lymphoma (BL) is derived from germinal or post-ger-
minal center B cells and is a highly aggressive B cell non-
Hodgkin lymphoma characterized by the translocation and
deregulation of the MYC gene on chromosome 8. It repre-
sents <1 percent of adult non-Hodgkin lymphomas. There
are three different clinical variants: endemic, sporadic and
immunodeficient BL. The last variant is typically observed in
the setting of human immunodeficiency virus infection and

The typical clinical presentation in the adult patients is an
extranodal disease, and the abdomen is the most frequent
site of involvement. The diagnosis is based on the pathologic
evaluation of the tumour mass and the lymphoma tumour
cells generally strongly express markers of B cell differentia-
tion (CD20, CD22,CD19), as well as CD10 and BCL6. The
high mitotic activity of Burkitt lymphoma is confirmed by
nearly 100% of the cells staining positive for Ki672.

in patients with CD4 counts exceeding 200cells/microl?.

Fig. 1

Correspondencia: heliodasilvamartins@gmail.com

Como citar este articulo: Martins H, Paiva D, Cerqueira M, Cotter J
Linfoma de Burkitt como adenopatia axilar en un paciente inmunosuprimido. Galicia Clin 2021; 82-2: 99-100 | ‘

Recibido: 24/11/2019; Aceptado: 21/01/2020 // https://doi.org/10.22546/61/2165 Galicia Clin 2021; 82-2: 99-100

‘ PULSE PARA VOLVER AL INDICE ‘



Linfoma de Burkitt como adenopatia axilar en un paciente inmunosuprimido

CASE DESCRIPTION

A 63 years old Caucasian male, with history of human im-
munodeficiency virus infection, latent syphilis and varicella
zoster infection on the left limb (L3 dermatome) came to
the emergency department with a palpable left axillary
mass with three weeks evolution accompanied with vesicles
48hours after. He reported a history of anorexia and weight
loss on the past 3 months. Complete blood count was within
normal range but was observed a fivefold elevation of lactate
dehydrogenase and a CD4 count <200cells/microL.

He was admitted and initiated acyclovir 10mg/kg three times
a day for 14days.

Bone marrow aspiration and biopsy, as well as cerebrospi-
nal fluid (CSF) evaluation showed no infiltration by atypical
lymphoid cells. Computerized tomography (CT) scans of the
chest, abdomen, and pelvis was performed showing multiple
periaortic, periceliac and small gastric curvature adenomeg-
alies, the biggest ones with 2.8 cm and a voluminous mass
on the left axillary space, extending to the left dorsal region,
with 12.5x10.1cm on the transversal plan.

A Biopsy of the adenopathic axillar conglomerate (Fig. 1A)
was made and demonstrated effacement of the normal ar-
chitecture by sheets of atypical lymphoid cells (Fig. 1B) and
immunophenotype profile CD20+ (Fig 1. C), CD79a+, CD3-,
CD10+, CD23-, bel-6+ and ki67+ superior to 90%.

The diagnosis of BL was made but, besides all efforts, the
patient ended to die before starting a regimen of chemo-
therapy.

Galicia Clin 2021; 82-2: 99-100

DISCUSSION

In the case presented, the patient had a CD4 count <200
cells/microL and a nodal disease, being rare as a presen-
tation of an immunodeficient BL. But because of its ag-
gressiveness and representing less than 1% of adult non-
Hodgkin lymphomas, clinical suspicion of Burkitt Lymphoma
is imperative.

The differential diagnosis for BL includes other types of
non-Hodgking lymphoma or tumours that can present as
abdominal masses.

The treatment for BL requires intensive, frequent multi-agent
chemotherapy with adequate CNS prophylaxis. BL is fatal if
left untreated. In adult patients, prompt treatment can be as-
sociated with complete remission rates of 75% to 90% and
overall survivals reaching 50% to 70% in adults®.

When the clinical suspicion of Burkitt Lymphoma is high, no
delays in the confirmatory diagnosis should be permitted as
the outcome depends on the prompt chemotherapy initiation
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Tuberculosis espinal: opciones de tratamiento
mas alla de las guias clinicas
Spinal tuberculosis - Treatment options beyond guidelines

Inés Esteves Cruz, Jodo Mourato Torres
Hospital Egas Moniz — CHLO, Lisboa, Portugal

ABSTRACT

Spinal tuberculosis, a presentation of extrapulmonary tuberculosis, usually presents with chronic back pain or deformity. The diagnosis is often delayed
due to the insidious and nonspecific nature of the initial symptoms. The thoracic spine is more commonly affected, but it can affect other segments or be
multisegmental. The site and extent of the lesion will determine the resulting neurological deficits which can lead to significant morbidity and functional
impairment. Combination chemotherapy for 6 months is recommended, but some experts may recommend therapy for 9 to 12 months depending on the
circumstances. Adjunct corticotherapy and surgery are also options in specific cases. Further studies will be needed in order to better understand the role
of these therapies in severe tuberculosis, and in particular spinal tuberculosis.

Keywords: Spinal tuberculosis; Spinal cord compression; Paraplegia; Corticosteroid therapy; Mycobacterium tuberculosis.

Tuberculosis (TB) is a multisystemic disease that mainly Fig. 1. Cervical MRI showing retropharyngeal abscess (C1-C5) extending to
affects the lungs, but can involve other organs and sys- the anterior epidural space at C4-C5
tems. According to the World Health Organization (WHO), and compressing the spinal cord at this fevel.
extrapulmonary TB has a prevalence of up to 20-25%.

The most frequent sites other than the lungs are the lym-

phatic system, pleura and bone'. Extrapulmonary TB can

present with signs and symptoms related to the affected

organ system or as a chronic systemic inflammation,

namely with fever, night sweats, asthenia, weight loss or

cachexia. The presentation can be insidious, which often

undermines and delays the correct diagnosis.

We present a case of a 21-year-old woman, with no
relevant previous medical history, that reported loss of
strength and sensation in the lower limbs that slowly pro-
gressed to the upper extremities over a period of 2 years.
The patient also reported neuropathic pain in the cervical
region, anorexia, asthenia and a vespertine fever. She had

been living in Guinea-Bissau and was sent to Portugal to Fig. 2. Dorso-lumbar MRI demonstrates a severe deformity of the body
seek further medical care. The neurological examination of D7, pre- and paravertebral abscess between D6-D8, extending to the
revealed a spastic paraplegia, with only mild decrease in anterior epidural space.

muscular strength in the upper extremities (4/5) and loss
of pain and light-touch sensation as well as deep sensa-
tion in the lower limbs. Increased stretch reflexes in the
lower extremities and a positive bilateral Babinsky sign
were present. The clinical examination also revealed an
enlarged and painless cervical lymph node.

Magnetic Resonance Imaging (MRI) revealed a ret-
ropharyngeal abscess (C1-C5) extending to the anterior
epidural space at C4-C5 and compressing the spinal
cord at this level [Fig. 1]. In the dorso-lumbar region, a
severe deformity of the body of D7 was apparent. In ad-
dition, a pre- and paravertebral abscess between D6-D8
was found, extending to the anterior epidural space and
into the left intra-thoracic region [Fig. 2]. Biopsies of the
cervical lymph node, retropharyngeal and intra-thoracic
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abscesses were performed. Ziehl-Neelsen staining for acid-
fast bacilli was negative in all, but polymerase chain reaction
(PCR) — based assay was positive for Mycobacterium tuber-
culosis complex in intra-thoracic abscess.

The patient was thus started on isoniazid (300 mg), rifampin
(600 mg), pyrazinamide (1500 mg) and ethambutol (1200
mg) (HRZE). After two weeks without clinical improvement,
and given the severity of the neurologic deficits, treatment
with prednisone 1mg/Kg/day (60 mg/day) was instituted.
Finally, after 3 months of therapy with HRZE and 8 weeks
of prednisone (2 weeks full dose with tapering over a period
of 6 weeks) the patient began to recover. At the time of dis-
charge, she was able to walk without the need of any assis-
tive device and was independent in all other activities of daily
living. In view of the considerable outspread of the infection,
treatment with isoniazid and rifampin was extended for 12
months.

Spinal tuberculosis usually presents with chronic back pain
or deformity, but the diagnosis is often delayed due to the
insidious and nonspecific nature of the initial symptoms. The
thoracic spine is more commonly affected, but it can affect

Galicia Clin 2021; 82-2: 101-102

other segments or be multisegmental. The site and extent of
the lesion will determine the resulting neurological deficits
that can lead to significant morbidity and functional impair-
ment. Combination chemotherapy for 6 months is recom-
mended, but some experts may recommend therapy for 9
to 12 months depending on the circumstances?®. Adjunct
corticotherapy and surgery are also options in specific cas-
es?34, Further studies will be needed in order to better un-
derstand the role of these therapies in severe tuberculosis,
and in particular spinal tuberculosis.
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Hemorragia digestiva alta por Sarcoma de Kaposi

en paciente con VIH-SIDA

Upper gastrointestinal bleeding due to Kaposi's Sarcoma in HIV-AIDS patient
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ABSTRACT

Gastrointestinal bleeding related to Kaposi's Sarcoma is rare in AIDS patients; the etiology of anemia is usually multifactorial.

We describe the case of a HIV infected, 53 year old patient with refractory anemia requiring frequent transfusion support. He was a patient with multiple
complications and recent introduction of drugs that could justify myelosuppression and anemia. Due to inconclusive endoscopic examinations, the ap-
pearance of melena was the clue of the investigation, which concluded in the diagnosis of duodenal Kaposi’s Sarcoma.

Keywords: Anemia; Sarcoma de Kaposi; VIH-SIDA; Hemorragia digestive alta.

Palabras clave: Anemia; Kaposi’s sarcoma; HIV-AIDS; Upper gastrointestinal bleeding.

CASE DESCRIPTION

We present a case of a 53-year-old man, admitted in Emer-
gency Department (ED) for a one-week history of dyspnea
and non-productive cough. He had an history of Parkinson’s
disease and recent diagnosis of HIV-1 infection (subtype B)
and syphilis. He reported unprotected heterosexual relation-
ships with several partners.

After evaluation at ED he was hospitalized due to new on-
set normochromic normocytic anemia (hemoglobin: 7.8 g/
dl), acute kidney injury (serum creatinine of 1.27 mg/dL and
urea of 73 mg/dL) and respiratory failure, assuming prob-
able opportunistic pulmonary infection. Upon admission, im-
munovirological staging was performed: CD4 + T cell count
of 124/uL (21%), HIV-1 viral load of 368,000 copies/mL
and HLA-B5701 negative. The diagnosis of pneumonia due
to parainfluenza virus 1 and 3 was made and non-invasive
ventilatory support was provide. During hospitalization he
presented with multiple infectious complications.

Introduction of ART with lamivudine, abacavir and dolutegra-
vir was only possible after clinical stabilization and opportun-
istic infection were excluded.

Meanwhile, the main active problem was persistent pan-
cytopenia (with minimum hemoglobin values of 5.8 g/dL)
requiring transfusion support. The laboratorial study was no-
table for ferropenia (29 mg/dL) and oligoclonal peak gamma
protein electrophoresis, but with negative urine or serum
immunofixation. There was no identification of lytic or blast
lesion on the X-ray of the skull and axial skeleton. Abdom-
inal-pelvic CT scan showed hepatosplenomegaly, ganglia
without intra-abdominal pathological volumetric criteria. In
bone biopsy, myelogram with moderate plasmacytosis and
sterile myelculture were observed. These findings supported
the diagnostic impression of a hyperreactive bone marrow
in the context of HIV infection, rather than the hypothesis of
lymphoproliferative disease.

In the meantime he presented melena. An upper digestive
endoscopy was performed showing compatible petechial le-
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Fig. 1 (panel A and panel B) - Videoenteroscopy: Hyperemic macules,
some with an eroded center and hypertrophic-looking edges extending
from the distal duodenum to the ileon. Lesions are very numerous up to

the proximal / middle jejunum, decreasing in frequency distally, being

scarce in the ileon.

sions resulting from pancytopenia. Total colonoscopy identified
sigmoid polyp, histology of tubular adenoma with low-grade
dysplasia. In capsule enteroscopy we observed from the distal
duodenum, hyperemic macules, some with an eroded center
and hypertrophic-looking edges, numerous up to the proximal
jejunum, progressively decreasing in frequency distally and
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Fig. 2 (panel A and panel B) - Upper Digestive Endoscopy: Hyperemic
macules located in the duodenum, with variable dimensions (3 to 8mm),
some eroded and with hypertrophic edges.

being scarce in the ileon (Fig. 1). Then, double balloon enter-
0scopy progressing to the distal duodenum allowed us to ob-
tain biopsies (Fig. 2). Macroscopically it consisted of duodenal
mucosa fragments with epithelial regenerative aspects, identi-
fying at the level of the chorion several tumoral foci consisting
of spindle cell aggregates with KS. Immunostains for human
herpesvirus 8 (HHV-8) and CD31 were positive, supporting KS
diagnosis. There was no evidence of skin disease attributable
to KS. Already on ART and with the diagnosis of visceral KS,
the patient was referred to Oncology and treatment was initi-
ated with liposomal Doxorubicin.

At the three-month follow up, the patient showed clinical
improvement, reaching a stable hemoglobin value without
more transfusions. We opted for clinical surveillance, keep-
ing the ART therapy and the Oncologist follow up.

DISCUSSION

Upper gastrointestinal bleeding (UGB) is a common entity
with an estimated annual incidence of 40 to 150 cases per
100,000 individuals'. KS is an extremely rare cause of UGBZ.

Despite decades of research, its etiopathogenesis remains
unclear and is found in association with the HHV-8 infec-
tionz$, Clinically, it is manifested by nodular vascular lesions

Galicia Clin 2021; 82-2: 103-104

that affect the skin surface, mucous membranes and/or vis-
cera®. Visceral involvement is common in AlIDS-related KS
but is often asymptomatic. The clinical data regarding the
visceral presentation of KS is limited to case reports and
series, mostly with concomitant skin lesions®. In our litera-
ture review there was no documented Gastrointestinal SK
presentation with merely duodenum involvement.

Gastrointestinal SK (GISK) diagnosis depends on endoscopic
examinations, however the findings may be nonspecific and
biopsies should be obtained. The presence of HHV-8 is re-
quired and immunohistochemical testing is recommended
for all lesions with spindle cell morphology. The therapeutic
approach depends on the KS variant and is individualized to
the patient’s profile and the extent of the disease. Among
patients with visceral involvement, the combination of ART
with systemic chemotherapy showed favorable results, with
reduced associated morbidity and mortality rates. Liposomal
doxorubicin is the chemotherapeutic agent of choice®.

Some specialists support the use of endoscopic examina-
tions in selected patients, with the main objectives of early
detection and institution of survival improvement therapy.
Recent retrospective studies suggest that low CD4 + T lym-
phocyte counts (less than 100 cells / pL), men who have
sex with men, and the presence of cutaneous KS are predic-
tive factors for GIKS?7?,

We highlight a case of a heterosexual man presenting with
symptomatic anemia and without the clue of typical skin le-
sion. Persistent investigation enabled us to report this unu-
sual localization of gastrointestinal SK. Therefore, it is im-
portant to maintain a broad differential diagnosis for anemia
in HIV-infected individuals and to remember that atypical
presentations are possible.
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El reto de diagnosticar la enfermedad de Whipple
Whipple's Disease and its challenging diagnosis
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ABSTRACT

Whipple's Disease is a bacterial disease with particular involvement of small intestine, caused by the bacillus Tropheryma whipplei. Because it is rare and
has nonspecific clinical manifestations, the diagnostic is usually late. Has good response to antibiotic therapy but can be fatal if not treated. It is necessary
to monitor its clinical course for several years due to high risk of relapse. Authors describe the case of a female patient with intermittent diarrhea and
abdominal pain for several years admitted with transient global amnesia, developed prominent gastrointestinal symptoms, and definitive diagnosis was

only made by histology of duodenal biopsy fragments.

Keywords: Whipple Disease; Tropheryma whipplei; macrophages PAS-positive; antibiotics.

INTRODUCTION

Whipple's Disease (WD) is a rare, systemic infectious bacte-
rial disease caused by the gram-positive bacillus Trophery-
ma whipplei *. Usually occurs in the gastrointestinal system,
particularly in small intestine causing malabsorption, buy
may affect any part of the body. It is characterized by a pro-
longed phase of unspecific symptoms resulting in delayed
or missed diagnosis®. The prognosis is good if properly and
early treated showing good response to antibiotic therapy.
However, relapse is common so it is necessary close follow-
up for several years?2.

CASE REPORT

A 52-year-old caucasian woman presented to the emergency
department with sudden amnesia for events related to that
day. The patient’s past medical history included intermittent
diarrhea and abdominal pain for several years of unknown
etiology, treated with messalazine and chlordiazepoxide +
clinidium bromide. She reported no arthralgia, fever or any

other systemic manifestation. Physical examination only re-
vealed temporal and spatial disorientation and memory loss
for recent events. The laboratory tests were normal as so
as electrocardiogram, chest X-ray and computerized tomog-
raphy (CT) of the brain. Admitted to the Internal Medicine
department with the suspicion of transient ischemic accident
(TIA), presenting resolution of symptoms within the first 48
hours. Brain magnetic resonance imaging (MRI) showed bi-
lateral symmetrical, diffuse areas on the hippocampal heads
suggesting areas of restriction compatible with transient
global amnesia (Fig. 1). Transthoracic echocardiogram and
neck vessel Doppler echocardiography showed no changes.
Five days later, she developed nausea and vomiting, frequent
and watery dejections at times containing mucus. Labora-
tory tests revealed significant increase in transaminases
(AST 152 UI/L, ALAT 638 UI/L), GGT /796 UI/L), ALP (846
UI/L) and LDH (256 U/L). Abdominal CT revealed no changes.
Upper endoscopy and colonoscopy were performed showing
no changes. She started methylprednisolone and messala-

Correspondencia: filipa.cabralamado@hotmail.com

Como citar este articulo: Amado F, Tavares P, Falgao C, Ponte A
El reto de diagnosticar la enfermedad de Whipple. Galicia Clin 2021; 82-2: 105-107

Recibido: 7/01/2020; Aceptado: 16/02/2020 // https://doi.org/10.22546/61/2221

Galicia Clin 2021; 82-2: 105-107

‘ PULSE PARA VOLVER AL INDICE ‘



El reto de diagnosticar la enfermedad de Whipple

Fig.2-3.

zine for a possible inflammatory bowel disease but remained
with vomiting and diarrhea. Histological examination of mul-
tiple duodenal biopsies showed multiple PAS (periodic acid
Schiff)-positive and diastase-resistant inclusions in foam
macrophages, consistent with WD (Fig. 2 and 3). Polymerase
chain reaction (PCR) was requested for Tropheryma whipplei
but due to laboratory technical problems was not performed.
Therefore, the diagnosis of WD with neurological involve-
ment was made and 2 g daily ceftriaxone was administered
intravenously for 2 weeks, and thereafter trimethoprim-sul-
famethoxazole (160-800 mg) twice daily was started, but
due to allergic reaction to this antibiotic, it was replaced by
doxycycline twice daily. Disappearance of both vomiting and
diarrhea occurred after seventeen days of treatment, but
significant weight loss was observed. Four months after she
was totally asymptomatic and has recovered 6 Kg of weight.
One-year oral therapy with doxycycline was performed. The
patient continues to be asymptomatic after four years of
follow-up.

DISCUSSION

Whipple's Disease is a chronic disease firstly described
in 1907 by George Hoyt Whipple as “intestinal lipodystro-

Galicia Clin 2021; 82-2: 105-107

phy”4. Caused by the actinomycete Tropheryma whipplei, a
gram-positive, PAS-positive obligate intracellular bacillus,
suspected as aetiologic agent by PCR in 1992. Is natural
habitat is not yet totally known although it has been found in
soil, sewage and human feces, but also in samples of saliva,
gastric juice and duodenal biopsies from individuals without
the disease. There is evidence for a genetic predisposition
to Tropheryma whipplei infection, and like other chronic in-
fections, the immune system significantly contributes to the
development of clinical manifestations. The overall incidence
is 1-6:10.000.000 persons, with an estimated 12 new cas-
es per year. It is more common in Caucasian men, with an
average age of 50 years at the time of diagnosis. Clinical
presentation includes intestinal, particularly affecting small
intestine, and extra-intestinal symptoms, with consequent
misdiagnosis®. The most frequent manifestations are diar-
rhea and weight loss leading to malabsorption syndrome,
arthralgias and/or arthritis, abdominal pain, fever and pe-
ripheral and abdominal lymphadenopathies (mesenteric and
retroperitoneal). Diarrhea is often steatorrhea but can also
be watery. Arthralgias are nondestructive, migratory and in-
volve large joints. They often precede diagnosis by several
years. At least one-third of patients will have cardiac involve-
ment but only few are symptomatic. Central nervous system
(CNS) involvement may occur in the absence of gastrointes-
tinal manifestations®. The most frequent neurological signs
are cognitive changes, eye movement disorders, movement,
language and hypothalamic disorders, seizures, ataxia and
amnesia. Rare manifestations are skin hyperpigmenta-
tions, uveitis and chorioretinitis. Our patient had diarrhea
and abdominal pain for several years which could already
be related to the development of the disease. She had no
history of arthralgias and presented with CNS involvement
with global amnesia and hippocampal changes. As exem-
plified in our case, the condition requires a high index of
suspicion to diagnose. Analytical changes are nonspecific
and include microcytic and hypochromic anemia, lymphocy-
topenia, thrombocytosis, elevated sedimentation rate. Imag-
ing changes are nonspecific too. Endoscopically the most
characteristic is the thickening of the mucosa. The diagnosis
is based on duodenal or jejunal biopsy with identification of
PAS-positive macrophages resistant to diastasis’. Electron
microscopy has contributed to the detection of the bacillus
since 1961 but is currently reserved for cases where PCR
and/or histology are doubtful. PCR in WD has high sensitivity
and specificity and is especially useful in cases with atypical
manifestations and/or when histological diagnosis cannot be
confirmed®. The differential diagnosis is vast and includes
infections by Mycobacterium avium complex, Rhodococcus,
Bacillus cereus, in which PAS-positive foamy macrophages
can also be found, tuberculosis, inflammatory bowel disease
with arthropathy, gastrointestinal vasculitis, celiac disease,
sarcoidosis, among others. In the case of our patient, given
gastrointestinal symptoms not explained by other etiologies
and the involvement of the CNS, it was thought to be WD and



the diagnosis was finally clarified by duodenal biopsy. Anti-
biotic therapy is the mainstay of medical treatment and usu-
ally leads to improvement of clinical conditions within two
or three weeks. Given the frequent involvement of the CNS
and being the most frequent site of relapse, use of antibiot-
ics that penetrate the blood-brain barrier is recommended®.
Treatment should be given for a period of no less than one
year. The standard initial treatment is either ceftriaxone or
penicilin G both for 14 days, followed by maintenance ther-
apy with trimethoprim-sulfamethoxazole twice daily for one
year. Even with proper treatment, the disease may relapse
after several years, so follow-up should be continued for at
least 10 years. With prompt diagnosis and treatment, the
prognosis is WD is good. Most symptoms disappear in about
a month and PCR becomes negative within a few weeks.
Our patient had clinical improvement in the first weeks after
starting therapy as is characteristic of the disease. Monitor-
ing with duodenal biopsies at 6-12 months of treatment is
desirable or using PCR to monitor disease during and after
treatment, as negative PCR excludes disease recurrence
because of its negative predictive value of 100%. Despite
advances in knowledge of WD, it will remain a diagnostic
challenge

Amado F, et al
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Bacteriemia por Leuconostoc spp: Descripcion de un caso
A case of bacteremia caused by Leuconostoc spp
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RESUMEN

Leuconostoc spp es una bacteria tipo coco gram-positivo; recientemente
se ha demostrado su potencial patdgeno, sobre todo en pacientes in-
munodeprimidos y con factores de riesgo como la patologia oncoldgica.
Dentro de los cuadros clinicos que pueden producir destacan: neumonia,
meningitis, endocarditis 0 bacteriemia, siendo estas Ultimas las mas fre-
cuentes. Cabe destacar su resistencia intrinseca al tratamiento con van-
comicina, siendo el tratamiento de eleccion en estos casos la penicilina y
otros farmacos pertenecientes al grupo de los beta-lactamicos.

Palabras clave: Leuconostoc, Vancomicina, inmunodeprimido, tumor,
bacteriemia.

INTRODUCCION

Las bacterias pertenecientes al grupo Leuconostoc son co-
cobacilos gram-positivos no esporulados incluidos en la fa-
milia Streptococcaceae. Se tratan de organismos que dentro
del ambito clinico no se han considerado especies patoge-
nas hasta hace aproximadamente dos décadas, momento
en que fueron aisladas como organismos oportunistas en
algunos pacientes inmunocomprometidos, patologias gas-
trointestinales y portadores de dispositivos intravenosos, en
los que producian, entre otros cuadros clinicos, bacteriemia,
sepsis, neumonia, meningitis 0 endocarditis'?.

DESCRIPCION DEL CASO

Se presenta el caso de un varon de 59 afios, alérgico a
beta-lactamicos, exfumador de 2 paquetes/dia, hipertenso
y con antecedentes de adenocarcinoma de recto estadio IV,
intervenido quirtrgicamente mediante reseccion anterior
ultra-baja con anastomosis colo-anal y linfadenectomia, en
tratamiento con quimioterapia paliativa (Ultimo ciclo tres me-
ses antes). Historia de dolor abdominal crénico que precisd
de multiples ingresos hospitalarios en relacion con cuadros
de pseudo-obstruccion intestinal.

Es hospitalizado por cuadro de fiebre de hasta 40°C, dolor
abdominal, tos y expectoracion de color oscura. En la explo-
racion fisica presentaba palidez cutanea y abdomen doloro-
S0 a la palpacion generalizada, sin defensa abdominal. Resto
de exploracion fisica dentro de la normalidad. Analiticamen-
te destacaba leucocitosis con neutrofilia [19.200 x10E9/L (N
68.9%)], proteina C reactiva de 254 mg/dL y procalcitonina
de 1.27 ng/ml. La radiografia de torax mostraba una tenue
condensacion a nivel basal izquierdo (Figura 1). Durante el
episodio febril se procedio a la extraccion de dos muestras
de hemocultivos, en los que se aislaron Leuconostoc spp,
estableciéndose antibioterapia con clindamicina, dadas las
alergias medicamentosas del paciente.
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ABSTRACT

Leuconostoc spp is a gram-positive bacterium which pathogenic potential
has been recently demonstrated, especially in immunocompromised pa-
tients and in those with risk factors la oncologic diseases. It can cause in-
fections presented as pneumonia, meningitis, endocarditis or bacteremia,
being the last two the most frequent ones. It can be highlighted its intrinsic
resistance to vancomycin, which makes penicillin and other beta-lactam
antibiotics the first treatment options.

Keywords: Leuconostoc, Vancomycin, immunocompromised, tumor, bac-
teremia.

La evolucidn clinica, radioldgica y analitica del paciente tras
tratamiento antibidtico fue favorable, con desaparicion de la
fiebre, por lo que se procedid al alta con diagnostico de sep-
sis por Leuconostoc, junto con infeccion respiratoria y dolor
abdominal asociado a cuadros sub-oclusivos.

DISCUSION

Leuconostoc spp es un coco gram-positivo que no ha sido
considerado clinicamente como patdgeno hasta que en
1985 fue descrito por Buu-Hoy et al el primer caso de in-
feccion en humanos producida por dicho microorganismo?,
Principalmente se atribuyd la predisposicion a esta infeccion
factores que favorecian la inmunosupresion y a la presencia
de patologia tumoral maligna“. Estudios posteriores, como
el de Bou G et al ® analizaron mas a fondo los factores de
riesgo asociados a dicho patdgeno, resultando como princi-
pal factor desencadenante el ser portador de nutricion pa-
renteral; siendo otros predisponentes la presencia de alte-
raciones que producen una pérdida de integridad a nivel de
la mucosa del tracto gastrointestinal o de la barrera muco-
cutanea, por lo que, aunque es una infeccion frecuentemen-
te asociada a inmunodepresion, puede ocasionar patologia
en pacientes inmunocompetentes®”’.

En nuestro caso, la bacteriemia por Leuconostoc se pro-
dujo en un paciente con antecedentes de adenocarcinoma
de recto intervenido quirdrgicamente, factor predisponente
descrito en la literatura®, en un estudio realizado a sujetos
con infeccién por dicho microorganismo, en el que se obser-
varon casos de pacientes con tumores a nivel colo-rectal y
rectal, los cuales, adicionalmente, presentaban anteceden-
tes de cuadros de pseudo-obstruccion intestinal, como en
este caso (con multiples ingresos por lo mismo)”®.

No obstante, dado los muiltiples factores de riesgo que nues-
tro paciente presentaba: adenocarcinoma de recto, la pérdi-
da de integridad y extension intestinal, asi como haber re-
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Fig.1. Radiografia de torax en proyecciones anteroposterior (A) y lateral (B) de nuestro paciente, donde podemos observar una condensacion a nivel
basal izquierdo, correspondiente a una neumonia producida por Leuconostoc spp.

cibido tratamiento quimioterapico dentro de los tres meses
previos al desarrollo de la bacteriemia, factor descrito por
Lee M et aP, no se puede afirmar la existencia de un factor
predisponente definido.

Dentro del género Leuconostoc, existen multiples especies
como L. cifreum, L. lactis, L. garlicum o L. mesenteroides,
entre otras, siendo esta Ultima la mas frecuentemente des-
crita. Los cuadros clinicos que pueden llegar a producir
incluyen bacteriemia, sepsis, meningitis, neumonia, endo-
carditis u osteomielitis. La bacteriemia y la sepsis son las
patologias mds habituales en la practica clinica, siendo la
fiebre en pacientes con condiciones predisponentes la ma-
nifestacion inicial mas frecuente?®9101" hecho que pode-
mos ejemplificar con nuestro caso, en el que el sujeto pre-
sentd una clinica inicial consistente en fiebre alta y posterior
desarrollo de infeccion respiratoria con repercusion clinica
generalizada y diseminacion hematoldgica bacteriana.

Una de las peculiaridades de este microorganismo radica
en la resistencia intrinseca que presenta al tratamiento con
vancomicina, a pesar de tratarse de un coco gram-positivo.
Dicha caracteristica se explica porque el pentapéptido de la
pared celular, lugar de unién de la vancomicina, finaliza en
alanina-lactato en lugar de alanina-alanina. Dicha resistencia
parece estar mediada de modo cromosdmico?®. Ademas, esta
caracteristica parece que tiene un papel adn sin dilucidar, en
la predisposicion de infeccion por dicha bacteria, en casos
con antecedentes de tratamiento con dicho antibiotico®. Por
tanto, ante un estreptococo del grupo viridans o un enterococo
resistente a vancomicina, debe sospecharse la posibilidad de
que se trate de una infeccion por Leuconostoc'.

El tratamiento de eleccion en infecciones por Leuconostoc es
la penicilina y la Ampicilina, aunque, se debe tener presen-
te la posibilidad de mostrar una pobre respuesta clinica al
tratamiento con antibioterapia perteneciente al grupo de los
beta-lactamicos, a pesar de que en el antibiograma mues-
tre sensibilidad a los mismos?'2. Otros antibiéticos efectivos
son la daptomicina, el linezolid o los carbapenemes, aunque,
estos Ultimos pueden presentar un efecto insuficiente, tal
como se describe en algunos casos en la literatura'. Alter-
nativas a dicho tratamiento pueden ser el empleo de macrd-
lidos, clindamicina, gentamicina o miociclina’.

CONCLUSIONES

Las infecciones por Letconostoc, especialmente la bacterie-
mia y la sepsis, son entidades poco conocidas y descritas,
pero que afecta a pacientes inmunocomprometidos o con
patologia tumoral, cuyos cuadros clinicos pueden llegar a
ser potencialmente graves. Por esta razon, es importante
tenerlos en cuenta en el diagndstico diferencial de sujetos
que presentan dicha clinica y que asocian factores de riesgo
para su desarrollo, sobre todo en aquellos casos en que se
aislen cocos gram-positivos sin respuesta clinica favorable
a tratamiento con Vancomicina. No obstante, debe tenerse
presente la posibilidad de afectar a pacientes inmunocom-
petentes.
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Endometriosis toracica como causa de
neumotorax espontaneo recurrente en mujer de 53 anos
Thoracic endometriosis presenting as recurrent spontaneous

pneumothorax in a 53-year-old female
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RESUMEN

Una mujer de 53 afios asintomatica es diagnosticada de tercer episodio
de neumotorax en hemitorax derecho. En episodios previos no se habia
objetivado causa del neumotérax salvo bullas subpleurales. Una video-
toracoscopia muestra lesiones tipicas de endometriosis toracica junto con
multiples perforaciones diafragmaticas. Tras la reparacion quirdrgica la
paciente recibid tratamiento anti-estrogénico con buena evolucion. Se tra-
ta de un caso excepcional por su forma de presentacion, por la edad de la
paciente y por la afectacion diafragmatica.

Palabras clave: neumotorax espontaneo; neumotdrax recurrente; neumo-
térax catamenial; endometriosis tordcica.

INTRODUCCION

El neumotdrax espontaneo puede ser primario 0 secunda-
ro. Se denomina primario cuando ocurre en personas Sin
aparente patologia pulmonar. Desde la introduccion de la to-
mografia computarizada de alta resolucion (HRCT) del torax
se ha podido comprobar que la mayor parte de los casos de
neumotdrax espontaneos primarios se producen por la rotu-
ra de una pequefia vesicula enfisematosa subpleural; llama-
da bleb o de una lesion enfisematosa subpleural paraseptal
conocida como bulla'.

Entre las causas de neumotdrax espontdneo secundario
se encuentran patologias bronquiales como el asma, in-
fecciosas como las neumonias necrotizantes, intersticiales
pulmonares como la linfagioleiomatosis y la sarcoidosis, en-
fermedades del tejido conectivo como la artritis reumatoide,
neoplasias malignas y endometriosis toracica?.

En series largas y meta-andlisis recientemente publicados®#,
en torno al 30-32% de los pacientes tienen neumotdrax es-
pontaneos recurrentes. La mayor parte de las recurrencias
ocurren en el periodo entre 6 meses y 2 después del primer
episodio, siendo la recurrente mas frecuente en mujeres.

Presentamos a continuacion un caso de una mujer de 53
anos que presentd 3 neumotdrax espontaneos en los Ulti-
mos 10 afios. En los dos primeros; a pesar de toracoscopia
y cirugia, solo se encontraron lesiones inespecificas como
blebs o bullas y se consideraron como primarios. En el ter-
cer neumotorax; en la video-toracoscopia, se objetivaron
lesiones tipicas de endometriosis pleural y diafragmatica
con multiples orificios diafragmaticos que producian her-
niaciones hepaticas llegando al diagndstico de neumotdrax
espontaneo recurrente secundario a endometriosis pleural y
diafragmatica.
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ABSTRACT

A 53-year-old asymptomatic female presented with a third episode of
spontaneous pneumothorax in right hemithorax. Previous studies did not
demonstrate the etiology of this disease but only sub-pleural bullae. We
found typical thoracic endometriosis lesions through video thoracoscopy.
After surgical correction and anti-estrogenic treatment, the patient rema-
ins asymptomatic. This case is relevant due its presentation, diaphragma-
tic involvement and the age of the patient.

Keywords: spontaneous pneumothorax; recurrent pneumothorax; cata-
menial pneumothorax; thoracic endometriosis.

CASO CLINICO

Paciente de 53 afios, asintomatica, a la que se realizd una
radiografia de térax de control por un neumotdrax esponta-
neo previo (12 afos antes) objetivandose un nuevo neumo-
térax encapsulado. Se realizd un TAC tordcico que mostrd un
hidroneumotdrax derecho encapsulado, asi como herniacion
hepatica transdiafragmatica (Fig.1).

Entre los antecedentes personales de la paciente destaca-
ban dos neumotdrax espontaneos derechos a la edad de 39
y 40 afios. En el primero, se practicd toracoscopia y grapado
de bullas y en el segundo toracotomia, grapado de bullas y
pleurodesis con povidona iodada. Estaba en periodo perime-
nopausico y tenia 2 hijos. No habia tenido nunca importante
dismenorrea ni problemas de infertilidad.

Al ingreso hospitalario se encontraba eupneica con satura-
cion basal de oxigeno del 97% y con hipoventilacion alveo-
lar en base pulmonar derecha. Se procedid a insercion de
drenaje torécico. Tras varios dias sin resolucion completa,
se realizd cirugia mediante video-toracoscopia, observan-
dose mdultiples lesiones rojo-vinosas en pleura y diafragma,
asi como pequefias perforaciones en el diafragma y una
perforacion de mayor tamafo por la que protruia el higa-
do. Se procedié a grapado de los orificios diafragmaticos
y pleurodesis con talco. El estudio anatomo-patoldgico de
las biopsias de diafragma y pleura revelaron la presencia
de glandulas endometriales. La paciente fue diagnosticada
de endometriosis tordcica y de neumotorax catamenial re-
currente. Se inici6 tratamiento trimestral con andlogo de la
hormona liberadora de gonadotropinas y a los 12 meses de
seguimiento, la evolucion radioldgica y clinica ha sido favo-
rable.
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Fig. 1. TAC térax PA (A) y L (B). Se objetiva un neumotdrax encapsulado en hemitorax derecho (asteriscos) que diseca las cisuras y separa los 3 lébulos
(superior, medio e inferior). Pequefio derrame pleural y herniaciones hepaticas transdiafragmaticas (flechas).

DISCUSION

La endometriosis es una enfermedad caracterizada por la
presencia de tejido endometrial ectopico (estroma y glan-
dulas) fuera de la cavidad uterina. La cavidad abdomino-
pélvica es el sitio mas frecuente de afectacion produciendo
como sintomatologia caracteristica importante dismenorrea
e infertilidad.

La cavidad tordcica seria la zona de afectacion mas frecuen-
te de endometriosis extra-pélvica. Puede localizarse en el
parénquima pulmonar, en el diafragma o en la superficie
pleural. Cuando en las lesiones histologicamente se iden-
tifican glandulas y estroma endometrial se considera endo-
metriosis tordcica probada y cuando solo se identifica solo
estroma como probable®.

Clinicamente, la endometriosis toracica puede presentar
un amplio rango de manifestaciones radioldgicas y clinicas
relacionadas con la menstruacion: neumotdrax catamenial
(80%), hemotdrax catamenial (14%), hemoptisis catamenial
(5%), y raramente nddulos pulmonares®.

El neumotorax catamenial es la forma mas habitual de la en-
dometriosis tordcica. Ocurre mayoritariamente en mujeres
entre los 30-40, aparece en los dias en que la paciente tiene
la menstruacion, afecta con mayor frecuente el hemitdrax
derecho y suele recurrir con frecuencia®’89,

Los hallazgos macroscopicos pueden incluir presencia de
implantes de células endometriales en el diafragma y pleu-
ra, perforaciones diafragmaticas y rara vez herniacion del
higado a través del diafragma®'®; como es el caso que pre-
sentamos.

Aunque varios tests diagndsticos pueden utilizarse (radiolo-
gia de torax, HRCT y resonancia nuclear magnética), en la
actualidad la prueba mas sensible es la toracoscopia video-
asistida, encontrandose lesiones tipicas en el diafragma
(38.8%) 0/y en la pleura visceral (29.6%). Sin embargo, en
casi la mitad de los casos en la vision quirtirgica se ven le-

siones inespecificas como blebs o bullas (23.1%), como se
encontrd en nuestra paciente en 10s 2 primeros neumotorax,
y no se encontraron hallazgos en el 8.5% de los pacientes®.

El tratamiento primario o agudo del neumotdrax catamenial
es el mismo que cualquier otro neumotdrax espontaneo, el
drenaje, pero debe ser complementado con tratamientos
que prevengan la recurrencia del neumotérax, entre los que
se encuentran la cirugia tordcica con pleurodesis asociada
asi como cirugia pleuro-diafragmatica cuando existen lesio-
nes en el diafragma y el bloqueo hormonal mediante ana-
logos de la GnRH (hormona liberadora de gonadotropina)®®.

Consideramos este caso excepcional tanto como por su for-
ma de presentacion clinica, como neumotdrax recurrente,
como por la edad de la paciente (53 afios) asi como por los
hallazgos quirlrgicos inespecificos en los 2 primeros neu-
motorax (blebs y bullas) y por la afectacion diafragmética
con herniacion hepdtica.
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Metastasis vertebrales como forma de presentacion de un

Adenocarcinoma Gastrico

Spine metastasis as an initial presentation of Gastric Adenocarcinoma

Carla Falcdo, Pedro Neves Tavares,Catarina Duarte Santos,Diana Fernandes
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RESUMEN

Las metastasis seas en el cancer gastrico son poco frecuentes y normal-
mente se detectan como recurrencia de un tumor o en estadios avanza-
dos de la enfermedad. Por ello, esta forma de presentacion en un adeno-
carcinoma gastrico es infrecuente. Presentamos el caso de una paciente
de 82 afios con historia de dolor lumbar de larga evolucion y ausencia
de sintomas gastro-intestinales. Una tomografia lumbar identificd multi-
ples lesiones osteoliticas y tras estudios complementarios se encontrd
un adenocarcinoma gastrico como tumor primario. Se inicié tratamiento
paliativo con radioterapia y de soporte.

Palabras clave: Metastasis vertebrales, Adenocarcinoma Gastrico.

INTRODUCTION

Metastatic spread to the spine is common in advanced stag-
es of cancer but sometimes they emerge as the initial pres-
entation. Usually the most common primary tumors that lead
to bone metastasis are prostate, breast, kidney, lung and
thyroid cancer’. A literature review reported an incidence
of bone metastasis in only 0.9-3.8% of the gastrointestinal
cancers and usually in a later stage of the disease or as
a recurrence following surgery?. Therefore, bone metastasis
are even more infrequent as the initial presentation of gastric
cancers.

CASE DESCRIPTION

An 82-year-old woman with a medical history of arterial hy-
pertension and dyslipidemia, was admitted in the emergency
department complaining of pain and paresthesia, in the infe-
rior limbs, with progressive worsening in the last 4 months.
She denied intermittent claudication, abnormal gait, loss of
muscle strength, weight loss, fever, weakness, nausea, vom-
iting, melena or any other cardiac, respiratory, gastrointesti-
nal or genitourinary symptoms. She did not smoke, nor con-
sumed alcohol and she had no family history of neoplasia.
She only mentioned a fall with lumbar trauma 3 years before.

Physical examination was unremarkable, she showed no
signs of malnutrition, cachexia, pallor, no palpable organo-
megaly nor adenomegalies. On neurological examination,
she presented positive bilateral Lasegue sign, with sym-
metrical muscle strength and sensation in the lower limbs,
and pain on palpation of the lumbar spine.

A lumbar computed tomography scan (Fig. 1 and 2) was
performed and identified a diffused diminished bone den-
sity and multiple osteolytic lesions in the lumbar vertebrae of
greater extension at L3, with a collapsed fracture of the ver-
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ABSTRACT

Bone metastasis in gastric cancer is uncommon and usually emerges as
a recurrence of cancer and in a later stage of the disease. Therefore,
spine metastasis as an initial presentation of gastric adenocarcinoma is a
rare event. We present the case of an 82-year-old woman, with a history
of prolonged lumbar pain and no gastrointestinal symptoms. A lumbar
computed tomography scan identified multiple osteolytic lesions and upon
additional investigation we found a Gastric Adenocarcinoma as the pri-
mary tumor. She initiated palliative radiotherapy and best supportive care.

Keywords: Spine metastasis, Gastric Adenocarcinoma.

tebral body and lesion of the adjacent paravertebral and epi-
dural soft tissues modulating a moderated spinal stenosis.

She was admitted to the ward for analgesic and conservative
treatment and for investigation purposes. Several medical
exams were performed in order to determine the primary
tumor.

Laboratory workup showed a slightly elevated alkaline phos-
phatase level (204 U/L) and a normal hemoglobin level, renal
function, calcium, inflammatory markers, serum and urinary
immunofixation, light chains and immunoglobulin levels. Tu-
mor markers were positive for Carcinoembryonic Antigen
(6.2ng/mL), Ca 15.3 (24.4 U/mL), Cyfra 21.1 (7.8ng/mL)
and highly elevated for Ca 19.9 (89.2 U/mL) and Ca 72.4
(35.4 U/mL).
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The whole-body computed tomography scan and the bone
scintigraphy were negative for other metastasis or primary
lesions. Bilateral screening mammograms were negative for
breast cancer. Thyroid ultrasound revealed a diffuse hetero-
geneous thyroid parenchyma and some hypoechogenic nod-
ules with 17 mm wide on the left lobe and 15 mm wide on
the right lobe. No malignant cells were found at the cytology
aspiration biopsy. The gastric endoscopy revealed a small
ulcer in the pyloric antrum, that was biopsied, and anato-
mopathological analysis confirmed an intestinal type gastric
adenocarcinoma diagnosis. Presuming the possibility of a
synchronous primary bone cancer, a biopsy of the bone le-
sion was performed, that confirmed the secondary nature of
the lesion.

Initial treatment was discussed at a multidisciplinary meet-
ing and with the patient and family, having she refused inva-
sive treatment and accepted only palliative radiotherapy and
best supportive care.

Falcéo C, et al

DISCUSSION

Although gastric cancer is reported as the second leading
cause of cancer-related deaths worldwide®*, spine metasta-
sis are rare and portend a worse prognosis, with a median
survival of less than 1 year after diagnosis®. It usually me-
tastasizes to the liver, lymph nodes, peritoneum and lung?®.
The physiopathological mechanism of the bone metastiza-
tion is not fully understood. Some case reports imply that the
rich supply of blood capillaries in the gastric mucosa may
contribute to the early spread of the gastric cancer and the
anatomical proximity of the thoracolumbar vertebrae sug-
gests a hematogenous route®. After a literature review, we
found bone metastasis occur more frequently in cases of
Borrmann type 4 advanced Gastric Cancer’, poorly differ-
entiated adenocarcinoma, signet ring cell carcinoma or dis-
seminated invasion of locoregional lymph nodes®.

A gastric adenocarcinoma as the primary tumor diagnosed
in this patient was unexpected, as she had no preceding
complaints of gastrointestinal symptoms, suspicious labo-
ratory abnormalities, like anemia, nor locoregional lymph
nodes invasion.

This case report demonstrates the importance of a prompt
and thorough search for the primary tumor, in patients ini-
tially presenting with spine metastasis. When all the regular
and most evident investigation procedures fail to find a pri-
mary tumor, one should aim for the search of less frequent
primary tumors.
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Presentacion atipica de nocardiosis pulmonar
como pioneumotorax en un paciente en tratamiento con corticoides
Unusual presentation of pulmonary nocardiosis as pyopneumothorax

in a patient under corticotherapy.

ABSTRACT

Nocardiosis is a rare opportunistic infection caused by the bacteria No-
cardia spp. It may present as a localized infection or as an invasive infec-
tion (pulmonary, central nervous system or disseminated). The authors
describe a 76-year-old woman under corticotherapy for the last month
because of a recent diagnosis of cryptogenic organising pneumonia.
She presented to the emergency department with one-week evolution of
pleuritic chest pain and shortness of breath. Chest radiograph showed
a left hydropneumothorax. A chest tube was inserted, and the drained
pleural effusion was purulent, compatible with a pyopneumothorax. The
pleural fluid culture came positive for Nocardia cyriacigeorgica. Nocar-
diosis is a serious infection with non-specific presentation making its
diagnosis a challenge.

Keywords: Nocardia, Pneumothorax, Inmunosupression.
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HISTORY

A 76-year-old caucasian woman, with no smoking history,
presented to the emergency department with one-week
evolution of pleuritic chest pain and shortness of breath.
She had medical history of hypertension and stage IV
chronic renal disease. For the last year, she complained
of fatigue, dry cough and wheezing. High resolution tho-
racic computed tomography revealed bilateral large areas
of ground glass, signs of generalized fibrosis and some
emphysematous bullae in the lower inferior lobes. The
features of lung biopsy from thoracoscopy were compat-
ible with organizing pneumonia. The study of autoimmun-
ity, HIV1 and 2 serology were negative and there was no
identifiable cause for the organizing pneumonia, reason
why, she was diagnosed with cryptogenic organizing pneu-
monia. Therefore, she was under oral prednisolone (60mg
per day) for the last month. At presentation, physical ex-
amination was notable for tachypnea, oxygen saturation
was 89% while she was breathing ambient air and lung
examination revealed reduced breathing sounds in the left
lung field.

INVESTIGATIONS

Laboratory evaluation was notable for leukocytosis (11300
cells/mL), neutrophilia (97%) and C-reactive protein of
53mg/dL. Arterial blood gas test in ambient air revealed
hypoxemia (58mmHg) and chest radiograph showed a left
hydropneumothorax. A chest tube was inserted, and the
drained pleural effusion was purulent, compatible with a
pyopneumothorax in a patient with cryptogenic organizing
pneumonia under corticotheraphy. Furthermore, blood and
pleural fluid cultures were collected.

Galicia Clin 2021; 82-2: 114

Fig. 1. Thoracic CT showing bilateral areas of ground glass opacities,
reticulation pattern and traction bronchiectasis.



RESULTS AND TREATMENT

The patient was started on ceftriaxone (2g per day). After
one week, the pleural fluid culture came positive for Nocar-
dia cyriacigeorgica. Besides the clinical and laboratory im-
provement under ceftriaxone, it was added cotrimoxazole
(960mg bid). After nine days of ceftriaxone and four days
of cotrimoxazole with clinical and laboratory improvement,
there was an aggravation of the pneumothorax because
of a high flow bronchopleural fistula which aggravated the
respiratory insufficiency. An orotracheal tube was inserted
and the patient was started on invasive mechanical ventila-
tion and transferred to a critical care unity. Unfortunately,
she died after a second, right pneumothorax development.

CONCLUSIONS AND POINTS FOR DISCUSSION

This clinical case illustrates a rare presentation of a pyo-
pneumothorax caused by Nocardia cyriacigeorgica in-
fection in an immunocompromised host (under systemic
corticotherapy and with stage IV chronic renal disease).
However, and despite the adequate application of antibi-
otic therapy when Nocardia cyriacigeorgica was isolated in
pleural fluid, the patient’s comorbidities, especially chronic
renal disease, cryptogenic organizing pneumonia and the
difficult to resolve pneumothorax contributed to the fatal
outcome. Nocardia spp infection occurs mainly in immuno-
compromised individuals. Laboratory diagnosis of nocar-
diosis is difficult considering that Nocardia species require
prolonged incubation periods.
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Aneurisma del tronco braquiocefalico
con compresion de via aérea
Brachiocephalic trunk aneurysm with airway compression

ABSTRACT

Brachiocephalic trunk (BCT) aneurysms are rare but
very important since they pose a significant threat to
life and limbs due to the risk of rupture, emboliza-
tion, or compression of the adjacent structures. We
now present a case of a BCT aneurysm with tracheal
compression leading to difficult ventilator weaning.

Palabras clave: Aneurisma, tronco braquiocefalico,
via aérea
Keywords: Aneurysm, brachiocephalic trunk, airway

CASE

An asymptomatic 78-year-old man with
history of prostatic neoplasia, was diag-
nosed with a large (45x55 mm) brachio-
cephalic trunk aneurysm while doing a
routine CT for his cancer follow-up. He
was submitted to a carotid-subclavian
transposition, with posterior admission to
an intensive care unit (ICU). The procedure
occurred with no immediate complica-
tions, but after ICU admission the patient
developed stridor and breathing effort,
leading to orotracheal reintubation. The
bronchoscopy revealed a pulsatile extrinsic
compression 5 cm above the vocal cords.
The cervical CT was repeated demonstrat-
ing the aneurysm compression of the tra-
chea making it impossible to extubate the
patient. After multidisciplinary discussion
the team decided to proceed to endovas-
cular aneurysm exclusion with posterior
endotracheal prothesis insertion. The an-
eurysm exclusion was completed in a two-
step procedure and the tracheal prothesis.
The patient was discharged from the hos-
pital after a 30 day stay.

Gabriel Atanasio, Maria Ana Canelas

Fig. 1. Large brachiocephalic trunk aneurysm with tracheal compression before (Fig. 1A) and
after (Fig. 1B) aneurysm exclusion and tracheal prothesis insertion.

Fig. 1A

Fig. 1B
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Schwannoma:

un caso atipico de dolor pleuritico
Schwannoma: a rare cause of pleuritic pain

ABSTRACT

Spinal schwannomas account for 30% of primitive spinal tumors. Symp-
toms are related to tumor location and its proximity to spinal cord and
nerve roots. Radiographic and histopathologic examinations are vital diag-
nostic tools. Complete surgical resection is the mainstay of treatment and
offers an excellent prognosis.

Palabras clave: schwannoma intramedular, dolor pleuritico, masa mediastinica
Keywords: intra-medullar schwannoma, pleuritic pain, mediastinal mass

CASE REPORT

A 59-year-old female, presented in the emergency depart-
ment with a 6-month history of progressively worsening pain
over the right shoulder and chest wall with pleuritic character-
istics, associated with progressive paraparesis with 2 months
of evolution. Physical examination showed decreased strength
on lower limbs graded 4 on a scale of 5, with associated par-
esthesia. She had no genital or sphincter dysfunction. A chest
X-ray showed a right para-hilar rounded lesion, with a solid
appearance. A thoracic CT scan was requested and showed
a mass in the right lower lobe with medullar compression of
D8 and osteolytic lesions (figures 1, 2). The patient was trans-
ferred to Neurosurgery department and underwent surgery for
total resection of the lesion. Histopathologic findings reported
schwannoma. Muscular strength improved and the patient
was able to walk without assistance. Spinal schwannomas ac-
count for 30% of primitive spinal tumors. They typically arise
from schwann cells of a sensory nerve root and are usually
intradural (70%) and less frequently extradural’. Males and
females are equally affected, and the age of onset is usu-
ally between 25 and 50 years?. Most spinal schwannomas are
solitary and sporadic (95%)3. Symptoms are related to tumor
location and its proximity to spinal cord and nerve roots. Many
authors report pain as the onset symptom as motor deficits
and sphincter impairment are uncommon onset symptoms.
Without the essential aid of neuroimaging, diagnosis can only
be presumed®®. Gold standard treatment for symptomatic
spinal schwannomas is complete surgical resection, which
stops symptoms progression, helps recovery in most patients,
and decreases the rate of recurrence’. Radiotherapy can be
considered as second-choice treatment in patients who are
not good candidates for surgery, or for recurrent tumors?®. In
patients presenting with thoracic pain and concomitant neuro-
logical deficits with such an atypical radiographic sign, thorac-
ic Schwannoma should be considered for early diagnosis and
treatment which may lead to an improved clinical outcome.

Figure 1. Coronal view of chest CT showing huge mass in the right
hemithorax. (digitized image).

Figure 2. Axial view of chest CT showing well defined mass located in the
posterior aspect of the right hemithorax with medullar compression and
osteolytic lesions. (digitized image).
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Metastasis cutanea de carcinoma
de células transicionales

Cutaneous metastasis of transitional cell carcinoma

CASE REPORT

A Lymph nodes, bones, lung, liver, and peritoneum are the
most common sites of metastasis from transitional cell blad-
der carcinoma. Cutaneous metastases from primary geni-
tourinary malignancies are rare and very few cases of skin
metastasis from urothelial carcinoma have been reported in
the past.

The authors present the case of an 82-year-old man with
history of stage IV urothelial carcinoma (lung metastasis)
diagnosed three years prior, undergoing second-line chem-
otherapy, observed in the emergency room due to a right
retro-auricular nodular mass. Fine needle aspiration cytol-
ogy was performed, confirming the diagnosis of a cutaneous
metastasis. The patient died four months after the diagnosis
was made.

Although cutaneous metastases of transitional cell bladder
carcinoma are extremely infrequent, they should always be
considered when observing a skin nodule in a patient with a
history of this type of carcinoma, tending to have an aggres-
sive course and very poor prognosis.
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Calculo coraliforme masivo en la pielonefritis

xantogranulomatosa cronica

Massive coral calculus in chronic xanthogranulomatous pyelonephritis

CASE REPORT

Xanthogranulomatous pyelonephritis  (XPN) is
a rare entity and constitutes less than 1% of
chronic pyelonephritis. Symptoms are frequently
nonspecific and in 2/3 of cases it is associated
with renal stones (coral or Staghorn calculus)'.

A 66-years-old women presented with progres-
sive asthenia, fever, night sweating and 7-Kg
weight loss over the last three months. Her medi-
cal history reported recurrent urinary infections,
the last one a month before the symptoms began.
On physical examination she presented with mu-
cocutaneous pallor. Laboratory studies showed
inflammatory anemia (hemoglobin 8.9g/dL), leu-
kocytosis, neutrophilia and 95 mm/h erythrocyte
sedimentation rate. The abdominal X-ray showed
massive coral calculus overlying the left renal
outline (Image 1), confirmed with abdominal CT,
which also revealed a non-functioning left kidney
and two pyelocaliceal purulent cysts. The clinic
and radiological images were consistent with
the diagnosis of chronic xanthogranulomatous
pyelonephritis. Blood and urine cultures were
negative. A percutaneous drainage CT guided
was performed, isolating in microbiological cul-
tures Proteus mirabilis. She completed a course
of antibiotic followed by a left nephrectomy, with
resolution of symptoms and anemia. Anatomo-
pathological test was later performed and con-
firmed the diagnosis.
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Neumoperitoneo secundario
a dialisis peritoneal

Peritoneal dialysis — related pneumoperitoneum.

CASE REPORT

A 56-year-old woman with a history of type 2
diabetes mellitus and chronic kidney disease,
was on continuous ambulatory peritoneal dialy-
sis in the last 3 months. She attended a pre-
operative assessment consultation for elective
cholecystectomy for chronic lithiasic cholecys-
titis. The presence of right subdiaphragmatic
gas, suggestive of pneumoperitoneum (figure),
was detected on chest radiography. She re-
ferred asymptomatic and no physical irritation
data were found on physical examination. No
evidence of peritonitis in recent peritoneal fluid
cytology. Abdominal tomography with oral con-
trast was requested, discarding hollow viscera
perforation. In the absence of other causes of
pneumoperitoneum, it was attributed to peri-
toneal dialysis and treated conservatively, with
abdominal air drainage through peritoneal di-
alysis.

Pneumoperitoneum is described as a potential
complication of this therapy, due to a poor per-
formance in purging the system1. Its incidence
is 1 -10%2. Perforated viscus must be thor-
oughly ruled out™?. For a pneumoperitoneum
to occur, repetitive entry of air into the abdomi-
nal cavity exceeding the resorptive capacity
of the peritoneum would have to occur such
as would happen with recurrent failure to ad-
equately prime the dialysis tubing?2. It has been
described that intraperitoneal air has been re-
moved by placing patients in the Trendelenburg
position after drainage of peritoneal dialysis™2.
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Mucormicosis endobronquial,
una presentacion atipica

Endobronchial mucormycosis, a rare presentation

CASE REPORT

Mucormycosis is a rare, opportunistic and life-threatening
fungal infection that mostly affects immunocompromised
patients such as diabetic and transplant patients.

It is usually caused by fungi of the order Mucorales. Rhizo-
pus and Mucor are the most common responsible microor-
ganisms. It's a systemic pathology that manifests in the form
of different clinical syndromes with rhino-cerebral, pulmo-
nary, gastrointestinal, central nervous system, subcutaneous
involvement and the disseminated form.

We present the case of a 50-year-old patient with type 2 dia-
betes with poor metabolic control (22% HbA1c) presented
to the Emergency Department with disorientation, adynamia,
drowsiness and fever with two days of evolution. Upon obser-
vation, the patient was polypneic (respiratory rate 23 cpm)
and with depressed state of consciousness (GCS 11). Arte-
rial blood gas analysis revealed severe metabolic acidemia
(pH 6.9 and HCO3 3,1 mmol/L). Blood analysis revealed leu-
kocytosis (28.000 cells/ul) with neutrophilia (18.000 cells/
uL), CRP 17 mg/dL, blood glucose 664 mg/dL, ketonemia
4.2 mg/dL and creatinine of 1.44 mg/dL. Influenza B test
turned out to be positive. Chest radiography demonstrated
consolidation in the lower third of the left pulmonary field.
The diagnosis of diabetic ketoacidosis was admitted in a pa-
tient with Influenza B and bacterial overinfection. The patient
started insulin therapy with glycemic control and resolution
of ketoacidosis.

He completed therapy with oseltamivir, ceftriaxone and
clarithromycin, however, the patient maintained the fever and
elevated inflammatory parameters. Blood cultures turned out
negative. Chest CT revealed consolidation with air broncho-
gram in the left lower lobe and mild left pleural effusion. In
this context, a bronchofibroscopy was performed, which re-
vealed white plaques adhering to the mucosa of the left main
bronchus and left upper and lower lobar bronchi suggestive
of fungal infection. Multiple endobronchial hiopsies were
performed and revealed multiple large septate hyphae with
necrosis and angioinvasion suggestive of mucormycosis.

The patient stanted anti-fungal therapy with isovuconazole
(200mg tid in the first 48h and then 200mg once daily) with
significante clinical and ragiological improvement. He was
discharged with the indication to maintain antifungal therapy
for 6 weeks and repeat chest CT after completing therapy.
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Figure 1. Bronchoscopy endoscopic image revealing white plagues
adhering to the mucosa of the left main bronchus, left lower and superior
bronchi suggestive of fungal infection. A forceps biopsy being performed.

Figure 2. Bronchoscopy endoscopic image revealing white plaques
adhering to the mucosa of the left main bronchus, left lower and superior
bronchi suggestive of fungal infection.
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