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Atencion clinica en los margenes

finales de la vida
Clinical care in the final margins of life

Arturo Fuentes Varela

Meédico. Experto en Biodtica Sanitaria. Ex-presidente del CEA del CHUO. Ex-presidente de la Comision de Deontologia del ICOMOU

En la edicion de septiembre de 1981 , la revista
“Galicia Clinica” tuvo la deferencia de acoger mi
primera publicacion “Particularidades de la fiebre
tifoidea en nuestra area”, dedicada al estudio de
dicha patologia en el mundo de la pediatria; y
cuarenta afos después, tras mi paso por el Co-
mité de Etica Asistencial del CHUO (Complexo
Hospitalario Universitario de Ourense) y de la Co-
mision de Deontologia del ICOMOU (llustre Cole-
gio Oficial de Médicos de Ourense), me invitan a
reflexionar sobre un aspecto de las ciencias de la
salud que implica, no soélo pericia bioldgica, sino
también mirada a los valores personales.

Los profesionales dedicados al mundo de la sa-
lud desarrollan instintos empaticos, Uutiles para
mejorar la percepcion en la calidad de vida de los
pacientes, ya sea por poseer y cultivar cualida-
des personales para acoger un tipo determinado
de modelo profesional al servicio de la salud de
las personas y las poblaciones, ya sea por el ge-
nérico conjunto de caracteristicas que definen la
nombrada “vocacion profesional”. En base a ello,
no solo curamos las enfermedades ad integrum
en ocasiones, sino que acompanamos con dili-
gencia, eficiencia y compasion esperanzada a los
individuos cuya patologia reconocemos no po-
der curar a la altura de los saberes de la ciencia
médica del momento, o0 que por conocimiento y
experiencia de la historia natural de los procesos
morbosos, entendemos que son susceptibles de
acompanamiento para mejorar sus niveles de ca-
lidad de vida y no de curacion.

Asi, los profesionales del mundo de la salud ejer-
cemos de catalizadores, junto al enfermo, para
lograr mayores cotas de “vida vivible” aun en el
seno de procesos morbosos que, abandonados
a si mismos, conllevan quebranto, dolor, angus-
tia, desesperanza, soledad,...; pero capaces de
ser transformados en periodos de vida gozosa,
agradecida, esperanzada, yugulados, con menos
0 sin dolor, con menor sufrimiento,... si son acom-
panados por profesionales idéneos, prehados de
ciencia Util para aliviar y de humanidad compasiva
para mantener la esperanza.
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Digo que los profesionales sanitarios podemos
actuar de catalizadores porque, como éstos en el
mundo de la quimica, tenemos inscritas en nuestra
conformacion de cuidadores y sanadores cualida-
des empaticas, conexiones emotivas con nuestros
enfermos, que conectan con flujos de esperanza,
alegria de vivir, capacidad de seguir amando, man-
tenimiento del sentido de la vida,... en ellos.

Como seres humanos estamos hechos para ser
cuidados; y como seres humanos adultos y co-
herentes, estamos hechos para cuidar a los otros
congéneres que se nos aparecen como débiles,
limitados, precisados de acompanamiento ( ge-
néricamente: ninos, enfermos, limitados, ancia-
nos, terminales ).

Pero hay un periodo de la vida de nuestros seme-
jantes, y de nuestros enfermos, en los que parece
se nos hace mas cuesta arriba el acompanamien-
to: ante la terminalidad o el final de la vida.

A lo largo del periodo de mi tarea profesional
como clinico, como el que se inclina ante el en-
fermo, como el que esta a los pies de la cama
del enfermo, como el que comparte afectos y
emociones con el enfermo y su familia, fui apren-
diendo a solventar las dificultades que percibia en
mi, € intuia en otros comparieros, para acercarse
a estos enfermos y sus familias, afrontando tres
lineas de accidon: con informacién, con formacion
y con valentia, experimentando en un segundo
momento los bienes evaluables de tal modo de
aproximarse a los diversos escenarios en los que
finaliza la vida de las personas.

Los primero que aprendi fue a evitar miedos.
Cuando uno se acerca al escenario de la termina-
lidad o de la agonia, como profesional, uno pien-
sa que se le van a presentar cuestiones para las
que no va a encontrar solucion plausible; o que
se le va a recriminar por no haber evitado alcan-
zar tal desenlace en el paciente. Pero aprecié por
el contrario que las familias siempre, - y siempre
es siempre -, agradecen la presencia cercana del
profesional en dichos periodos 0 momentos de la
vida. Y descubri que la mirada profesional al lado
de un enfermo terminal o agdnico con frecuen-



“...hay un periodo de la vida de nuestros semejantes,
y de nuestros enfermaos, en los que parece se nos hace

cia discierne acciones, posturas, gestos, iniciati-
vas,... que mejoran el confort, alivian el malestar,
o llenan de sosiego al enfermo y sus cercanos.
Facilita el didlogo realista entre el enfermo y su
familia; y los familiares entre si.

Los miedos ante el enfermo terminal o agénico
son hijos de las ideologias que desarrollan cons-
tructos ideales, fantasmagéricos con frecuencia,
alejados de la realidad, cara el final de la vida tal
como se da entre la mayoria de nuestros enfer-
mos, vecinos y familiares. En cuarenta afios de
profesion médica y de cercania a muchos mori-
bundos, la inmensa mayoria lo han hecho en paz.
Si que he vivido grandes desasosiegos y desar-
monias en familias de accidentados. La muerte
inesperada desestabiliza mucho el ambito de los
cercanos y ahi, también, el profesional de la salud
tiene un lugar como catalizador de un duelo que
no dafe alin mas a las personas.

Nuestra época, al menos en el mundo occidental,
es proclive a evitar la idea del morir, a rechazar el
Proceso en que esta deviene, a ocultar la muerte
y a poner la esperanza en un mundo en que No
acaezca. Pero la evidencia estadistica nos dice,
hoy por hoy, que el morir es un evento que acae-
ce en todos los seres en el cien por cien de los
casos. ¢,cOmMo no cuidar en este trance?

Un segundo aprendizaje importante fue el apren-
der a centrar el diagnostico. A veces, nos da mie-
do calificar una situacion clinica de terminal; pare-
ce como si no lo estuviéramos intentando, como
si cejasemos en el empeno de lograr la salud.
Pero reconocer, como clinicos, en que momento
estamos de la historia de la enfermedad y del pro-
nostico de vida del enfermo, es hoy una evidencia
cientifica cara a proponer las terapias adecuadas
al momento clinico y evitar por una parte desahu-
Cios, y por otra, evitar iniciar caminos de encarni-
zamiento o de no adecuacion terapéutica.

Hemos vivido en estas Ultimas décadas acerca-
mientos cientificos muy Utiles para definir y poner
en claridad juicios que facilitan la toma de decisio-
nes clinicas en este sentido. Todavia nos cuesta

mas cuesta arriba el acompanamiento:.
ante la terminalicad o el final de la vida”

trabajo asumir los criterios que definen al enfermo
agonico, el inicio de tal proceso y nuestra con-
ducta profesional al respecto. Pero soélo estando
al lado de nuestros enfermos en el momento de
Su agonia se nos abren los ojos para discernir;
sentimos nuestras emociones y capacidades
para acompanar; y nos llenamos de cotas ines-
peradas de realismo vital y de sabiduria clinica.

Eso nos capacita para ayudar a vivir a los enfer-
mos hasta el Ultimo momento (Me expreso como
médico clinico y no como tedrico de la Bioética).
Este ha sido el capitulo que mas dinamismo ha
dado a mi animo profesional médico: descubrir
que los enfermos tienen derecho a vivir con gozo
en este periodo de sus vidas, que tienen tareas
a realizar y con frecuencia tareas pendientes que
les llenan de plenitud vital cuando alcanzan a
conseguir su logro antes de finalizar su vida.

Tomar sentido de lo que me estéa sucediendo en
el seno de mi enfermedad terminal, no desespe-
rar en el camino; continuar dialogando con mis
interlocutores y teniendo relaciones amistosas
con mis proximos; amando a los mios; comuni-
cando mis miedos, mis ansias, mis esperanzas
y mis alegrias; rehaciendo relaciones rotas con
anterioridad, recuperando cercanias con los ale-
jados; perdonando y pidiendo perddn de los erro-
res cometidos; manteniendo el sentido de mi vivir
a pesar de la evidencia de su caducidad y , si es
posible, estar abierto a una trascendencia bonda-
dosa a la que me puedo entregar confiadamente,
... son tareas en las que merece la pena ocupar-
se en esta etapa ultima de la vida. Que nadie robe
a nuestros pacientes terminales el deseo de vivir.
Que como profesionales, seamos catalizadores
de esperanza hasta el final.

Y si algun dia las leyes en nuestro estado permi-
ten a los ciudadanos tomar decisiones sobre el
final de sus vidas, que este final no sea elegido
motivado por un déficit de atencion de los profe-
sionales o de la calidad humana de los mismos.

Galicia Clin 2020; 81 (1): 2-3
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Impact of frailty on hospital adverse outcomes
in elderly admitted with acute coronary syndrome

A Ponciano, F Montenegro Sa, F Saraiva, F Soares, J Leite, J Morais
Centro Hospitalar de Leiria, Leiria, Portugal

ABSTRACT

Background: Frailty represents a complex clinical syndrome of decreased physiological reserve and increased vulnerability to stressors. Little is known
regarding interaction between frailty status and outcomes in patients with acute coronary syndrome. Our study aims to assess the prevalence of frailty
and its impact on in-hospital adverse outcomes of patients aged > 75 years admitted for acute coronary syndromes.

Methods: In this retrospective, single centre, observational study were included patients aged > 75 years admitted for acute coronary syndromes between
January 2011 and December 2015. Frailty was assessed using the Fried criteria. The primary endpoint was all-cause in-hospital mortality. Secondary
endpoints included the occurrence of re-infarction, stroke and major bleeding.

Results: Of the 502 patients included, 126 were classified as frail. These patients were older (mean age 78+5.5 vs. 76.2+5.5 years; p=0.020), more
often male (68.3%) and had a higher risk profile according to GRACE (151.4+18.8 vs. 132.1+16.8; p<0.001), TIMI (4.3+1 vs. 3.1+1; p<0.001) and
CRUSADE (34.6+9.4 vs. 25.8+9.5; p<0.001) scores at admission. All-cause in-hospital mortality was significantly more frequent in frail patients (11.9%
vs. 5.6%; p<0.001), as well as re-infarction (7.4% vs. 4.8%; p<0.001), stroke (8.7% vs. 0.5%; p=0.002) and major bleeding (7.9% vs. 1.6%; p=0.002).
On multivariate analysis, frailty remained independently associated with the primary endpoint (OR 5.63, [2.05-10.35]; p<0.001).

Conclusion: Frailty, identified by Fried criteria, is frequent in elderly patients with acute coronary syndromes, and it is an independent prognostic predictor

for in-hospital mortality.
Keywords: acute coronary syndrome; elderly; frailty; prognosis.

Palabras clave: Sindrome coronario agudo. Anciano. Fragilidad. Prondstico.

INTRODUCTION

Cardiovascular disease (CVD) remains the main cause of
morbidity and mortality in the developed countries and within
the last decades there was a remarkable shift in the burden
of CVD towards older people.'?

Aging of population and high incidence of acute coronary
syndromes (ACS) in the elderly point towards a marked
increase in the number of elderly patients admitted for ACS.

Globally, around 30% of ACS patients are over 75 years-
old.? The risk of adverse cardiovascular events after ACS
increases with age.*” An appropriate Risk stratification is of
paramount importance in order to plan medical care and
may improve prognosis in older population.?

Despite the higher risk, elderly patients are frequently
underrepresented in clinical trials responsible for a clear gap
in guidelines.®"

Frailty is a biological syndrome reflecting a state of decreased
physiological reserve and vulnerability to stressors such as
an acute myocardial infarction.’? It is considered to be highly
prevalent with increasing age and conveys a higher risk of
adverse outcomes.™

Several diagnostic tools have been developed to measure
frailty, either by questionnaires or simple measures, with no
clear consensus on which is the best.

The Fried scale encompasses slowness, weakness, low
physical activity, exhaustion, unintentional weight loss and it
is considered a more reliable predictor for adverse outcome
than chronological age.™ Although there are well defined

Correspondencia: anaponciano@sapo.pt
Coémo citar este articulo: Ponciano A, Montenegro Sa F, Saraiva F, Soares F, Leite J, Morais J

pathways for ACS management, data applicability to elderly
patients is questionable, since most randomized clinical
trials often exclude such patients.’

The aim of the present study is to assess the prevalence
of frailty and its impact on in-hospital adverse outcomes
of patients aged > 75 years admitted for acute coronary
syndromes.

MATERIAL AND METHODS

A retrospective, observational single-center analysis was
performed in coronary care unit in a non-tertiary care
hospital in Portugal from January 2011 to December 2015
and included patients aged >75 years admitted for acute
coronary syndrome who underwent percutaneous coronary
intervention.

Exclusion criteria included severe cognitive impairment,
cardiogenic shock or prolonged electrical/haemodynamic
instability at presentation, and limited life expectancy due to
neoplasic disorders.

In every patient, baseline clinical characteristics including
demographic and clinical data, comorbidities and laboratory
data were collected. Prognostic ACS indexes were also
analyzed, namely Global Registry of Acute Coronary Events
(GRACE), Thrombolysis in Myocardial Infarction (TIMI), Can
Rapid risk stratification of Unstable angina patients Suppress
ADverse outcomes with Early implementation of the ACC/
AHA guidelines Quality Improvement Initiative (CRUSADE)
and Charlson Comorbidity Index."

Impact of frailty on hospital adverse outcomes in elderly admitted with acute coronary syndrome. Galicia Clin 2020; 81 (1): 4-7
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The GRACE risk score uses eight independent predictors
of death or the combined outcome of death and M, both
in hospital and at 6 months: age, admission heart rate and
systolic blood pressure, Killip—Kimball class, the initial serum
creatinine concentration, cardiac arrest at admission, ST-
segment deviation and elevated cardiac markers. A score
greater than 140 identifies high-risk patients who have
greater benefit from an early invasive strategy.'®

The TIMI risk score is a semi-quantitative score that includes
seven variables: age >65 years, three or more cardiovascular
risk factors, known >50% coronary artery stenosis, aspirin
use within last 7 days, <24 hours angina, >0.5 mm ST-
segment deviation and positive cardiac markers. TIMI
punctuation predicts 14-day risk of the composite endpoint
of death, Ml and urgent revascularisation.™

The CRUSADE bleeding score identifies eight independent
predictors of major bleeding (intracranial haemorrhage,
retroperitoneal bleed, haematocrit drop >12%, or the need
for red blood cells transfusion) during ACS hospitalisation:
baseline haematocrit <36%, creatinine clearance, heart
rate, female sex, signs of heart failure at admission, systolic
blood pressure <110 mmHg or >180 mmHg, prior vascular
disease and diabetes mellitus. A score of 20 or less defines a
very low risk of severe bleeding (3.1%), whereas punctuation
over 50 defines a very high risk (19.5%).2

Frailty status evaluation was obtained within the first 48
hours of admission by a qualified physician. Frailty was
assessed using the Fried criteria. The Fried scale comprises
a possible range from 5 points based on the presence or
absence of five frailty criteria- slowness assessed by walk
speed, weakness assessed by hand grip strength and self-
reported low physical activity, exhaustion, and unintentional
weight loss. Three or more criteria assessed as positive
defines a patient as frail.#*"

For the purpose of this study, two groups were distinguished
according to Fried criteria; frail and non-frail patients.

The study protocol is according to the Declaration of
Helsinki. The collection of clinical information for this study
was approved by our hospital institutional review board.

All patients or their guardians provided informed consent for
participation.

Endpoints: The primary endpoint was all-cause in-hospital
mortality. Secondary endpoints included: the occurrence
of re-infarction; stroke; major bleeding, defined as a drop of
>3g/dl of hemoglobin attributable to blood loss or the need
for surgery or any transfusions during hospitalization.

Statistical analysis

Categorical variables were described as frequencies and
percentages. Continuous variables were described by
mean=standard deviation (SD). Statistical differences
between groups were assessed using the x2test and
Fisher’'s exact test when appropriate for categorical
variables, Student’s t-test for continuous variables of normal

Ponciano A, et al

distribution or the Mann-Witney U test for non-normal
distribution. A two-sided P<0.05 was considered significant.

Multiple logistic regression analysis was used to evaluate
the possible association between frailty phenotype and
predefined primary and secondary endpoints. We estimated
adjusted Odds Ratio and 95% confidence intervals (CI).

The model was adjusted for previously selected variables,
including validated prognostic indexes such as the GRACE
score, the CRUSADE bleeding score, the TIMI score, maximum
in-hospital creatinine level, culprit lesion revascularization
and complete revascularization (defined as percutaneous
treatment of all severe coronary stenosis).These variables
are widely used and recognized as prognostic variables.
Previous selection of recognized prognostic values was done
to increase the external validity of this study.

All the statistical analyses were performed using statistical
package for social sciences V.22.0, statistical software
(SPSS, Chicago, lllinois, USA).

RESULTS

Of the 502 patients included, 25.1% (n= 126) were
classified as frail. The mean age was 77 years, and 31.1%
were women.

The prevalence of diabetes mellitus was 30.9%, and 75%
had hypertension. Baseline characteristics according to
frailty status are presented in Table 1. Frail patients were
older (78+5.5 vs 76+5,5; p=0.020), had higher comorbidity
features with a higher score on the Charlson Comorbidity
Index and dyslipidemia was also more frequent in this group
(57.1 % vs 44.9%; p=0.020).

At admission, frail population presented with higher
risk profile according to the GRACE (151.4+18.8 vs.
132.1+16.8; p<0.001), TIMI (4.3+1 vs. 3.1+1; p<0.001)
and CRUSADE (34.6+9.4 vs. 25.8+9.5; p<0.001) scores.

The primary endpoint of in-hospital all-cause mortality
occurred more frequently in frail patients (11.9% vs.
9.6%; p<0.001), as well as secondary endpoints: re-
infarction (7.1% vs. 4.8%; p<0.001); stroke (8.7% vs.
0.5%; p=0.002); and major bleeding (7.9% vs. 1.6%;
p=0.002). On multivariate analysis, after adjustment for
GRACE and CRUSADE admission values, maximum in-
hospital creatinine level, culprit lesion revascularization and
complete revascularization, frailty status was an independent
prognostic marker for inpatient all-cause mortality (OR 5.63,
[2.05-10.35]; p<0.001).

DISCUSSION

To our knowledge this is the first Portuguese analysis of
frailty regarding acute coronary syndrome giving insight of
a real-life coronary unit experience.

The management of older ACS patients is challenging because
not only age but also multiple factors contribute to adverse
outcomes and therefore must be taken in consideration.

Galicia Clin 2020; 81 (1): 4-7
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Impact of frailty on hospital adverse outcomes in elderly admitted with acute coronary syndrome

Table 1. Baseline characteristics and overall risk estimation

Frail (n=126) Non-frail(n=376) P value
Age (mean=SD;years) 7855 76+£55 0.020
Gender: Male (%) 86 (68.3%) 260 (69.1%) 0.800
Arterial Hypertension (%) 95 (75.4%) 281 (74.7%) 0.880
Diabetes Mellitus (%) 42 (33%) 113 (30.1%) 0.500
Dyslipidaemia (%) 72 (57.1%) 169 (44.9%) 0.020
Smokers (%) 11 (8.7%) 58 (15.4%) 0.060
Renal impairment (%) 9(7.1%) 17 (4.5%) 0.250
ClCreatinine>50mL/min 6 (4.8%) 9 (2.4%) 0.170
ClCreatinine<50mL/min 3(2.4%) 8 (2.2%) 0.890
Previous heart failure (%) 4 (3.2%) 6 (1.6%) 0.260
Previous myocardial infarction (%) 16 (12.7%) 54 (14.4%) 0.640
Previous stroke (%) 11 (8.7%) 30 (8.0%) 0.790
GRACE score (mean=SD) 151.4+£18.8 1321 £16.8 <0.001
<0.001

TIMI score (mean+SD) 43+1.0 311
CRUSADE score (mean=SD) 34.6+9.4 258+95 <0.001
Chalrson Comorbidity Index 79+23 6.4+17 <0.001

Frailty phenotype confers an age independent risk for
adverse outcomes.

In this study, more than a quarter of the population was frail.
Frail patients were slightly older and presented an increased
burden of disease, with higher prevalence of comorbidities.
They also presented a higher risk according to the GRACE,
TIMI and CRUSADE scores, hence higher probability for
adverse events.?

The current study demonstrated that in patients with ACS
aged >75 years, frailty is an important prognostic risk
factor for in-hospital mortality and major cardiovascular
events. This prognostic value is independent of age and risk
scores. These findings are in accordance with multinational
published registries which support a positive correlation
between frailty and poor outcomes in ACS among elderly
patients with high-risk ACS.%%

Patients included in TaRgeted platelet Inhibition to cLarify
the Optimal strateGy to medicallY manage Acute Coronary
Syndromes (TRILOGY ACS) trial were classified as frail, pre-
frail and non-frail based on the Fried criteria as used in our
study. Using this self-reported based method, only 4.7% of
included patients were classified as frail. After adjustment
for characteristics and GRACE score, frailty was significantly
associated with the combination of death, myocardial

Galicia Clin 2020; 81 (1) : 4-7

infarction and stroke in this population of non-invasively
managed ACS patients.?

Some limitations to this study should be noted. This is an
observational, single centre study with a small number of
patients and retrospectively collected data. The assessment
of frailty was only collected at baseline and was not repeated
later to assess change. However, it has the advantage of
representing real life clinical practice. Some answers to the
Fried index were self-reported by patients, which may allow
some bias by the subjectivity of each individual. Although
self-reporting is prone to confounding factors, several
studies have reported the value of self-reporting of frailty.*We
found that frail patients had a higher prevalence of diabetes,
renal impairment, hypertension and previous cardiovascular
events, although not statistically significant, due to relatively
small sample in the present study. It would be of interest
to perform a longer follow-up study with prospectively
collected data and a larger sample in order to extend these
observations. Frailty, identified by Fried criteria, is frequent
in elderly patients with acute coronary syndromes, and it is
an independent prognostic predictor for in-hospital mortality.

Frailty is frequent in over 75 year’s old patients with ACS.
It is a predictor for adverse events, being a more reliable
prognostic factor than chronological age. This suggests that



age by itself should not be our first and main prognostic
evaluation for this patients group. Treatment approach
should be individualized, including also a functional status
evaluation
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Complicaciones de las endoprotesis metalicas
autoexpandibles en la obstruccion maligna esofagica
y gastroduodenal. Estudio de seis casos
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RESUMEN

El manejo de la obstruccion maligna del tracto digestivo alto continda
siendo un gran reto en la actualidad. En el momento del diagnéstico la
mayoria de los pacientes presentan un deterioro clinico avanzado debido
al tumor y no son buenos candidatos para procedimientos quirlirgicos
mayores. En los Ultimos afios las protesis metalicas autoexpandibles han
emergido como una alternativa eficaz, segura y menos invasiva para el
tratamiento de la obstruccion maligna esofagica y gastroduodenal. Se
describen tasas de éxito del 85-90%, y la mayoria de los pacientes toleran
la dieta oral a las 24-36 horas de la colocacion del stent. Las compli-
caciones mayores como la perforacion son practicamente inexistentes,
pero otras como la estenosis, la migracion o el acodamiento de la pro-
tesis a veces plantean un verdadero problema terapéutico en pacientes
cuyo estado general limita con frecuencia poder llevar a cabo otro tipo de
medidas. Recogemos una serie de casos de pacientes con diagndstico
neoplasico de origen esofagico o gastrico tratados mediante endoprétesis
digestivas, que desarrollaron complicaciones derivadas de las mismas a
lo largo de la evolucion de su enfermedad.

Palabras clave: Cancer de esdfago. Cancer gastrico. Obstruccion maligna.
Protesis autoexpandibles. Endoscopia intervencionista. Complicaciones.

INTRODUCCION

Las lesiones malignas de origen eséfago-gastro-duodenal
representan el sexto lugar de cancer mas comun en Espafia
y la quinta causa de muerte por cancer. El pronéstico es
pobre y la supervivencia a 10s cinco afios no supera el 10-
15%". Laincidencia aumenta con la edad, siendo mas comdn
a los 70-75 anos y en hombres. A pesar de los avances
terapéuticos, estos tumores siguen teniendo un tratamiento
poco satisfactorio’3, La cirugia conlleva una gran morbilidad
y s6lo es viable en apenas un tercio de los casos, pues en €l
momento del diagnostico mas de la mitad de los pacientes
presentan enfermedad avanzada o metastasica y requieren
algun tipo de tratamiento paliativo para mejorar los problemas
de transito digestivo. El tratamiento debe ser individualizado,
basado en la estadificacion del tumor, el estado general y
los deseos del propio paciente, todo ello combinado con la
experiencia del equipo médico, pero en la mayoria de los
casos la paliacion sera el manejo de eleccion, cuyo principal
objetivo es mejorar al paciente de manera rapida con el
menor grado de complicaciones posible. Este tratamiento
paliativo busca un alivio rapido de los sintomas sin necesidad
de ingresos hospitalarios, reestablecer la ingesta oral y evitar
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ABSTRACT

Management of malignant obstruction of gastrointestinal tract continues
to be a great challenge. Most of patients have advanced tumors at diag-
nosis and they are not good candidates for major surgical procedures.
During the last years, self-expanding stents have shown to be an effective,
safe and less invasive option for the treatment of malignant esophageal
and gastroduodenal obstruction. Data confirm the efficacy of the stent in
the palliation of malignant esophageal and gastroduodenal obstruction
with low complications rates. Success rates of 85-90% are described,
and most patients tolerate food 24-36 hours after the procedure. Major
complications such as perforation are rare, but others such as stenosis or
migration of the stent sometimes become a real therapeutic challenge in
patients whose performance status is poor. We present cases of patients
with diagnosis of esophageal or gastric neoplasms treated with stents,
who developed complications.

Key words: Esophageal neoplasms. Stomach neoplasms. Malignant obs-
truction. Self-expandable stent. Endoscopy. Complications.

las complicaciones. En la actualidad, el método mas sencillo
y utilizado es el empleo de endoprotesis metalicas o stents,
si bien existen otros tratamientos paliativos como la ablacion
con laser, braquiterapia, dilatacion endoscopica y el soporte
nutricional mediante sondas de alimentacion.

Las protesis digestivas comenzaron a ser utilizadas como
método paliativo en la década de los 90, siendo cada vez
mas una alternativa eficaz a la cirugia'*. Se indican tanto
para la paliacion primaria como en los casos de recidiva
tumoral en aquellos pacientes que ya han recibido algin
otro tratamiento, permitiendo una rapida mejoria clinica que
garantiza al paciente una mejor calidad de vida®®.

Se dispone de varias opciones a la hora de seleccionar la
protesis mas adecuada, basado en una serie de propiedades
biofisicas (fenestracion, interaccion con los tejidos, anatomia
de cada paciente, localizacion del tumor, etc.). En la
actualidad la mayoria son total o parcialmente recubiertas,
lo que ha permitido que sirvan también para tratamiento de
fistulas®®,

A pesar de la elevada tasa de éxito tras su colocacion, a

veces existen complicaciones, que pueden ser precoces
—derivadas del procedimiento- y tardias —relacionadas
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Tabla 1
2015 2016 2017
Prétesls colocadas 13 17 21
Soxo \arones Mujeres \arones Mujeres \aranes Mujeres
9 (69%) 4(31%) 12 (70.5%) 5129.5%) 16 (76.2%) 5(23.8%)
Ne Complicaciones
12/51 (23.5%) ZA1R%) 4/17 (23.5%) 6/21 (28.6%)
Tipo:
-Lstenosis 2 1 2
-Migracion 1 -
Acodamicnto 1
-Fistula 1

Compresion drca
-Expulsion
Otras

con la progresion tumoral->®, Las primeras se presentan
aproximadamente en un 5-15% de los casos, siendo mas
comunes en los pacientes que han recibido radiacion y/o
quimioterapia previa. Estas complicaciones consisten
principalmente en perforacion, reflujo gastroesofagico y
neumonia por aspiracion, fiebre, hemorragia y dolor (10-
20%). Las complicaciones tardias sin embargo, pueden
aparecer hasta en un 30-45% de los pacientes segun
las series, e incluyen la disfagia recurrente, formacion de
fistulas, migracion de la protesis, crecimiento tumoral y
obstruccion por bolos alimenticios.

A continuacion se describen algunos tipos de complicacion
mas frecuentes basados en casos clinicos recogidos de
nuestro hospital del total de protesis colocadas durante un
periodo de tres afos (tabla 1).

El tiempo transcurrido entre la colocacion de la primera
endoprotesis y la aparicion de complicaciones fue de 21,3
semanas de media. Sélo dos enfermos tuvieron nuevamente
una complicacion tras la resolucion de la primera, en ambos
casos por reestenosis de la nueva prétesis colocada. El
primero de ellos fue por impactacion de alimentos y se
resolvio tras realizacion de una endoscopia digestiva alta
y limpieza de la protesis, y en el segundo caso, esta vez
por sobrecrecimiento tumoral, hubo de colocarse una
nueva protesis telescopada a la anterior. Una vez resuelta la
complicacion, la media de sobrevida de los enfermos fue de
16,7 semanas.

CASO CLINICO 1: 0BSTRUCCION

Muijer de 80 afos diagnosticada de un adenocarcinoma gastrico
tratado con cirugia (gastrectomia subtotal) en febrero de 2014, con
posterior recidiva a nivel de la anastomosis gastroyeyunal tratada
con colocacion de una protesis endoluminal en enero de 2015.
Ingres6 en marzo de 2015 por cuadro de tres dias de evolucion
de vomitos, regurgitacion e intolerancia oral. Se solicito estudio
de transito esdfago-gastrico que confirmo una obstruccion de la
prétesis por crecimiento tumoral en su luz (figura 1). Se procedid
a colocacion de una protesis recubierta, con buen resultado
radioldgico. Tras comprobar tolerancia oral de la paciente a las 24
horas, fue dada de alta.

=

Figura 1. Imagen de transito eséfago-gastrico (TGE) que demuestra la existencia
de una estenosis casi completa de la luz protésica debida a la progresion del
tumor.

CASO CLINICO 2: ACODAMIENTO

Varén de 70 afos con antecedentes de adenocarcinoma de
antro gastrico en progresion a varias lineas de tratamiento. Por
intolerancia oral, y tras confirmarse estenosis tumoral a nivel
de la union gastroduodenal, habia precisado colocacion de una
protesis en noviembre de 2014, Seis meses mas tarde, en mayo
de 2015 reingresd por el mismo motivo, evidencidandose una
estenosis irregular de la endoprotesis por infiltracion tumoral
que se traté con colocacion de una nueva protesis de mayor
longitud telescopada a través de la anterior. A los pocos dias del
alta, volvié a ingresar por nuevo cuadro de vomitos e intolerancia
oral. El estudio de contraste (figura 2) confirmé la presencia de
un estomago de retencion secundario a un acodamiento de la
segunda protesis. La colocacion de una tercera protesis a través
de las anteriores permitio la reintroduccion de la alimentacion oral
y el alta del paciente a las 72 horas.

CASO CLINICO 3: MIGRACION

Varon de 88 afios diagnosticado en diciembre de 2013 de un
adenocarcinoma de la union gastro-esofdgica estenosante con
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Figura 2. TGE en el que puede apreciarse la presencia de dos endoprétesis
telescopadas; una proximal desde el antro prepilérico hasta la primera rodilla
duodenal, y otra distal, hasta la segunda rodilla duodenal, telescopada sobre la
anterior y con un acodamiento de aproximadamente 60° que condicionaba una
estenosis de la luz.

Figura 3a. Secuencia de imagenes de TGE que muestra una estenosis de origen
tumoral casi completa a nivel de la unidn gastro-esofagica con una longitud de
unos 6-7 cm y una reduccion de la luz a 2 mm que permite un minimo paso
filiforme de contraste y condiciona una marcada dilatacion preestenética del
esofago.

Figura 3b. Proyeccion radiolégica PA en la que se confirma la citada estenosis
tumoral; mas abajo puede apreciarse la protesis migrada y alojada en la camara
gastrica.

Galicia Clin 2020; 81 (1) : 8-12

afectacion metastasica hepatica y pulmonar para el que se descartd
tratamiento citostatico, optandose por control de sintomas,
colocacion de protesis digestiva autoexpandible y posterior
seguimiento en la Unidad de Cuidados Paliativos. Ingres6 en abril
de 2014 por un cuadro de una semana de evolucion de vomitos
incoercibles de contenido alimentario e intolerancia oral completa,
sin figbre, dolor ni ninguna otra clinica acompafante. Ante la
sospecha de obstruccion de la protesis digestiva colocada en
diciembre se solicitd un transito esofago-gastrico, cuya secuencia
se muestra en la figura 3a, que descartd la misma, mostrando sin
embargo una reestenosis tumoral de la union gastro-esofagica por
migracion de la protesis hacia estomago (figura 3b). Se procedid
a la colocacion de una nueva protesis recubierta bajo fluoroscopia
sin complicaciones inmediatas, consiguiéndose resolucion tanto
de la estenosis como del cuadro de vomitos. Se reintrodujo la
alimentacion oral con buena tolerancia y el paciente fue dado de
alta a las 48 horas de su ingreso.

CASO CLINICO 4: FiSTULA

Varén de 75 afios con antecedentes de adenocarcinoma de
tercio distal de esodfago estenosante en abril de 2014 tratado
con radioterapia y quimioterapia concomitantes y progresion
locorregional a pesar de ello. Por vémitos e intolerancia oral se
colocd una protesis esofagica a mediados de septiembre de
2014. En enero de 2015 comenzo con clinica de tos y febricula
mantenida, ingresando en febrero del mismo afio por fiebre e
infeccion respiratoria e insuficiencia secundaria. Ante la sospecha
de broncoaspiracion por vomitos y reflujo, se solicitd estudio TC
de torax que mostro la presencia de una comunicacion a nivel
traqueal alto a consecuencia de una ulceracion de decubito
secundaria a su protesis (figura 4) tratada con colocacion de una
nueva protesis recubierta. El paciente evoluciono favorablemente y
pudo ser dado de alta tras finalizacion del tratamiento antibidtico.

CASO CLINICO 5: COMPRESION DE LA ViA AEREA

Varon de 56 afios con antecedentes de fumador y seguido en
Oncologia Médica por un carcinoma escamoso estenosante de
tercio medio e inferior de esdfago con afectacion metastasica a
nivel de ganglios, hueso e higado, diagnosticado en abril de 2014,
para el que se descartd tratamiento citostatico debido al deterioro
general que presentaba. En mayo de 2014 se coloco una protesis

Figura 4. Imagen tomogréfica del térax. Puede apreciarse el adelgazamiento de la

pared esofégica y la solucion de continuidad entre la pared posterior de la traquea

y la anterior del esofago en relacion con la presencia de una fistula por decubito de
la protesis.



autoexpandible a nivel esofdgico con intencion paliativa para

permitir 1a ingesta de alimentos. Ingresd en junio de 2015 por via aérea, que impronta y comprime extrinsecamente de manera significativa el margen posterior

un cuadro de una semana de evolucion de dolor retroesternal,
tos, disfonia, dificultad respiratoria progresiva, asociando en las
tltimas 24 horas estridor y broncoespasmo.

Se solicitd un estudio tomografico del térax que mostrd una
expansion de la endoprétesis hacia la via aérea que condicionaba
compresion importante sobre el margen posterior de la traquea
(figuras 5a y 5b) y sobre carina y bronquio principal izquierdo
(figura 5¢), existiendo una muy significativa estenosis de la luz
a dicho nivel. El paciente presentd un deterioro rapidamente
progresivo que nos obligé a desestimar la colocacion de una
protesis traqueobronquial, falleciendo a las 48 horas del ingreso.

CASO CLINICO 6: EXPULSION DE LA PROTESIS CON EL
VOMITO

Varén de 63 afos con antecedentes de fumador y esquizofrenia,
diagnosticado en junio de 2016 de un adenocarcinoma de células
en anillo de sello estenosante de esdfago distal con afectacion
ganglionar que habia debutado con disfagia completa, en el que
se habia desestimado tratamiento activo y optado tnicamente por
manejo sintomatico y colocacion de una endoprotesis digestiva con
buen resultado. Ingresé en agosto del mismo afio por cuadro de
vomitos e intolerancia alimentaria, relatando el paciente expulsion
de la prétesis completa en uno de los episodios. Se realizd estudio
de transito EGD (figura 6) en el que pudo comprobarse la ausencia
de la endoprétesis previamente colocada en junio, por lo que se
procedid a colocacion de una nueva con resultado dptimo que
permitid la reintroduccion de la alimentacion a las 24 horas.

DISCUSION

Las endoprétesis digestivas se emplean para tratar multiples
condiciones esofagicas y gastricas no quirlrgicas, sobre todo
en procesos neoplasicos, demostrando eficacia en paliar
sintomas y reducir la morbimortalidad. Las recubiertas, parcial
o totalmente, son las mas frecuentemente usadas, pues
tienen una menor tasa de estenosis por colonizacion tumoral.

Su colocacion, como se ha mencionado antes, no esta exenta
de complicaciones, que pueden estar relacionadas con el
procedimiento o aparecer de forma diferida’®. Asi podemos
encontrar dolor, disfagia recurrente, reflujo y episodios de
aspiracion —mas frecuentes en stents que rebasen la union
gastroesofdgica-, hemorragia —a su vez la mas grave-,
desarrollo de Ulceras y perforacion —habitualmente por
decubito de la protesis-, migracion, crecimiento del tumor
intraprotesis, desarrollo de fistulas, enfisema mediastinico,
etc. Hasta un 15% de los pacientes puede fallecer por
complicaciones directamente relacionadas con la colocacion,
mientras que la incidencia media de las complicaciones
diferidas (hasta dos semanas post-colocacion de la protesis)
puede llegar a ser del 65%.

La obstruccion de la via aérea”® es una complicacion rara,
casi siempre secundaria a compresion extrinseca por
protesis colocadas a nivel del tercio distal del es6fago, como
ocurre en el caso descrito. El grado de obstruccion de la via
aérea dependera de la localizacion y didmetro de la protesis,

NUfez Viejo MA, et al

Figuras 5a'y 5b. Corte axial de TC en el que se muestra la expansion de la endoprétesis hacia la

de la traquea, condicionando una luz maxima que apenas supera los 7 mm (figura 5b), en
comparacion con el didmetro normal la traquea, habitualmente mayor de 20 mm (figura 5a).

Figura 5¢. Imagen de TC que muestra una marcada compresion del &rbol bronquial a nivel de
carina, con estenosis muy significativa en la salida del bronquio principal izdo.

Figura 6. Imagen de TGE en el que se evidencia una estenosis de esofago distal con
extension longitudinal de 7 cm y dilatacion de eséfago proximal. Apertura minima de 3
mm que permite un ligero paso de contraste hacia cavidad gastrica. No se identifican

los marcadores de la endoprotesis previamente colocada.
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tiempo desde la colocacion, crecimiento tumoral y la relacion
anatomica entre esofago y via aérea.

La perforacion es una complicacion poco frecuente (5%)
y grave*, con alta mortalidad debido a que casi siempre se
asocia a mediastinitis. Se debe a una erosion por la protesis
(similar a una Ulcera de decubito) 0 a necrosis tumoral. En los
casos mas extremos la protesis puede incluso migrar hacia
la via aérea®®'®, Su tratamiento consiste en retirar 1a protesis
esofdgica e insertar otra traqueal y/o esofdgica, pero a veces
remover la protesis inicial es técnicamente imposible o resulta
en mayor iatrogenia.

Las fistulas traqueo-esofagicas se describen en el 10-15% de
los casos y pueden deberse al crecimiento e infiltracion tumoral,
habitualmente en estadios avanzados de la enfermedad,
0 ser secundarias al propio tratamiento antitumoral, como
por ejemplo la radioterapia''3. Son mas frecuentes a nivel
de esdfago distal, en relacion con la presion ejercida por los
extremos de la prétesis. Suponen una complicacion grave que
suele asociarse con un curso dramatico de la enfermedad,
ya que se siguen de infecciones del tracto respiratorio que
pueden evolucionar a sepsis y muerte. El diagndstico de
sospecha ha de confirmarse con una prueba de imagen y su
tratamiento consiste en la colocacion de una nueva protesis,
lo que consigue un cierre completo de la fistula en cerca del
90% de los casos.

La disfagia recurrente puede deberse a la migracion del stent,
al sobrecrecimiento tumoral 0 aimpactacion por alimentos'®. La
obstruccion de la prétesis por impactacion de alimentos o por
crecimiento tumoral es mas comun en las prétesis fenestradas.
La limpieza del stent es la opcion terapéutica preferida cuando
se trata de una impactacion por material alimentario, mientras
que colocar una protesis recubierta, coaxial telescopada a la
primera, lo sera en los casos de obstruccion por crecimiento
tumoral. En cuanto a la migracion protésica®, su riesgo es
mayor con las protesis autoexpandibles, ya que en ellas
s6lo la porcion proximal es la que queda anclada, no asi el
extremo distal que permanece libre en la cavidad gastrica. La
recuperacion de un stent migrado no siempre es facil, por 1o
que con frecuencia se abandona en la cavidad gastrica y se
coloca una nueva protesis en el lugar que ocupaba la anterior.

El acodamiento® es una rara complicacion (2-5%) y casi siempre
va a depender de la anatomia digestiva de cada paciente, pues
practicamente sdlo se describe en las protesis de localizacion
gastroduodenal, a nivel de las rodillas duodenales, y se debe
fundamentalmente a una incompatibilidad entre la prétesis y la
curva extrema de las mismas.

Por ultimo, la expulsion de la protesis*'® mediante un valsalva,
como puede ser un episodio de vomito, es una complicacion
extraordinariamente infrecuente, menos del 1%. Tiene lugar
sobre todo cuando se colocan protesis con mecanismo valvular
antirreflujo, debido a que el extremo distal no va anclado, o
cuando existe una gran diferencia de relacion anatomica entre
esdfago y protesis. En su caso el tratamiento pasa por colocar
una nueva protesis.
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CONCLUSION

El tratamiento paliativo 6ptimo para los tumores de
localizacion esofago-gastrica alin no existe, por lo que con
frecuencia se requiere una conducta terapéutica maltiple.
Estas neoplasias tienen un prondstico malo con una
supervivencia inferior al 20% a los cinco afios. Hasta la mitad
de los enfermos presenta una enfermedad inoperable en el
momento del diagndstico y son candidatos a tratamiento
paliativo, cuyo objetivo es mejorar la disfagia, mantener la
ingesta oral y evitar las complicaciones.

El método paliativo mas utilizado es la colocacion de
endoprotesis digestivas. Actualmente se utilizan las total
0 parcialmente recubiertas, que tienen la ventaja de ser
Utiles ademas en el tratamiento de las fistulas hacia la via
respiratoria. La colocacion de estas protesis, combinada
con otras técnicas como braquiterapia o quimioterapia,
puede resultar en una mejoria notable de la disfagia, con la
posibilidad de prolongar la supervivencia de estos enfermos.
En la actualidad se esta estudiando el disefio de nuevos tipos
de protesis, asi como la aplicacion de nuevos esquemas de
braquiterapia y quimioterapia, con el objetivo de mejorar
la efectividad y la seguridad a largo plazo del tratamiento
paliativo del cancer es6fago-gastrico™.
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ABSTRACT

Synchronous tumours are complex cases, being challenging to distinguish between primary neoplasms and metastatic disease, as well as to accurately
determine the origin of metastasis. Although synchronous tumours are relatively rare, its incidence has increased over the years. The authors report on a
patient with localized clear cell renal carcinoma and synchronous adenocarcinoma of the lung with solitary brain metastasis, highlighting the uncertain-

ties of the therapeutic approach and the implications to the final outcomes.

Key-words: Synchronous; Adenocarcinoma of the lung; Renal Cell Carcinoma.

INTRODUCTION

The simultaneous growth of malignancies at more than one
location is a rare situation called multiple primary cancers
(MPC). MPC can be classified as synchronous cancers
if diagnosed at the same time or within six months, or, as
metachronous cancer, if diagnosed after six months.” Three
diagnostic criteria have been proposed for MPC: 1) each
tumour must present definite features of malignancy; 2)
each tumour must be distinct; and 3) the possibility of one
tumour being a metastasis of the other must be excluded.?

In situations with radiographic evidence of pulmonary
and renal tumours, differentiating primary neoplasms and
metastatic disease could be challenging. Indeed, at the
time of diagnosis, non-small cell lung cancer (NSCLC) and
renal cell carcinoma (RCC) present with metastatic disease
in approximately 56% and 30% of cases, respectively.® It
is estimated that 16-23% of NSCLC metastasizes to the
kidney, and 45% of RCC metastasizes to the lungs. 4°

CLINICAL CASE

A 74-year-old man was admitted at the Emergency Department
(ED) of Centro Hospitalar of Baixo Vouga (CHBV) due to a sudden
onset of dizziness and left eye blurred vision, with one hour
evolution. At ED, the patient started with numbness and weakness
of left side, remaining unable to walk without support. His past
medical history was significant for cardiovascular risk factors such
as arterial hypertension, dyslipidemia, and smoking (60 packs/
year).

On physical examination, the following neurological signs were
present: left homonymous hemianopsia, left-sided paresis grade
4 and left-sided neglect.

On computed tomography (CT), performed at admission, a 2cm
right cortical and subcortical parietal expansile lesion, surrounded
by edema was observed, suggestive of a metastatic lesion or high-
grade glioma. Without clinical or analytical markers of infection,
serologic test excluded HIV infection and chest-radiography
abnormalities of parenchyma.
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On brain magnetic resonance imaging (MRI) performed one day
later, a 22x23mm nodular structure was detected, which was
hypointense on T1-weight and hyperintense on T2/FLAIR images,
surrounded by vasogenic edema, and causing a slight mass effect
on lateral ventricle, suggestive of metastatic nature. The patient
started treatment with 4mg of oral dexamethasone bid and,
considering potential epilepsy, with 1000mg of oral levetiracetam
bid. After neurosurgery evaluation, the patient was admitted in the
internal medicine ward for etiological study.

With a complete resolution of neurological complaints within the
first 48 hours, during hospital admission, the patient remained
asymptomatic and was submitted to a thorough study to identify
a primary tumour.

On thoracic-abdominal-pelvic CT, two different suspicious lesions
were observed: a spiculate right inferior lobe opacity measuring
28x30mm (Figure 1) and an 70x68mm oval-shaped formation at
the posterior side of the left upper kidney (Figure 2).

After pneumology evaluation, a bronchofibroscopy was performed,
which revealed a left main bronchus bulge by extrinsic compression;
a bronchial lavage cytology excluded the presence of malignant
cells. In order to clarify the diagnose, a transthoracic lung biopsy
was conducted, which revealed the presence of primary acinar
adenocarcinoma of the lung. Measurement of tumour markers
such as neuron-specific enolase was negative (12.5ug/L) and
there was a slight increased for CYFRA 21-1 (3.73ug/L). Skeletal
metastases were excluded by a whole-body bone scan.

Concomitantly to the pulmonary investigation, the patient was
also evaluated by urology, that based on the radiological findings,
proposed to perform a radical nephrectomy. The patient refused the
procedure of radical nephrectomy without histologic confirmation
of neoplasia. Considering the accessibility to the left renal mass,
a CT-guided percutaneous biopsy was performed, confirming the
diagnose of clear cell renal cell carcinoma (CCRCC).

Considering that the patient had two primary tumours (acinar
adenocarcinoma of lung and CCRCC) and a single cerebral
metastasis, which in theory could originate from any of these
tumours, the patient was forwarded to radiosurgery. The patient
was subjected to radiosurgery with a total dose of radiation of
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Figure 1. A spiculate right inferior lobe opacity on thoracic-CT

Figure 2. An oval-shaped formation at the posterior side of the left upper
kidney on abdominal CT
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21Gy/Fr; one month later, on revaluation brain MRI, a reduction
of the size of the right parietal metastasis was confirmed and the
presence of new cerebral lesions was excluded.

Considering the prevalence of brain metastasis on lung cancer,
and the positive response to radiosurgery, it was clinically
assumed that cerebral metastasis most likely originated from
lung adenocarcinoma, and the clinical state was designed as
TIN2M1b. Since there was no expression of programmed
death-ligand 1 (PD-L1), the patient started chemotherapy with
carboplatin and pemetrexed. After five cycles of chemotherapy
without significant intercurrences, the patient presented a
reduction of the size of the pulmonary lesion.

Regarding CCRCC, the patient was submitted to left radical
nephrectomy without complications.

Presently, the patient is under treatment with pemetrexed in a
maintenance dose, remaining asymptomatic and without unusual
neurological symptoms.

DISCUSSION

Synchronous primary malignancies are complex cases
that present with diagnostic, prognostic and therapeutic
uncertainties, mainly if metastatic spread from one or both
primary sites has already occurred. We report a case of
solitary brain metastasis that presented synchronously with
adenocarcinoma of the lung and a primary CCRCC. The
challenges surrounding this case stem from the propensity
of lung cancer to metastasize to the kidneys and brain, and
likewise, the ability for kidney cancers to metastasize to the
lungs and brain. In the literature, MPC cases are mostly seen
in lung, genitourinary, hepatobiliary and gastrointestinal
tract, and the coexistence of lung cancers with primary
renal tumours is less common than other uroepithelial
tumours.® Virtually, any tumour can metastasize to the
brain, being lung cancer, breast cancer, melanoma and
gastrointestinal cancers the most common.”

In this case, knowing that lung cancer is the most common
cause of brain metastasis and RCC is relatively radio-
resistant, it was clinically assumed that the brain metastasis
originated from the lung neoplasia.

Distinguishing between a renal metastasis of lung origin
and a primary RCC, or vice versa, is challenging. Although
the kidney is a rare site of metastatic disease?, and renal
metastases are typically bilateral and multi-focal, they
can also present as extensive, solitary metastases in the
breast, lungs and colorectal patients.® Without symptoms
of renal disease, in the case reported here, the detection
of the left renal mass was a radiological finding, which
by its characteristics undoubtedly suggested a malignant
nature. The indications to perform a biopsy for a renal mass
in patients with a nonrenal malignancy should be based
on the prognosis and the importance of differentiating
the presence of an additional metastatic organ site from
another primary malignancy. The patients with a nonrenal
primary tumour with a long-life expectancy and a single
small renal mass are more likely to benefit from surgical



extirpation over a biopsy.? In this case, urology had proposed
radical nephrectomy, which the patient did not accept at
first. Knowing that surgery is the gold standard treatment
for primary renal neoplasm', we may consider that this
decision delayed the treatment; however, nephrectomy was
eventually performed upon histological confirmation of the
malignancy and this delay had no implications in the final
outcome.

About treatment regiment, considering immunotherapy as
the first line, the patient was evaluated for the expression
of PD-L1. Since this expression was approximately 20%,
this treatment was discarded. It has been described
that cisplatin-based adjuvant chemotherapy provides a
significant advantage in the overall survival of patients with
stage Il and Il NSCLC and pemetrexed plus carboplatin has
better chemotherapy compliance and efficiency in advanced
NSCLC'; this findings were taken into account and guided
our choice.

For the treatment of limited brain metastases, radiosurgery
has become the standard of treatment and could defer as late
as possible whole brain radiotherapy to avoid neurocognitive
dysfunction.*?

The rate of synchronous or metachronous cancers has
been increasing over the last few decades. This is related to
genetic factors of the host, environmental factors connected
to exposure to risk factors, and the interplay of all these
factors.™ In this case, we believe that smoking had an
important role, since it is a risk factor for both tumours. This
further highlights that control of smoking, as a preventable
cause of cancer, remains a priority in the prevention of lung
cancer and other malignancies.

Sara P, etal
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Disseminated Nocardiosis:
an unexpected diagnosis

Nocardiosis diseminada: un diagnostico inesperado
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ABSTRACT

Nocardiosis is a rare opportunistic infection caused by the bacteria Nocardia spp. It may present as a localized cutaneous infection or as an invasive infec-
tion (pulmonary, central nervous system or disseminated). The authors describe a 65-years-old woman, without a known cause of immunosuppression,
admitted with fever, respiratory and constitutional symptoms. After an exhaustive etiological study, it was diagnosed a disseminated nocardiosis (pulmo-
nary and central nervous system), in a probable context of immunosuppression secondary to a previously undiagnosed systemic lupus erythematosus.
Nocardiosis is a serious infection with a variable and non-specific presentation making its diagnosis a challenge.
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INTRODUCTION

Nocardiosis is a rare infection caused by Nocardia spp., an
aerobic gram-positive bacteria, saprophytic of the soil and
aquatic environments.'® Nocardiosis is often classified as
an opportunistic disease being more frequent and severe
in immunocompromised individuals.'®

The main risk factors for the development of nocardiosis
are corticotherapy, organ or bone marrow transplant,
chemotherapy, neoplasia, diabetes mellitus, chronic
obstructive pulmonary disease, sarcoidosis, tuberculosis,
human immunodeficiency virus (HIV) infection, autoimmune
diseases, nephrotic syndrome, alveolar proteinosis,
dysgammaglobulinemia, alcoholism and intravenous drug
use.2479 Nocardiosis is acquired by inhalation or direct
inoculation of the bacteria into the skin and soft tissues.?*9
Clinically, it manifests as a localized cutaneous infection or
as an invasive infection (pulmonary, central nervous system
or disseminated). When the infection occurs in two or more
noncontiguous sites, it is considered disseminated.3™
The main route through which Nocardia spp. can be
acquired is by inhalation, which explains why pulmonary
nocardiosis is the most common clinical presentation.!%9
The standard method for the diagnosis of Nocardia spp.
is isolation in culture medium. The first-line therapy for
nocardiosis is Trimethoprim/Sulfamethoxazol (TMP/SMX)
and in cases of disseminated disease or CNS involvement
a second antibiotic (imipenem, amikacin or ceftriaxone)
is associated.”®® The duration of treatment should vary
between 6 and 12 months."8
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CASE PRESENTATION

A 65-years-old woman was admitted to the emergency
department due to a one week history of fever and productive
cough. The patient also reported asthenia, anorexia, night sweats
and weight loss of about 10% within the previous three months.
The patient had been medicated with amoxicillin/clavulanic acid
and azithromycin for community acquired pneumonia less than
three months before. She had past medical history of gastric
adenocarcinoma submitted to gastrectomy, eight years before the
current episode and without history of recurrence. On admission
the patient was pale, dehydrated and febrile. Blood tests showed
anemia and thrombocytopenia (Hemoglobin 9.9 g/dL, Platelets
82000 U/L) and an elevation of C reactive protein (37.2 mg/L).
Thoraco-abdomino-pelvic computed tomography (CT) showed
two foci of cavitated pulmonary consolidations in the anterior
segment of the right upper lobe and in the inferior segment of the
lingula and pericardial and bilateral pleural effusions. Serologic
tests for human immunodeficiency virus, B and C hepatitis,
Cytomegalovirus and Epstein-Barr virus were negative. Antinuclear
antibodies (ANA) and anti-double stranded DNA (anti-dsDNA) were
positive (ANA 1/1000, anti-dsDNA 800 UL/ml). Sputum smear
microscopy, sputum Mycobacterium tuberculosis nucleic acid
amplification test and sputum culture in Lowenstein medium were
negative. A bronchofibroscopy was preformed, collecting bronchial
and bronchoalveolar lavage (LBA) to anatomopathological,
microbiological, mycological and mycobacteriological analyses.

A performed ultrasound-guided needle biopsy of a cavitated
lung lesion was compatible with necrotizing pneumonia.
Empiric antibiotic treatment with piperacillin/tazobactam and
clindamycin was introduced. ltraconazole was associated after the
identification of fungi with characteristics of Aspergillus fumigatus
in the anatomopathological analyses, and isolation of Aspergillus
fumigatus in BAL culture. After 5 day therapy with itraconazole,
chest CT showed an increased bilateral pleural effusion, a new
opacity in the left upper lobe and an increased nodular cavitation
of the lingula, suggestive of an ongoing infectious process without
the characteristics of aspergillosis. (Figure 1)



Pleural fluid was classified as an exudate (pH 7.21, Lactate
Dehydrogenase 975 U/L, Glucose 58 mg/dl; cytological analyses
with predominance of polymorphonuclear cells), negative for
malignant cells and with a negative microbiological exam. On the
16" day of hospitalization Nocardia spp. was isolated in the blood
and BAL cultures, confirmed by polymerase chain reaction in both
samples. TMP/SMX (320 mg/1600 mg intravenous, three times a
day) and imipenem (500 mg intravenous, four times a day) were
then started. Transthoracic echocardiogram excluded endocarditis.
The patient presented deterioration of consciousness, conjugate
deviation of the gaze and right hemiplegia 3 days afterwards.
Cranio-encephalic CT revealed rounded formations, compatible
with abscesses, within a massive left hemorrhagic lesion at the
caudate-lenticulo-capsular level, associated with perilesional
edema, compression of the ipsilateral ventricle, deviation of
the midline structures, and subfalcine and left transtentorial
uncal herniation. (Figure 2) The patient died on the 21 day of
hospitalization.

DISCUSSION

The authors present a case of disseminated nocardiosis with
pulmonary and central nervous system (CNS) involvement.
Pulmonary nocardiosis is the most common clinical
presentation but its varied and nonspecific clinical and
radiological presentation mimics other infections making its
diagnosis challenging. The imagiological findings are varied
and nonspecific, ranging from nodules, and abscesses to
pulmonary cavitations.”*%° In this case radiological and
histological findings compatible with necrotizing pneumonia
and the subsequent isolation of Aspergillus fumigatusin BAL
baffled the diagnosis. Extrapulmonary nocardiosis can occur
through hematogenous dissemination or a contiguous spread
of necrotizing pneumonitis into the pleura, pericardium,
mediastinum, and vena cava."® Hematologic dissemination
is present in 50% of the cases of pulmonary nocardiosis and
the CNS is the most common secondary site once Nocardia
spp. presents neurotropism.™* The formation of abscesses
at the embolization sites is frequent as this is a pyogenic
bacteria."*° The most severe form is the disseminated
disease that occurs more frequently in immunocompromised
patients, in cases of delayed diagnosis or antibiotic
resistance.®* In this case the patient presented arthralgias
and malar rash with several months of evolution which in
association with positivity for ANAs and anti-dsDNA raised
the suspicion of a possible non diagnosed systemic lupus
erythematosus. The immunosuppression underlying this
autoimmune disease may be associated with an increased
risk for nocardiosis.’

The isolation of the bacteria from a clinical specimen is
crucial for the diagnosis.*® Bacteremia by Nocardia spp. is
rare and other biological specimens should be collected.™
Specimens collected through invasive procedures (e.g.
bronchofibroscopy and biopsies) have an increase diagnostic
profitability.*® The incubation period of the culture media
should be extended to 2-3 weeks since Nocardia spp. is
a slow growing microorganism.*%9 Molecular biology

Zdol, etal

Figure 1. Chest computed tomography — Bilateral pleural effusion
and a nodular cavitation of the lingula.

Figure 2. Cranioencephalic computed tomography — Rounded
formations, compatible with abscesses, within massive left hemorrhagic
lesion at the caudate-lenticulo-capsular level, with perilesional edema,
compression of the ipsilateral ventricle, deviation of the midline
structures, and a subfalcine and left transtentorial uncal herniation.
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techniques are more sensitive and swift adding accuracy to
the diagnosis.*

The treatment instituted in this case was empirical given that
the antimicrobial susceptibility tests for this bacteria were
not available at this medical center. In the case presented,
because it was a disseminated nocardiosis, a second
antibiotic (imipenem) was associated with TMP/SMX.™® In
such cases therapy should be maintained for 12 months.™37

Although nocardiosis is a rare infection, its incidence has
been increasing mainly due to the increasing number of
immunosuppressed patients. Nocardia spp. slow growth in
culture media along with its non-pathognomonic clinical and
radiological findings delay the diagnosis of nocardiosis; a
high level of suspicion is paramount.-Since Nocardia spp. is
a bacteria capable of developing severe metastatic disease,
the early recognition and beginning of appropriate treatment
is fundamental to achieve more satisfactory outcomes.

Galicia Clin 2020; 81 (1) : 16-18
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Cutaneous mastocytosis in the adult:

what lies beneath

LilianaTorres, Francisco Bento Soares, Diana Pereira Anjos, Mari Mesquita

Centro Hospitalar do Tamega e Sousa. Portugal

ABSTRACT

Mastocytosis is a disorder characterized by clonal mast cell proliferation and accumulation within various organs, most
commonly, the skin. Adult-onset mastocytosis is highly suggestive of a systemic involvement and the cases limited to the
skin are uncommon. The authors report a 61-year-old male with pruritus associated with hyperpigmented maculopapular
skin lesions and a positive Darier’s sign. The skin biopsy revealed spindle mast cells infiltrations. The bone marrow study was
normal. He started on H1 antihistamines with significant clinical improvement.

Keywords: Mastocytosis. Mast cells. Darier’s sign.

INTRODUCTION

Mastocytosis is a rare heterogeneous group of hematopoietic
disorders characterized by increased accumulation of mast
cells in one or more organs. The most frequently involved are
the skin but bone marrow, gastrointestinal tract, liver, spleen
and lymph nodes may also be implicated'. The incidence is
estimated in 1 in 1000 to 8000 patients. Adults who develop
mastocytosis often have a systemic disease form at the time
of diagnosis; the cutaneous subtypes account for less than
5% of cases?.

CASE REPORT

A 61-year-old male, without any known diseases or medication,
present with generalized pruritic rash for the past 2 years. He
denied any other symptoms. The physical examination showed
hyperpigmented maculopapular lesions on the trunk and limbs
(Figures 1a and 1h).

Darier’s sign was positive. The rest of the physical exam was
irrelevant. Apart from an erythrocyte sedimentation rate of 11mm/h,
complete blood cell count, blood glucose, renal and hepatic
functions, sodium, potassium, total and ionized calcium were
within normal ranges. Chest radiography, abdominal ultrasound
and bone densitometry had no alterations. Histopathology of
the skin showed perivascular infiltration of the upper dermis
consisting of moderate mononuclear inflammatory infiltrates with
increased number of spindle mast cells. Bone marrow aspirate
was normocellular. He started with oral cetirizine 5mg bid and
loratadine 10mg id with significant clinical improvement. He didn’t
report for regular check-ups.

DISCUSSION

In 1869, Nettleship and Tay described a rare form of
urticaria with pigmented papular lesions, later termed as
urticaria pigmentosa by Sangster in 1878. After mast cells
were described by Paul Ehrlich in 1879, the disease was
classified as mastocytosis. Until 1949, it was believed that
mastocytosis was only a cutaneous disease, but then Ellis
described involvement of visceral organs as well®.
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Figure 1A. Hyperpigmented maculae on the back

Figure 1B. A close-up of the back lesions
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Cutaneous mastocytosis in the adult: what lies beneath

Human mast cells originate from pluripotent cells (CD34+) in
the bone marrow and migrate, through the bloodstream, to
a specific tissue where they differentiate into two subgroups
based on their structures, biochemistry and functions*:
mucosal and connective tissue mast cells.

Release of mast cell-derived mediators, such as histamine,
prostaglandins, leukotrienes, tumor necrosis factor,
interleukins and platelet activating factors may lead to a
variety of symptoms and signs such as erythema, edema,
pruritus, urticaria, bronchoconstriction, headache, flushing,
nasal stuffiness, dizziness, tachycardia, hypotension,
syncope, anorexia, nausea, vomiting, increased gastric
acidity, abdominal pain and diarrhea®. Classic signs such
as Darier’s sign and dermographism are due to the local
release of these mediators®.

Although a number of classification schemes have been
given for mast cell disease, the WHO classification seems to
be more practical and useful for characterizing the disorder’.
It was divided in two main types, cutaneous and systemic, as
described in Table 1, and classified into different subtypes.

Cutaneous mastocytosis describes forms of mastocytosis
limited to the skin, in the absence of involvement of other
organs. Skin lesions may be subdivided into urticaria
pigmentosa, maculopapular cutaneous mastocytosis, diffuse
cutaneous mastocytosis and mastocytoma of the skin.

Systemic mastocytosis involves an extracutaneous site,
most commonly the bone marrow and in some cases, the
gastrointestinal (Gl) tract. The subtypes include indolent
systemic mastocytosis, systemic mastocytosis with an
associated hematologic non-mast cell lineage disease,
aggressive systemic mastocytosis, mast cell leukemia, mast
cell sarcoma and extracutaneous mastocytoma®,

The aim of mastocytosis therapy is to remove or reduce the
symptoms. Treatment involves combining H1 antihistamines
(for pruritus, flushing, urticaria) and H2 antihistamines (to
reduce acidity, diarrhea and other GI manifestations)®. Daily
oral mast cell-stabilisers mitigate onset and frequency of

cutaneous and Gl symptoms. Systemic corticosteroids are
used in ascites, malabsorption, and severe skin disease
(bullous). PUVA therapy is used for persistent urticaria
pigmentosa in adults for cosmetic improvement'?,

Cutaneous mastocytosis that develops in adulthood tends
to persist over time but has a benign prognosis. Rare
cases of progression to aggressive forms such as mast cell
sarcoma and mast cell leukemia have been reported and are
associated with a poor outcome.

To detect disease progression a yearly monitoring is
recommended with serum tryptase levels (which reflect
mast cell burden); complete blood cell count (to rule out
hematologic malignancies); serum chemistry panel to
monitor liver involvement and electrolyte imbalances and
bone densitometry (yearly if documented osteopenia or
osteoporosis and every 3 years if normal bone density).
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Dermatitis exfoliative with
palmoplantar and face
involvement

Mycosis fungoides (MF) is an indolent cutaneous T-cell non-
Hodgkin’s lymphoma." 2% Hereby, we report the case of a
63-years-old man with a history of recurrent erythematous
lesions of the scattered skin (previous diagnosis of
psoriasis). Admitted by erythroderma (dermatitis exfoliative
with palmoplantar and face involvement, not itchy, with a
week of evolution. The histopathological analysis revealed
lymphocytic epidermotropic and CD3 +, CD4 +, CD4 +, CD5
+ and CD8 + lymphocytic infiltrates with atypical cells and
Pauprier microabcesses, confirming the clinical diagnosis of
Mycosis Fungoides (MF). The complementary study did not
reveal other relevant changes, namely Sezary cells in the
blood smear. Visceral involvement was excluded. According
to the TNMB classification of the Mycosis Fungoides
Cooperative Group, the patient was in stage Ill (T4, NO, MO,
BO). He initiated treatment with topical betamethasone and
oral acitretin, with significant clinical improvement. During
the two-year follow-up, the patient remained stable with a
limited number of skin lesions and no evidence of extra-
cutaneous involvement even after suspension of acitretin.
Erythrodermic MF is a diagnostic challenge for clinicians,
and it is often difficult to clinically distinguish it from other
more common entities?. The absence of pruritus and the
frank palmoplantar and face involvement are relevant
diagnostic clues. The prognosis of the disease is generally
good, although it depends on its stage?.
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DIAGNOSIS
Mycosis fungoides presenting as erythroderma.
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Figure 1. Erythroderma (confluent non-pruriginous scaly
erythematous patches.

Figure 2: a) Epidermis with mild acanthosis and spongiosis.
Dermis with dense superficial band-like lymphocytic infiltrate with
epidermotropism and folliculotropism. b) Atypical lymphocytes, with
hyperchromatic and cerebriform nuclei. ¢) Intraepidermal collection
of atypical cells (Pautrier's microabcess). D) Diffuse expression of
CD3.
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Bilateral diagonal
earlobe crease

A seventy-year-old male with hypertension, dyslipidemia
and cerebrovascular disease is admitted after recurrent
syncope. Physical examination was relevant for bilateral
diagonal earlobe crease, also known as Frank sign (figure 1),
with no other findings. Patient had no history of myocardial
infarction, angina and there were no relevant abnormalities
in the electrocardiogram or echocardiogram. Computed
tomography of thorax showed atheromatous calcifications of
aorta and coronary vasculature. Patient was diagnosed with
carotid sinus syndrome and had done well after implantation
of a cardiac pacemaker.

Frank sign was initially described in association with coronary
artery disease’, with moderate sensitivity and specificity,
that still has some accuracy even with contemporary
diagnostic imaging?. There after it has been associated with
atherosclerotic disease in other territories®.
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328.
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DIAGNOSIS
Frank sign as a marker of atherosclerosis
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A pronounced mediastinal
widening

An 89-year-old woman, previously asymptomatic, with
history of cardiovascular risk factors namely hypertension and
dyslipidemia, vascular dementia, presented to the emergency
department with an acute pulmonary oedema in the setting of
a hypertensive emergency. After clinical stabilization, a chest
radiography was performed and evidenced a pronounced
mediastinal widening (Figure 1). Computed tomographic (CT)
angiography revealed an intrathoracic and abdominal aortic
aneurysm measuring 10,7x7,5¢cm on retrocardiac position,
extending 20cm through the renal hilum (Figure 2). Given
the patient’s age and comorbidities she was not eligible for
TAAA surgical repair.

Atherosclerotic disease is the first cause of thoracoabdominal
aneurysms (TAAA) and consequently, cardiovascular risk
factors such hypertension and dyslipidemia are themselves
main contributors for the development and expansion of
TAAA by contributing to the degeneration and weakening
of the aortic wall'2, Lifestyle changes and strict control of
cardiovascular risk factors play an essential role in preventing
the development and enlargement of the TAAA 34,

REFERENCES
1.

Frederick JR, Woo YJ. Thoracoabdominal aortic aneurysm. Annals of Cardiothoracic
Surgery. 2012;1(3):277-285. doi:10.3978/j.issn.2225-319X.2012.09.01.

2. Tong JKT and Rabkin SW. The Relationship between Hypertension and Thoracic
Aortic Aneurysm of Degenerative or Atherosclerotic Origin: A Systematic Review.
Austin Hypertens. 2016; 1(1): 1004.

3. Golledge J, Norman P. Atherosclerosis and abdominal aortic aneurysm: Cause, re-
sponse or common risk factors? Arteriosclerosis, thrombosis, and vascular biology.
2010;30(6):1075-1077. doi:10.1161/ATVBAHA.110.206573.

4. Sidloff D, Choke E, Stather P, Bown M, Thompson J et al. Mortality From
Thoracic Aortic Diseases and Associations With Cardiovascular Risk Fac-
tors. Circulation. 2014 Dec 23;130(25):2287-94. doi: 10.1161/CIRCULATIO-
NAHA.114.010890. Epub 2014 Nov 13.

DIAGNOSIS
Giant aortic thoracoabdominal aneurysm
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Figure 1. Chest radiography evidencing a pronounced mediastinal
widening

Figure 2. Computed tomographic (CT) angiography revealing a giant
intrathoracic and abdominal aortic aneurysm extending through the renal
hilum
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Pelvic extra-peritoneal cyst

Echinococcosis is a zoonotic infection caused by
Echinococcus granulosus, from the family of faeniidae
of the cestoda class and is endemic in South America,
Eastern Europe, Russia, Middle East and China'. In humans,
Cystic Echinococcosis involves usually the liver and lungs.
Treatment involves medical therapy and surgical removal in
any combination, dictated by the stage of disease according
to the World Health Organization (WHO) classification'.

A 75 year-old female patient presented to the Emergency
department with a two week history of nausea and
upper abdominal discomfort. Physical examination
suggested hepatomegaly but laboratory screening was
unremarkable. Abdominal Ultrasound was compatible with
Cystic Echinococcosis of the Liver. Requested Indirect
Hemaglutination for Echinococcus granulosus was positive
with a title of 1/1280. Abdominal CT scan (Fig 1 and Fig 2)
and Magnetic Resonance Imaging (Fig. 3 and Fig. 4) showed
hydatidosis of the Liver and a Pelvic extra-peritoneal cyst with
daughter cysts, consistent with active disease (WHO stage
C3b of disease). The patient started medical therapy with
Albendazol 400mg bid. Burden of disease was considered
significant, with risk of cyst rupture. In this context, medical
therapy was admitted as the initial strategy to lessen the cyst
size and surgical therapy was deferred.
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Extra-visceral Cystic Echinococcosis
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Figure 1. Hepatic hydatidosis with daughter Cysts on Abdominal CT Scan

Figure 2. Pelvic cyst implantation on Pelvic CT scan

Figure 3. T2 ponderation of abdominal Magnetic Ressonance Imaging
showing daughter cysts in the liver

Figure 4. T2 ponderation of Pelvic Magnetic Ressonance Imaging
showing Pelvic implant with daughter cysts




Heart disease associated
to eosinophilia

Hypereosinophilic Syndrome (HES) is a rare,
underdiagnosed syndrome with an estimated male-to-
female ratio of 4-9:1" defined as persistent and marked
blood eosinophilia (> 1.5 x 109/L for more than six
consecutive months. This condition is characterized by
persistent eosinophilia for a period longer than 6 months
associated with end-organ involvement and without a
primary cause for eosinophilia.

Heart Disease associated to eosinophilia can be seen
in several conditions, such as Loffler’s Endocarditis,
Polyangiitis with granulomatosis, HES, parasitic or
haematological malignancies. Cardiac involvement in
HES occurs in three phases: acute necrosis, thrombosis
and finally fibrosis.?

A 43-years-old female patient presented to the
Emergency Department with a one-week history
of shortness of breath, asthenia and precordial
pain. Examination revealed crackles on pulmonary
auscultation. Blood analysis showed leucocytosis with
eosinophilia 27000/pL, C-Reactive Protein (CRP) 5mg/
dL, troponin | 1.71ng/L, Erythrocyte Sedimentation rate
(ESR) of 71mm/h. Electrocardiography (Figure 1) showed
negative T waves in precordial leads and transthoracic
echocardiography was consistent with left ventricle
septal hypertrophy with diastolic disfunction and
minimal pleural effusion. Immunology laboratory studies
including Anti-Neutrophil Cytoplasmic Antibodies (ANCA)
and Anti-Nuclear Antibodies (ANA) were negative, and
complement C3 and C4 were normal; there was no history
of undercooked pig meat, stool evaluation for parasites
was negative, serology by Enzyme-linked Immunosorbent
Assay (ELISA) for Strongyloides stercoralis and Taenia
solium were negative; Brain, Thoracic, Abdominal and
pelvic CT scan showed no lesions attributable neither
to parasitosis including Cysticercosis nor neoplasm;
Peripheral Blood Lymphocyte populations were normal
and myelogram demonstrated eosinophilia in several
degrees of maturation, hypogranular and with large
vacuoles. Cardiac Magnetic Resonance showed
evidence of endomyocardial oedema and fibrosis of the
medial and apical segments of the anterior and inferior
septal walls (figures 2-4), and evidence of pericardial
inflammation (figure 5). These findings were consistent
with HES with Eosinophilic myocarditis and pericarditis.

The patientwastreated with highdose methylprednisolone
for 5 days followed by tapering dose of prednisolone.
After 5 days of methylprednisolone, Eosinophilia had
resolved (120/ pL), ESR normalised (11mm/H) and
the patient’s symptoms alleviated. After 10 days of

Figure 1. ECG at admission

Figure 2. T2 Black Blood ponderation showing septal edema

Figure 3. Early Gadolinium Enhancement MRI showing septal wall edema
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prednisolone therapy, the patient maintained clinical and Figure 4. Late Gadolinium Enhancement MR
laboratory response and was discharged form hospital under showing septal Wall fibrosis
prednisolone 10mg/day. Six months after hospital discharge,
an attempt to tapper corticoid therapy (to 5mg/qd) was met
with a rise in peripheral blood eosinophils to 3540/uL, thus
frustrating this attempt. After one year of follow-up the
patient remains asymptotic, without eosinophilia, under
prednisolone 10mg qd.
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Figure 5. Late Gadolinium Enhancement MRI showing
pericardial inflammation
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Imagenes médicas: Imagenes curiosas, insélitas o demostrativas. Se acompafaran con un texto breve, como méximo 1 pagina de 30 lineas, en el que
se explique el caso clinico, con una breve discusion acerca de la importancia de la imagen. EI nimero maximo de firmantes sera de dos.

Restimenes de Tesis doctorales: Elaborados por el autor, describiran el trabajo realizado; su extension maxima sera de 2 paginas de 30 lineas. Debe
incluirse un apéndice con los datos correspondientes a Universidad, departamento, director de la tesis y fecha de presentacion.

Otros: La direccion de la revista considerara para su publicacion cualquier articulo relacionado con la medicina en cualquier aspecto, aunque no se
incluya exactamente dentro de los supuestos anteriores. En este caso se recomienda antes de su envio contactar con la direccion para acordar las
caracteristicas del mismo.

Todas las opiniones o afirmaciones expresadas en los articulos corresponden a los autores de los mismos. Tanto el comité editorial como la SOGAMI
declinan cualquier responsabilidad a este respecto.

Los trabajos publicados seran propiedad de GALICIA CLINICA, cediendo los autores todos los derechos a la misma. El envio de un articulo a través del
sistema electronico de la revista supone la aceptacion de este punto . En el caso de que los trabajos enviados incluyan imégenes, figuras, tablas o textos
sometidos a copyright, sera responsabilidad de los autores la obtencion de los permisos necesarios para su publicacion.

Consideraciones generales sobre la estructura de los articulos

Los trabajos reuniran los requisitos de uniformidad habituales en revistas biomédicas. Dichos requisitos se pueden consultar en “Uniform Requirements
for Manuscripts Submitted to Biomedical Journals: Writing and Editing for Biomedical Publication, Updated April 2010”, disponible en http://www.icmje.
org. Se recomienda encarecidamente leer en especial la seccion “Preparing a Manuscript for Submission to a Biomedical Journal” (http://www.icmje.org/
recommendations/browse/manuscript-preparation/) y sequir fielmente sus indicaciones a la hora de redactar el trabajo a enviar.

Referencias: Indique las referencias en el texto con un nimero en superindice de forma correlativa segun el orden de aparicion. Las referencias
iran numeradas de esta forma en la lista final después del manuscrito de acuerdo al formato recomendado por el ICJME. El listado completo puede
encontrarse en este enlace: https://www.nlm.nih.gov/bsd/uniform_requirements.html, siendo las referencias mas habituales las siguientes:

- Articulo de revista:
Halpern SD, Ubel PA, Caplan AL. Solid-organ transplantation in HIV-infected patients. N Engl J Med. 2002;347:284-7.

Rose ME, Huerbin MB, Melick J, Marion DW, Palmer AM, Schiding JK, et al. Regulation of interstitial excitatory amino acid concentrations after cortical
contusion injury. Brain Res. 2002;935:40-6.

- Libro de autores individuales:
Murray PR, Rosenthal KS, Kobayashi GS, Pfaller MA. Medical microbiology. 4° ed. St. Louis: Moshy; 2002.

En relacion con los articulos de revista, se incluiran los seis primeros autores seguidos por “et al” y se utilizaran las abreviaturas de las revistas del
catalogo de Pubmed/Medline (http://www.ncbi.nlm.nih.gov/nimcatalog/journals).

Los autores deben incluir las referencias a las fuentes primarias siempre que sea posible, evitando las fuentes secundarias o las referencias a trabajos no
publicados, comunicaciones en congresos, etc. Es responsabilidad de los autores asegurar la exactitud de las referencias citadas.
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