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Theory of unpleasant symptoms: 
support for the management of symptoms 

in children and adolescents with cancer

Teoria dos sintomas desagradáveis: subsídios para o manejo 
de sintomas em crianças e adolescentes oncológicos

Teoría de los síntomas desagradables: subvenciones para 
manejar síntomas en niños y adolescentes con cáncer

ABSTRACT
Objective: To present an overview of the clusters of neuropsychological symptoms in children and adolescents with cancer from the 
perspective of the Theory of Unpleasant Symptoms.
Methods: A theoretical and refl ective study based on international literature and the critical analysis of the authors. 
Results: In scientifi c literature, there is scarcity of international studies and an absence of studies in Brazil regarding the neuropsycho-
logical symptom clusters in children and adolescents with cancer. The theory of unpleasant symptoms is consistent because it empha-
sizes the complexity and interaction of the symptoms, the interrelationship between symptoms, the factors that infl uence symptoms, 
and the results and consequences of symptoms, thus supporting the planning of nursing interventions in paediatric oncology. 
Conclusion: It is essential to update knowledge on this subject and discuss the theories that support research and the clinical practice 
of symptom management in order to better qualify nursing care.
Keywords: Concurrent symptoms. Neoplasms. Child. Adolescent. Oncology nursing.

RESUMO
Objetivo: Apresentar o panorama atual dos clusters de sintomas neuropsicológicos em crianças e adolescentes com câncer, na pers-
pectiva da Teoria de Médio Alcance de Sintomas Desagradáveis. 
Métodos: Estudo teórico-refl exivo baseado na literatura internacional e na análise crítica dos autores. 
Resultados: A literatura científi ca apresenta resultados escassos internacionalmente e ausentes no Brasil, no que diz respeito aos 
clusters de sintomas neuropsicológicos em crianças e adolescentes com câncer. Esta é uma teoria consistente porque enfatiza a com-
plexidade e a interação dos sintomas, as inter-relações entre os mesmos, os fatores que os infl uenciam e os resultados e consequências 
destes, corroborando o planejamento de intervenções de enfermagem em oncologia pediátrica. 
Conclusão: Atualizar o conhecimento desse tema, bem como discutir as teorias que dão suporte à pesquisa e à prática clínica no 
manejo de sintomas, é parte fundamental para qualifi car o cuidado de enfermagem.
Palavras-chave: Sintomas concomitantes. Neoplasias. Criança. Adolescente. Enfermagem oncológica.

RESUMEN
Objetivo: Presentar el panorama actual de grupos de síntomas neuropsicológicos en niños y adolescentes con cáncer, en perspectiva 
de Teoría de Síntomas Desagradables. 
Métodos: Estudio teórico y refl exivo basado en la literatura internacional y el análisis crítico de los autores. 
Resultados: La literatura científi ca presenta internacionalmente escasos resultados y que faltan en Brasil con respecto a los grupos de 
síntomas neuropsicológicos en niños y adolescentes con cáncer. Esta es una teoría consistente, ya que hace hincapié en complejidad 
e interacción de los síntomas, las interrelaciones entre ellos, los factores que infl uyen y los resultados y las consecuencias de éstos, el 
apoyo a la planifi cación de las intervenciones de enfermería en oncología pediátrica. 
Conclusión: Actualizar el conocimiento sobre este tema, así como para discutir las teorías que apoyan la investigación y la práctica 
clínica en el manejo de los síntomas es fundamental para califi car el cuidado de enfermería.
Palabras clave: Síntomas concomitantes. Neoplasias. Niño. Adolescente. Enfermería oncológica. 
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 INTRODUCTION

Children’s cancer represents 1% to 3% of all malignant 
tumours in most populations(1). In Brazil, from 2014 to 2015, 
the estimated average number of new cases of tumours 
among children aged 0 to 19 is 11.840, and tumours are the 
leading cause of death by disease among children under 
19 in all Brazilian regions(2). 

Although the cure and survival rates have improved 
signifi cantly in recent decades, the long-term debilitating 
and intensive treatment leads to physical and behavioural 
symptoms that change the lives of these patients and their 
families(3). Children and adolescents with cancer experi-
ence a variety of symptoms that sometimes occur simul-
taneously(4). These symptoms are associated with a worse 
prognosis, including low survival rate, reduced treatment 
adherence and a diminished quality of life(4). The impor-
tance of evaluating and intervening with the symptoms, 
both in terms of patient survival and of ensuring a better 
quality of life during and after treatment, is well established 
and is currently part of the pillars of research in clinical on-
cology and a priority in research in oncology nursing(5). 

Some of these symptoms can last for up to 10 years af-
ter the treatment and cure, and can infl uence experiences 
that can range from the patients’ relationship with their 
bodies, their families, society and their social roles, to un-
derstanding their identity, values, and self-confi dence(3). 

Nurses should acknowledge and be aware of the suf-
fering of the children and adolescents with cancer who ex-
perience one or all of the symptoms of the various clusters. 
To manage the symptoms eff ectively, nursing interventions 
should include the evaluation of the symptoms individu-
ally and as whole in order to understand their interactive 
nature. The middle-range theory of unpleasant symptoms 
proposes that common factors can infl uence the experi-
ence of diff erent symptoms, and therefore similar interven-
tions can be eff ective in relieving one or more symptoms(6). 
Whereas nursing theories standardize and systematize the 
approach to a given aspect, in a model capable of providing 
practical guidance in order to serve a clinical purpose, these 
theories provide a substantial theoretical basis that can help 
to describe, explore and predict phenomena of interest(7).  

A broader understanding of neuropsychological symp-
tom clusters related to children’s cancer in light of this the-
ory might provide a basis for future care interventions for 
these patients. Consequently, the aim of this theoretical-re-
fl exive paper is to present an overview of the clusters of 
neuropsychological symptoms in children and adolescents 
with cancer from the perspective of the middle-range the-
ory of unpleasant symptoms. 

  CANCER SYMPTOM CLUSTERS - 
FROM SICKNESS BEHAVIOUR TO 
NEUROPSYCHOLOGICAL SYMPTOM 
CLUSTERS

Recently, researches involving symptom clusters have 
been proposed by nurses, specifi cally regarding studies 
that address the relationship between the occurrence of 
symptoms and their underlying dimensions(8). The term 
cluster is defi ned as a group of symptoms that are related 
to each other and that can be predictable(9). The current 
challenge for the exploration of symptom clusters is to 
clearly demonstrate the signifi cance of a cluster in terms 
of interaction levels, patterns of association and synergy. 

 A neuropsychological symptom cluster was fi rst ob-
served when laboratory animals were inducted with in-
fectious agents and injected with proinfl ammatory cyto-
kines. This infectious and infl ammatory condition resulted 
in a phenomenon called sickness behaviour(10). Sickness 
behaviour refers to a grouping of physiological responses 
(fever, pain, increased activity of the hypothalamic-pitu-
itary-adrenal axis and the autonomic nervous system) and 
behavioural responses (changes in sleep pattern, loss of 
interest in daily activities, dysphagia, decreased social inter-
action and sexual interest) that was originally discovered 
during experiments on murines(11).  Similarly, in humans, 
fatigue, pain, insomnia, depression and cognitive disorders 
were observed in patients with cancer that showed high 
levels of proinfl ammatory cytokine expression(12).  

The detection of sickness behaviour and neuropsycho-
logical symptoms suggests the communication between 
the immune system and the central nervous system, which 
orchestrates a set of responses that can trigger behavioural 
and physiological changes in humans and animals(10). 
Therefore, the concept of sickness behaviour enables the 
appearance of a concept that is applied to human health; 
the neuropsychological symptom cluster. This is defi ned as 
a set of emotional and/or behavioural symptoms that can 
be related to a psychological and/or neurological dysfunc-
tion that tends to occur in cancer patients(11).  

Similarities between the symptoms of sickness be-
haviour and the neuropsychological symptom cluster in 
cancer patients supports the hypothesis that proinfl amma-
tory cytokines may be related to possible biological mech-
anisms and to the etiology of this symptom cluster(10).  The 
release of pro-and anti-infl ammatory cytokines, such as IL-1 
β, IL-6, IL-8, IL-10, IL-12p70, TNF-α and interferons may be re-
lated to the installation of a neuropsychological symptom 
condition, including depressed mood, fatigue, cognitive 
disturbance, anorexia, sleep disorders and increased sensi-



Theory of unpleasant symptoms: support for the management of symptoms in children and adolescents with cancer

111Rev Gaúcha Enferm. 2015 Sep;36(3):109-12.

tivity to pain. Scientifi c evidence suggests a consistency in 
the hypothesis that changes in cytokines and other neuro-
immunological processes can be critical to the production 
of symptoms and, potentially, to the treatment and pre-
vention of symptoms(8).

A study based on a mixed linear model showed that ad-
olescents who were experiencing higher levels of fatigue 
and suff ered from more sleep disorders also presented more 
depressive symptoms and behavioural alterations(11). The 
symptoms of several clusters can also be grouped together 
and create a synergistic eff ect or a predecessor eff ect. This 
means that a single symptom can exist within a cluster. This 
symptom is called a predictor because it is associated with 
the likelihood of a cluster symptom(13). When this predictor 
symptom is identifi ed, it is called a sentinel symptom(14). 

An understanding of the experiences of children and 
adolescents with several neuropsychological symptom 
clusters can provide a scientifi c basis for new nursing in-
terventions, mainly in relation to managing concomitant 
symptoms and enabling the identifi cation of signs and 
symptoms that will help predict other relevant clusters.

The middle-range theory of 
unpleasant symptoms 

The theory of unpleasant symptoms (TUS) is a mid-
dle-range theory that was created and introduced in 1995 
by research nurses who were engaged in clinical practice(6). 
This theory has three main components: the symptoms 
the individual is experiencing, the factors that infl uence 
or aff ect symptoms and that give rise to the nature of the 
symptoms, and the consequences of this experience. Each 
symptom is considered a multidimensional experience 
that can be measured separately or together with other 
symptoms. Although symptoms diff er from each other, 
they share some dimensions, such as intensity, time, de-
gree of perceived suff ering and quality. In this theory, three 
factors infl uence such dimensions: 1) physiological factors; 
2) psychological factors; and 3) situational factors, which 
cause individuals to experience the same symptoms in dif-
ferent ways(4, 6).  

TUS encourages nurses to seek new clusters of symp-
toms and propose non-pharmacological interventions for 
the management of these symptoms(6). Unpleasant symp-
toms, their interaction, synergy and complexity are experi-
enced daily by patients who receive care. To identify poten-
tial factors of infl uence, this theory provides a framework 
that helps to determine the extent of the overlap between 
the symptoms at a level of abstraction that is compatible 
with nursing diagnoses and interventions(15). 

The translation of nursing theories for their applica-
tion in the professional care context is a current chal-
lenge for both research nurses and practicing nurses. 
Middle and long range theories enable nurses to com-
bine clinical practice and theory, and to study, explore, 
plan, or survey the science of nursing and its respective 
theories(15). They also include and combine concepts re-
lated to the experience of physical and subjective symp-
toms so that they can be easily applied to practice in 
specific populations (children, adolescents, adults and 
the elderly) and in particular situations (treatable can-
cers and palliative care, for example). This range of con-
cepts presented by the TUS favours the creation and 
implementation of new ideas that are translated into 
new practices and knowledge for the provision of better 
healthcare(15). 

 FINAL CONSIDERATIONS

There is potential for the advancement of science in 
the fi eld of neuropsychological symptom clusters, and 
their evaluation and interactions, in children and adoles-
cents with cancer. Similarly, the evaluation of changes in 
the severity of these symptoms over time through the bi-
ological mechanisms involved in their genesis is a promis-
ing proposal. Although researchers are currently exploring 
the biological pathways of these symptoms in adults with 
cancer, among children and adolescents with cancer these 
eff orts are still in the early stages.

In addition to understanding the experiences of symp-
toms in children with cancer, the need to link the clinical 
practice of nursing to an understanding of the biological 
mechanism of symptoms reported by cancer patients is 
even more critical, especially regarding the occurrence, in-
teraction and synergy of these symptoms.

Until more defi nitive studies of symptom clusters are 
carried out, nurses should pay extra attention to patient 
reports and should be qualifi ed to monitor, identify and 
record the occurrence of multiple symptoms in order to 
create more personalized care plans. 

TUS is a powerful tool that can be used to under-
stand neuropsychological symptoms in children and 
adolescents with cancer, and it provides a useful and 
consistent theoretical framework for planning nursing 
interventions. This theory offers a wide range of uses be-
cause it emphasizes the complexity and interaction of 
symptoms, their correlations,  the factors that influence 
symptoms, and the results and consequences of symp-
toms. The assumption that there is an interrelationship 
between the symptoms presented by the TUS is quite 
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challenging. When symptoms are examined in their en-
tirety and nursing interventions are created on the basis 
of the interactive nature of symptoms, these interven-
tions becomes specific and personalized for each user, 
and therefore more effective. 
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