
   Schweizer Krebsbulletin  Nr. 4/2013 309

ORIGINALARTIKEL

Neglected symptoms 
in palliative cancer care
Tanja Fusi and Piero Sanna, Palliative Care Service 
and Unit, Oncology Institute of Southern Switzerland, 
Bellinzona

Keyword: advanced cancer, anxiety, depression, 
insomnia, diarrhea, hiccup, pruritus

Introduction

Cancer is a potent inducer of a broad spectrum of physical 
and psychological symptoms. Most of these symptoms, usu-
ally representing current clinical problems, are being recog-
nized, assessed and managed into a modern concept based 
on the promising way of the early integration of oncology 
and palliative cancer care. Nevertheless some symptoms 
seem to gather less interest in caregivers and they are still 
poorly assessed and managed; these failures often result in a 
suboptimal palliation in many complex patients. Common 
cancer-related symptoms like fatigue, pain, dyspnea or nau-
sea and vomiting are commonly reported in medical litera-
ture and usually well documented in patients’ charts. The 
attention paid to these topics has generally positive conse-
quences on their management. Some other, even frequent 
symptoms, some of them physical and others psychological, 
tend to be under considered, if not neglected in practice. In 
a dynamic and comprehensive oncologic medicine, like the 
one of the third millennium should be, an increasing effort 
should be produced in order to approach all possible causes 
of sufferance, an unfavorable human condition where also 
«neglected symptom» may play a major role.

In this short paper we would like to address some of these 
topics, focusing on some symptoms that may become a 
consistent problem in our daily medical practice.

Anxiety 

Anxiety is a complex, frequent and typically persistent 
symptom in many cancer patients (and also in patients 
affected by other chronic advanced diseases) where the 
prevalence of mental disorders is reported to be around 
20-40% (Teunissen et al, 2007; Fischer and Wedel, 2012; 
Mitchell et al, 2011; O’Connor et al, 2010). The symptom 
may be pre-existent to, worsened by or newly generated 
by the diagnosis of cancer itself, by the treatment or by 

the negative course of the disease itself. It is often asso-
ciated with other concomitant, physical or psychological 
(depression!), chronic or refractory symptoms. Since can-
cer always represents a concrete threat for the human in-
tegrity, it would sound reasonable to accept a «physiologi-
cal level» of anxiety in this patients’ population.

According to patient-related characteristics and concur-
rent circumstances, anxiety may negatively evolve and 
tend to get out of control, thus becoming a problem itself 
and further generating collateral morbidity. The patho-
logical development of the symptom is characterized by 
the disproportion to the concurrent threat, by the persis-
tence and worsening of its course without any active treat-
ment and by the negative influence on patients daily func-
tioning (Stark and House, 2000). The strong connection 
among anxiety and other symptoms has been matter of 
discussion in the medical literature since a long time. No-
toriously the expression of other somatic symptoms (both 
in quality and quantity) may be strongly influenced by the 
presence of uncontrolled anxiety and/or depression (Stark 
and House 2000, Delgado-Guay et al, 2009). From an on-
cologic point of view, in patients still undergoing active 
anticancer therapy, uncontrolled anxiety may theoretically 
interfere with the scheduled anticancer treatment, for in-
stance by producing delays or lack of compliance.

The management should as usual begin with a proper as-
sessment, identifying people who need specific non-phar-
macological and/or pharmacological support. In a great 
meta-analysis of the literature published on this topic in 
1999, the authors underlined the importance of putting 
the patients early in experienced hands since most of these 
patients will need to be followed and supported over a 
long period of time (Sheard and Maguire, 1999). 
Non-pharmacological management of anxiety should in-
clude expert nursing approaches, different psycho-onco-
logic intervention modalities, cognitive-behavioral treat-
ments and/or relaxation training (Pautex, 2006).
Different families of drugs have been more or less success-
fully used in the management of anxiety in cancer patients 
as reported in the literature. Basic pharmacotherapy has 
displayed only small variation in the last years (Stark and 
House, 2000; Traeger et al, 2012).
Beta-blockers may be useful to control anxiety-related 
symptoms like palpitations and tremors. Long-acting ben-
zodiazepines will display some activity in the management 
of recurrent symptoms while neuroleptic drugs may be 
combined with them in order to increase the pharmacolog-
ical efficacy. Short-acting benzodiazepines should be used 
only with caution according to their potential induction of 
dependency. Antidepressants (mostly tricyclic ones) may be 
useful but the onset of anxiolytic activity may be slow or 
delayed (Stark and House, 2000, Pautex, 2006, Fischer and 
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Comprehensive, evidence-based guidelines on the man-
agement of depression in palliative care have been re-
cently published (Rayner et al, 2011). The third of three 
sections is dedicated to the treatment decisions, including 
the choice and integration of psychological therapies and 
of antidepressant drugs. The psycho-oncologic approach 
is becoming more and more relevant in daily practice, 
cognitive behavioral therapies are widely documented and 
accepted in different population of chronic illnesses but 
they are unfortunately poorly studied in palliative care. 
Antidepressants are usually effective in the treatment of 
cancer-related depression, where modern ones (second 
generation antidepressants) may be more effective than 
older ones (Rayner et al, 2011). One can expect today that 
medical oncologists and palliative care specialists should 
be well documented, if not familial, with relevant issues 
like indication, use and side effects of common antidepres-
sants in cancer medicine. Nevertheless an expert manage-
ment should be strongly recommended for these clinical 
situations where depressive mood is taking a prominent 
role inside the course of the main disease.

Insomnia

While primary insomnia is often a complex medical and 
neurological problem usually well assessed and conse-
quently managed (Roth, 2007), cancer-related insomnia 
is a common, underassessed and undermanaged clinical 
problem. The prevalence of sleep disturbances in patients 
studied in hospice/palliative care populations ranks in the 
literature from 23% up to 50% (Ng and Von Gunten, 
1998; Savard et al, 2001). The causes why patients with 
advanced cancer show sleep disturbances up to heavy or 
even therapy-refractory insomnia are usually multifacto-
rial (Roth, 2007), being insomnia itself considered rather 
a syndrome than a symptom.

Sleep represents an essential function of human beings for 
the maintenance of both well-being and quality of life. In 
chronic-evolutive diseases, like cancer, insomnia and sleep 
disturbances may become «secondary» diseases inside 
the main disease itself, thus actively contributing to the 
global burden of sufferance. In fact the «insufficiency» in 
medical assessment and intervention may generate a wors-
ening in the perception of other somatic and/or psycho-
logical symptoms like fatigue, pain, anxiety and depres-
sion, just to make a list of the more common ones (Sanna 
and Bruera, 2002; Savard et al, 2001; Roth, 2007). Insom-
nia may also have a detrimental influence on familial rela-
tionships and balance, finally resulting in a concrete risk 
of burn-out and collapse for the caregivers and the social 
net. Since patients with advanced diseases do not always 
report spontaneously specific sleep-related complaints, it 
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Wedel, 2012, Traeger et al, 2012). New antiepileptic drugs 
(like Pregabaline), currently used for the management of 
neuropathic pain, have been reported to be of some help in 
the management of anxiety disorders (Bandelow et al, 2007) 
but data in cancer patients’ population are still poor.

Depression

Mood disorders and depression represent common and 
unfortunately frequently overlooked clinical problems in 
cancer medicine, their prevalence being around 30-40%, 
with relevant differences reported in the literature accord-
ing to tumor type (1% in acute leukemia patients, up 
to 40% in patients with solid neoplasias) (Massie, 2001; 
Chochinow, 2001; O’Connor et al, 2010; Mitchell et al, 
2013). Depression truly represents a daily challenge, a 
matter of concern and even of frustration for all caregiv-
ers, not only for its direct clinical impact but also for its 
strong interaction with the course of the main disease 
and of other somatic symptoms (like pain, dyspnea, nau-
sea,…) further complicating already heavy care situations 
(Brenne et al, 2013; Delgado-Guay et al, 2009; Massie, 
2000). Typical depression-related clinical features may 
become clinically detectable as lowered mood, diminished 
motivational drive, despair, anxiety, relentless focus on the 
actual situation, social withdrawal, restlessness, disrupted 
sleep, appetite and weight changes, worthlessness, feeling 
of guilt and thoughts of death as a solution, as recently 
summarized in a nice review article (Brenne et al, 2013).

Some barriers may prevent from a proper assessment and 
a following adequate management of depression in can-
cer patients, one of them surely being the assumption, by 
both physicians and caregivers, that cancer itself can un-
derstandably generate some mood fluctuations and finally 
depression in patients diagnosed with a life-threatening 
disease (Chochinow, 2001; Wasteson et al, 2009). Further-
more some caregivers being short of time could hesitate to 
actively enter complex psychosocial issues where they just 
feel not to be adequately educated for. 

As a serious alert signal initially and as a progressive psy-
chosocial disease inside the cancer history itself, depres-
sion should be addressed according to the latest standards 
of care and whenever possible managed early in expert 
hands, particularly for the timely appropriate introduc-
tion and the further optimizing procedure of specific non-
pharmacologic and pharmacologic treatments (Chochi-
now, 2001; Fischer and Wedel, 2012). The goals of an 
expert management should be to restore an acceptable 
psychosocial balance as well as limiting further morbidity 
induced by depression itself, this possibly resulting in a 
gain of quality of life. 
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is recommended to both physicians and nurses to actively 
ask about these topics. Important information may help 
identify reversible causes or concomitant factors amenable 
to control (Roth, 2007).

Non-pharmacological management should include sim-
ple measures like avoiding naps during the day, empty-
ing bladder before bedtime, organize a comfortable room 
and bed as well as a quiet environment (Sanna and Bru-
era, 2002; Khemlani, 2008). Some drugs (corticosteroids, 
psychostimulants) and even physiological substances 
(like vitamins) may interfere with a healthy sleep and 
should therefore be avoided. Pharmacological treatment 
historically includes established drugs like benzodiaz-
epines, imidazopyridine (Zolpidem®), antipsychotics, 
and antidepressants (Sanna and Bruera, 2002; Khemlani, 
2008; Hirst et al, 2008) but also newer ones like selec-
tive extrasynaptic GABA (A) receptor agonists (Roth bis, 
2007; Khemlani, 2008). In the situation of a refractory, 
patient-debilitating insomnia, the early consultation of a 
specialist may help to reduce the devastating impact of 
poor sleep on cancer symptoms and quality of life and to 
overcome patients and caregivers’ frustration.

Diarrhea

The exact definition of diarrhea is inconsistent. For 
clinical purposes it can be characterized as an increase 
of usual daily stool weight, water content or frequency 
(Mercadante, 1995). The manifestation of diarrhea in ad-
vanced cancer can be very distressing and limits the qual-
ity of life (Alderman, 2005). Its prevalence is reported to 
be approximately 4% (Mercadante, 1995; Teunissen et 
al, 2007). It should be considered in this context that 
several factors may affect intestinal secretion, absorption 
and motility (Alderman, 2005), resulting in malnutri-
tion, water and electrolyte depletion. Considering the 
pathophysiology of the intestine function, where intes-
tine secretion, absorption and motility play a fundamen-
tal role, helps to highlight the main causes for diarrhea 
in advanced cancer (Fallon and O’Neill, 1997). Among 
these, it is mandatory to underpin different pathophysi-
ological pathways, such as alteration of the intestine 
secretion and absorption (e.g. pancreatic insufficiency, 
acquired lactose intolerance after antibiotic therapy due 
to changes to the normal intestinal flora, chemothera-
peutics and radiation enteritis) and motility (partial in-
testinal obstruction, fecal impaction, Clostridium difficile 
infection, inadequate use of laxatives).

The treatment of diarrhea in advanced cancer patients can 
be very challenging, given the fact that that a multifac-
torial etiology has usually to be taken into account. En-

suring adequate hydration can enhance symptom control, 
such as dry mouth and orthostatic hypotension. Intra-
venous fluid administration should be considered atten-
tively, according to the patient’s performance status, se-
verity and potential reversibility of the intestinal process. 
Simple carbohydrates, such as toast or crackers, will add 
back small amounts of electrolytes and glucose, milk and 
other lactose-containing products should be avoided, in 
consideration of a possible underlying acquired lactose in-
tolerance (Noble et al, 2002; Alderman, 2005). Infectious 
diarrhea should be identified and treated with appropri-
ate antibiotic therapy; if Clostridium difficile in identified 
in stool cultures, a probative administration of probiotics 
may be helpful (Zhongzhen and Vaziri, 2012). Opioids 
have a strong anti-diarrheal action, mediated through 
µ-receptors in the intestinal wall; they increase the non-
propulsive activity and reduce peristalsis in several gut 
segments, as well as inhibiting fluid retention (Zhong-
zhen and Vaziri, 2012). The use of Loperamide and opium 
tincture can be safely advised, in consideration of the ab-
sent blood-brain barrier crossing, with favorable side ef-
fect profile (Mercadante, 1995). In severe refractory secre-
tory diarrhea a trial with Octreotide should be considered 
(Alderman, 2005).

Hiccup

The precise physiologic mechanism generating hiccups 
(or singultus, an onomatopoeic word remembering the 
characteristic sound produced while hiccupping) is not 
fully understood, although it seems that the anatomic 
reflex (afferent and efferent limb) is associated with the 
phrenic and vagus nerves, whereas the central connection 
is anatomically attributed to cervical segments C3-C5 to 
the respiratory center, the brain stem and up to the med-
ullary reticular formation and the hypothalamus (Rous-
seau, 2003).

Hiccups are devoid of physiologic functions and when 
persistent and severe, can interfere with correct nutrition, 
contributing to cachexia and dehydration, as well as ex-
acerbate pain in patients with bony metastases, therefore 
leading to an impairment of the activities of daily living 
and reducing the quality of life (Smith and Busracam-
wongs, 2003).
The major causes of hiccups can be characterized accord-
ing to anatomical regions (e.g. central nervous system in-
fections, foreign body in the head and neck region, thorac-
ic Herpes zoster, esophageal obstruction, bowel obstruction) 
as well as considering metabolic derangement (e.g. hypo-
kalemia, uremia, hypocalcaemia, hypocarbia) and the ad-
ministration of various medication (e.g. Dexamethasone, 
benzodiazepines, Methyldopa).
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Cholestyramine (when relieving a biliary obstruction via 
stenting is not possible), which inhibits the bile salt re-
circulation (Lidstone and Thorns, 2001). Other treatment 
options include topical Lidocaine, Paroxetine, Mirtazap-
ine, Hydroxyzine and Ondasetron with different results 
in terms of evidence and efficacy (Seccareccia and Gebara, 
2011). General skin care which soothes inflamed skin and 
at the same time prevents further abrasions, eruptions and 
irritation, is mandatory to reduce co-factors potentially 
favoring the exacerbation of pruritus (Noble, 2008).

Conclusions

Neglected symptoms represent a concrete clinical prob-
lem in modern oncology, often underassessed and there-
fore undertreated. It is mandatory to recognize those is-
sues in order to reduce sufferance burden and to maintain 
an acceptable level of quality of life as long as possible.
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