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Cancer related fatigue is a common and distressing symptom for patients with cancer during and after primary

treatment, and also in the palliative phase of the disease trajectory.

fatigue palliative care cancer cancer related fatigue

| 1. Introduction

Fatigue is one of the most distressing symptoms experienced by patients with cancer and has a high prevalence in
cancer patients . Fatigue can occur before, during and after treatment and persist for a long time B8], Different
definitions have been used, but today the most widely used definition stems from the National Comprehensive
Cancer Network, NCCN, “Cancer-Related Fatigue is a distressing, persistent, subjective sense of physical,
emotional, and/or cognitive tiredness or exhaustion related to cancer or cancer treatment that is not proportional to

recent activity and interferes with usual functioning” &.

The concept of fatigue as a multidimensional symptom has been challenged by the notion that fatigue rather
should be regarded as a set of multiple symptoms to be addressed separately 28, The trajectory of fatigue may
also change in accordance with development of the cancer disease, with physical but not mental fatigue reported
to be more severe in advanced stage cancer patients compared to cancer survivors or healthy individuals [EIE],
Cancer related fatigue (CRF) could have a negative impact on patients physical, psychological, social and
existential wellbeing, with an impaired experience of quality of life (QoL) as a result 2. Most research regarding
treatment strategies to reduce CRF has been performed in younger patients, with a bias towards women with

breast cancer during or after primary treatment (2,

Various measurements are being used to assess presence, frequency and severity of symptoms in palliative care
[ALR2] The presence of fatigue in patients with cancer with palliative needs is of risk of being overseen by health
care personnel due to difficulties in identifying the symptom but also due to a lack of enhanced knowledge of
mechanisms causing fatigue. There is a risk that patients suffering from fatigue underreport the symptom if
assessment is not made or if health care personnel do not acknowledge the symptom and bring it up for discussion
(23] patient reported outcome might differ from physician reported outcome 14, suggesting the importance of using

validated assessment tools when measuring fatigue.

Cancer Related Fatigue in Patients in Palliative Care
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The World Health Organization (WHO) stresses the importance of alleviating distressing symptoms to improve QoL
in patients suffering from a life shortening disease 12!, Early identification and symptom management has a key
role in palliative care regarding the patients’ physical, psychosocial and existential needs. The improvement of
treatments of non-curable diseases can facilitate a prolonged lifetime for patients with life shortening diseases,
hence the importance of an active palliative care to improve QoL 1€ The recently proposed revision of the

definition of palliative care emphasizes the need for evidence-based practice 17,

Continuous improvement of oncological treatment strategies has steadily improved survival times for patients with
cancer in the palliative phase. During these longer disease trajectories, fatigue is a clinical problem for many
individuals. Aggregated data from studies on cancer patients with fatigue as a primary outcome show that physical
activity and psychological interventions are the best method to alleviate symptoms 19, However, increased
physical activity may not always be an option in the palliative phase, and pharmacological methods must therefore
be considered. Neither have psychological interventions been shown to relieve fatigue in patients with advanced
stage cancer during and after primary treatment (8], in contrast to patients earlier in their disease trajectory 19,
There is a lack of studies on both physical activity and psychological interventions on patients in the late palliative

phase of the cancer disease.

In a previous study on fatigue in patients admitted to palliative care (n = 228) it was shown that fatigue increased
closer to death &, However, fatigue was more distressing and associated with impaired QoL in patients with 2—6

months left in life while the association between fatigue and QoL disappeared during the last days and weeks of life
8,

| 2. Etiology of Cancer Related Fatigue

Fatigue in cancer patients in the palliative phase may be due to both preventable and treatable concurrent
conditions, e.g., depression, infections, anemia, sleep disorders, pain, vitamin imbalance, etc. (Figure 1). These
should be identified through a detailed medical history, physical examination and relevant investigations ¥ and
treated according to guidelines/best practice with regard to patients’ wishes and functional status 2. Additionally,
side effects of active oncological treatment include fatigue, and it is important to screen patients in a palliative
phase of their disease trajectory for self-assessed fatigue to optimize systemic oncological treatment. Further,

fatigue is as such a self-assessed, subjective measure subject to variations in social, emotional and existential
status 21201,
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Figure 1. Etiology and management of cancer related fatigue. Made with Biorender.com. Adopted from similar
figures in previous work (4I13][Z1I[19]

The mechanistic, pathophysiologic underpinning for cancer related fatigue that remains when other factors have
been treated/excluded, so called “primary fatigue” according to European Association of Palliative Care (EAPC)
2008 [ is elusive, but several underlying mechanisms have been proposed in recent reviews [Bl2223]: peripheral
immune activation and inflammatory dysfunction due to both to immune system response to tumor tissue and
triggered by anticancer treatment; skeletal muscle and mitochondrial dysfunction (in conjunction with cancer
cachexia) and neuronal disorders. This adheres well to the categorization of causative concepts by Bower et al. in

2014 in two categories—inflammation and neuroendocrine alterations.

The etiology of fatigue may differ in the early palliative phase compared to the late phase. In the early phase,
fatigue and change in fatigue often show an association with inflammation biomarkers 24, However, in the late
stage, close to death, an improvement in fatigue is often difficult to achieve and recovery of inflammatory
biomarkers is seldom possible. The experience of fatigue in the very last days of life is also influenced by other
symptoms, and the fact that life comes to an end. Despite the same influential etiology, the experience and

meaning of fatigue can differ in End-of-Life compared to earlier palliative phases &,

Both the European Society for Medical Oncology, ESMO and the United States National Comprehensive Cancer
Network (NCCN), and other national medical organizations publish consensus-based clinical practice guidelines
regarding management of cancer related fatigue with recent updates available @226 ESMO does not
differentiate between patients in different phases of their disease in their guidelines, but considers patients aged 65
or above separately, since little data on both fatigue assessment and best treatment practice is available for this
group 23, NCCN identifies three groups of cancer patients: undergoing active treatment with focus on curative

treatment, post treatment patients and patients in End-of-Life, but does not specifically consider patients in an
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earlier palliative phase [ According to NCCN guidelines, both methylphenidate and shorter courses of

corticosteroids can be considered in End-of-Life management of CRF. ESMO, on the other hand, could not reach a

consensus on the benefits regarding methylphenidate, but advocates shorter courses of corticosteroids in patients

with metastatic cancer 22, No other pharmacological interventions are deemed beneficial in this setting by either
ESMO or NCCN.
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