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ABSTRACT

Palliative Care in a young adult with multiple synchronous cancers: a tale of pain, grief and resilience
Case study by Dr Lucy Demediuk

Introduction

The provision of palliative care to patients with genetic predispositions to multiple synchronous cancers brings with it a series of complex management issues. Relatively uncommon, Li-Fraumeni syndrome is an autosomal dominant hereditary cancer syndrome caused by a mutation in the tumour suppression gene tumour protein (TP) 53. It is a syndrome characterised by increased risk of developing various cancers – including sarcomas, brain tumours, acute leukemias, adrenocortical tumours and early-onset breast cancer – from childhood through to adulthood.3 ‘Members of families with this syndrome also develop multiple primary cancers.3

Aims

This case study aims to explore the palliative care issues of pain management and grief for a complex case of a young female patient with multiple synchronous cancers in the setting of Li-Fraumeni syndrome. 

Case summary 

Mi* is a 27 year old single Vietnamese female from home with her father and 2 sisters, with a history of multiple synchronous cancers in the setting of Li-Fraumeni syndrome. She has had a number of malignancies, initially being diagnosed with rhabdomyosarcoma in the thoracic spine at the age of 3 which was successfully treated with chemotherapy and thoracic spinal surgery. At the age of 13, she underwent multimodality treatment with surgical resection and chemotherapy following a diagnosis of osteosarcoma of the jaw. At the age of 24 she was diagnosed with metastatic uterine leiomyosarcoma, and in the following year diagnosed with low-grade chondrosarcoma of the right femur and primary non-small cell lung cancer of the right middle lobe. Her most recently diagnosed malignancy was locally-advanced rectal cancer. Mi’s significant management issues included pain and grief.

Discussion

Management of Mi’s pain was complex, and her nociceptive and neuropathic pain symptoms increased in severity correlating to progression of her multiple malignancies. Further, medication management was difficult in the setting of significant drowsiness secondary to increasing analgesic use. This case study will explore management options utilised by the palliative care team. 
Further, Mi and her family suffered from complex grief, not only due to the patient’s personal oncological history but also exacerbated by malignancy-related deaths of several family members. The issues surrounding this will be further explored. 










INTRODUCTION

The provision of palliative care to patients with genetic predispositions to multiple synchronous cancers brings with it a series of complex management issues. Relatively uncommon, Li-Fraumeni syndrome is an autosomal dominant hereditary cancer syndrome caused by a mutation in the tumour suppression gene tumour protein (TP) 53. It was first reported in 1969, by Li and Fraumeni who identified the cancer predisposition syndrome through a retrospective evaluation of children who had been diagnosed with rhabdomyosarcoma in the United States.1,2 It is a syndrome characterised by increased risk of developing various cancers – including sarcomas, brain tumours, acute leukemias, adrenocortical tumours and early-onset breast cancer – from childhood through to adulthood.3 ‘Members of families with this syndrome also develop multiple primary cancers…(although)…the frequency is unknown’.3 

This case study aims to examine some of the issues and challenges faced by a young adult patient who suffered recurrent and multiple synchronous malignancies in the setting of Li-Fraumeni syndrome. It explores key symptom management issues, as well as reviewing the psychosocial impacts of a genetic condition which affects a whole lineage of family members. This patient suffered from many symptoms during her cancer journey including nausea, vomiting, constipation, fatigue, dyspnoea, anxiety and depression however for the purposes of this case study the management of pain and grief will be the focus as these were the most debilitating and difficult symptoms to manage. Further, the concept of resilience in a patient who has lived her whole life with cancer will be examined. Review of palliative treatments of these symptoms, evidence of resilience in oncology patients and a personal reflection of the case will be undertaken. 

CASE PRESENTATION

Mi* is a 27 year old single Vietnamese female from home with her father and 2 sisters, with a history of multiple synchronous cancers in the setting of Li-Fraumeni syndrome. She has had a number of malignancies, initially being diagnosed with rhabdomyosarcoma in the thoracic spine at the age of 3 which was successfully treated with chemotherapy and thoracic spinal surgery. At the age of 13, she underwent multimodality treatment with surgical resection and chemotherapy following a diagnosis of osteosarcoma of the jaw. At the age of 24 she was diagnosed with metastatic uterine leiomyosarcoma, and in the following year diagnosed with low-grade chondrosarcoma of the right femur and primary non-small cell lung cancer of the right middle lobe. Her most recently diagnosed malignancy was locally-advanced rectal cancer. Mi’s significant management issues included pain and grief. This case study focuses on the patient’s challenges with metastatic uterine leiomyosarcoma (LMS) and locally advanced rectal cancer in particular, including the details of her malignancy, the impact of her symptoms and the palliative interventions used. Her remarkable resilience will also be further explored. 

Social History

Mi was born in Australia, the eldest of three daughters. Mi’s mother died from breast cancer when she was eight years old. The younger of her two sisters also shared the same predisposing-genetic mutation requiring yearly monitoring. Her maternal aunt had breast cancer and a maternal cousin had oesophageal cancer, followed by a sarcoma at age 16. Her paternal grandmother was killed in a motor vehicle accident short months after Mi’s most recent diagnosis and they do not have any other family members in Australia. Her father has been unemployed since commencing a full-time caring role for Mi in 2017. He receives a Centrelink carer pension and allowance. Mi has a Bachelor of Nursing degree and a long-standing volunteer position at a local primary school. She is of Buddhist religion and her hobbies include painting and drawing. Mi is independent with her mobility, however requires some assistance for other activities of daily living. 

Case History

Following definitive treatment for her childhood malignancies, Mi was deemed to be in remission. Throughout her teenage years Mi had a history of dysmenorrhoea and menorrhagia which was followed up in a paediatric endocrinology clinic. She received treatment with the combined oral contraceptive pill. There were no other major health issues during this time. After graduating high school, Mi completed a nursing degree. Towards her final year of university, she presented to the gynaecology outpatient clinic with persistent dysmenorrhoea and menorrhagia, previously thought to be a benign cause. Around this time, Mi had secured a graduate nursing position at a tertiary cancer-care hospital and was scheduled to commence employment the following month, at the age of 24. Meanwhile, investigations showed that she had a haemoglobin of 87g/L and imaging revealed a 6cm uterine mass with presacral nodes, omental/ peritoneal metastases, left flank mass, multiple liver metastases, and bone lesions in the pelvis.  One month prior to commencing work at the cancer hospital she was advised that she had non-curative metastatic uterine LMS. Within one week anti-cancer treatment was commenced. 

Mi chose to proceed with her scheduled employment despite this news. However she was forced to take leave after 1 week due to the demands of the treatment schedule. She underwent a total hysterectomy, bilateral salpingectomy and oophorectomy at age 25. Following surgery she was treated with oral hormonal systemic therapy, and then chemotherapy. A palliative care team referral was made 3 months after diagnosis and Mi was reviewed regularly in the outpatient clinic.  

In the following months, Mi was diagnosed with further malignancies, including low-grade chondrosarcoma of the right femur and primary non-small cell lung cancer of the right middle lobe. She completed a long course of chemo-radiotherapy for treatment of the newly diagnosed locally advanced rectal cancer. Although she was initially found to have a good metabolic response, restaging imaging showed recrudescence of her disease and further nodal disease in the retroperitoneum, as well as new bony deposits. A plan for further radiotherapy and a modified chemotherapy regime of oxaliplatin and capecitabine was made.

Mi’s medical history included anxiety and depression. Her family history was significant for Li-Fraumeni syndrome on the maternal side, as documented above. 

Palliative Care Team Involvement

The difficulty of Mi’s presentation and severity of symptoms required specialist palliative care input. 

Pain

Management of Mi’s pain was complex, and her nociceptive and neuropathic pain symptoms increased in severity correlating to progression of her multiple malignancies. Further, medication management was difficult in the setting of significant drowsiness secondary to increasing analgesic use. 

Mi experienced constant lumbar spine, hip, pelvic, abdominal and rectal pain which corresponded to her locally advanced rectal malignancy and metastatic uterine LMS. She described a dull and constant ache in her lumbar spine, hip and pelvis, with intermittent sharp shooting pain. Her rectal and abdominal pain was described as sharp, this was felt to be neuropathic pain related to retroperitoneal extension of her disease. There was difficulty ascertaining the exact tumour causing these distinct pain symptoms in light of the number of malignancies. 

On initial review her analgesics included oxycodone/naloxone 30/15mg twice daily (BD), methadone 10mg mane/15mg nocte, venlafaxine 75mg nocte, gabapentin 300mg daily, pantoprazole 40mg daily and 10mg immediate release (IR) oxycodone for breakthrough pain episodes. Mi’s pain was poorly controlled, she was using an average of 5 to 6 doses of 10mg IR oxycodone predominantly in the evening, with minimal effect. It had been noted that a non-steroidal anti-inflammatory drug (naproxen 750mg daily) and a steroid (dexamethasone 4mg daily) had been recently ceased. Mi did not have any known medication allergies and had normal renal function. Following this initial palliative care input, Mi’s oxycodone/naloxone dose was increased from 30/15mg to 40/20mg BD. At a follow-up review one week later Mi described increasing daytime drowsiness, to the point that she would fall asleep mid-meal. She did not have signs of myoclonus. A subsequent dose reduction led to significant, and unmanageable increase in pain which in turn exacerbated her psychological state. 

A further palliative care outpatient review found Mi to be experiencing a pain crisis, for which she was admitted to hospital. During this time Mi was seen by the consult palliative care team and commenced on a 3 day course of 40mg parecoxib as well as a methadone dose increase from 15mg BD to 20mg BD. Inpatient imaging with a CT chest, abdomen and pelvis revealed crowding of the intraperitoneal cavity with further lytic lesions within the pelvis and proximal femora. Her pain stabilised with the medication alterations as described and she was discharge home with a plan for stereotactic body radiotherapy (SABR) to the left iliac lytic lesion and a concomitant burst of steroids.

Following discharge, Mi’s dose of 8mg dexamethasone daily was weaned to the lowest effective dose, at a rate of 2mg reduction per week. She also underwent 2 fractions of radiotherapy to her left iliac region as an outpatient. At a follow-up outpatient clinic review, Mi’s oxycodone/ naloxone opioid was rotated to sustained release oxycodone. The dose remained at 30mg BD. 

After completion of radiotherapy Mi’s hip pain improved, however she continued to suffer from pain in her lumbar spine, abdomen – specifically bilateral iliac fossae - and rectum. Her average breakthrough dose at this time was 10mg IR oxycodone 4 times per day. Attempts at increasing her opioids – including increasing methadone to 20mg mane and 30mg nocte – were again complicated by significant drowsiness. In light of poorly controlled pain and significant medication side-effects, a referral was made to the Acute Pain Service (APS) regarding the potential for intervention regarding a hypogastric blockade or intrathecal pump insertion. Intervention could not be offered due to the intra-abdominal crowding. Her medications remained the same. Further non-pharmacological options were pursued, including a referral to an occupational therapist. 

Grief

Following a diagnosis of non-curative metastatic uterine LMS Mi was referred to a psychologist as she experienced significant symptoms associated with depression, anxiety and grief. Mi’s personal medical history in addition to the malignancy-related deaths of several family members was felt to have largely contributed to her distress. This was further compounded by the strain she had seen placed on her family as a result of her own treatment, increasing her worry and guilt. Mi’s grief took many forms, grieving both for her imagined life lost and the loss of those around her. She engaged in fortnightly to monthly psychology sessions from 2017 until the present, in which she undertook Acceptance and Commitment Therapy (ACT) with a dual focus on mindfulness skills. At each review she had a negative risk assessment, she denied any historical or recent suicidal, self-harm, or homicidal ideation. Mi had a very close and supportive relationships with her father, 2 sisters and a small group of friends which was protective for her. She was commenced on venlafaxine in 2017 continued on a dose of 75mg.

Resilience 

During her journey, Mi showed remarkable resilience. Her past experiences with cancer were felt to be somewhat protective as she had existing skills for coping with procedures, treatments, and physical side effects. She was well versed in the emotional toll her cancers took and continued to engage in her hobbies of painting and drawing and visiting friends. Despite her significant illness and disability, she tried to remain positive and help others, remarkably attending a local primary school weekly to assist children with 1:1 reading. 

DISCUSSION

Mi’s case demonstrates the complexity of caring for young adults, particularly those with multiple synchronous cancers. 

Pain

Pain is one of the most common symptoms in patients with cancer.4 Further, as Li-Fraumeni syndrome is associated with several malignancies including sarcomas5 and breast cancer6, mechanism and sites of pain can be varied. The pathophysiology of these cancers means that many suffer from physical pain which can be difficult to treat due to the frequency and synchronicity of malignancy.

The perception of pain can also be exacerbated by psychosocial factors. Evidence suggests that ‘…patients spiritual and existential experiences influence the disease process’ and experience of pain.7 Studies have found that pain severity is significantly associated with psychological distress.8 This was evident in this case. Mi’s pain history and management was extremely complex, particularly considering the apparent psychological issues – being depression, anxiety and grief – which undoubtedly increased her physical experience of pain. Mi was treated with multi-modal pain management strategies as described in the case report, however there was great difficulty achieving adequate analgesia and there was a tendency to focus physical pain rather than also acknowledging the psychological and existential distress she was suffering. It is important to note due to the complex interplay between psychological distress and pain that unless the psychological aspect of a patient’s presentation is addressed, then physical pain cannot be adequately treated. 

Medications used to treat Mi’s pain were required to target nociceptive as well as neuropathic pain pathways, therefore her regime utilised a range of medications, including opioids, steroids, neuropathic agents and non-steroidal anti-inflammatory drugs. Methadone was used as an adjunct analgesic in addition to the controlled-release opioid due to reported poor response to oxycodone alone and the neuropathic-quality of much of her pain. Although somewhat controversial in its role for neuropathic pain, methadone is often added to an analgesic regime before a patient is considered refractory.9 Some studies have shown superiority of methadone as compared to placebo for treating neuropathic pain, however evidence remains low quality on the efficacy and safety of methadone for chronic neuropathic pain.10 In this case, pain persisted despite escalating first-line opioid doses and a rotation of opioids, having trialled hydromorphone, morphine and oxycodone products over the years. Methadone was added to Mi’s medications by her medical oncology team with some initially reported improvement in pain scores. The dose was monitored and up titrated by the consulting palliative care team. Increasing doses were only minimally effective and therefore a rotation to methadone as a sole agent was not considered. Discussions around ceasing methadone had taken place, however as there was at least a partial analgesic effect, Mi continued on BD methadone. 

Other adjunct medications were also utilised to manage pain. Gabapentin was used in addition to opioids, initially it was commenced for hot flushes following her hysterectomy however gabapentin has been shown to improve pain scores in patients with cancer and was later utilised in this case for treatment of neuropathic pain with reasonable success.11 

Inadequate pain management is distressing for patients, their caregivers and staff and is known to be widely prevalent in cancer care.12 In Mi’s case, her multiple and progressive cancers proved challenging for the palliative care team as she did not respond to standard measures such as increase of opioids, rotation of opioids and use of adjunct analgesics.9 Furthermore, her anatomy – particularly with the intra-abdominal crowding due to metastatic disease and marked scoliosis – significantly limited the interventions available to her. This was unfortunate as neuraxial drug delivery can be effective for patients with refractory adverse effects to conservative treatment13, including opioids, and effective analgesia with these interventions have been reported in 70-90% of patients.14 In patients with chronic pain related to their malignancy the main aim is to mitigate suffering, however this proved to be difficult.15

Opioids remain a mainstay of many treatment regimes for cancer-related pain, however side effects are common and can impact on quality of life. Central nervous system toxicity is seen in many patients, with opioids commonly causing sedation and drowsiness, in addition to psychomotor impairment.16 The effect of opioids varies from patient to patient, a balance must be sought between adequate analgesia and undesirable side effects. Sedation may be reduced by opioid dose reduction, or rotation of opioids, including consideration of fentanyl as it has been shown to cause less drowsiness than morphine.16 In this case, Mi suffered from significant and debilitating drowsiness when increases to her opioid medications were made. A rotation to fentanyl was not considered, although a number of other medication changes were made. Further, dexamethasone had little effect on her symptoms of drowsiness and a stimulant such as methylphenidate was not considered due to Mi’s psychiatric symptoms. Mi’s opioid side effects impacted her greatly as it reduced her ability to paint and draw, as well as spend time with friends. This is an important factor that needs to be considered in the use of medications for managing cancer pain. 

Referral to allied health team members occurred late in Mi’s case, after side effects of opioids became increasingly more apparent. Occupational therapists can address the effect of cancer-related symptoms on a patients functional status17. In Mi’s case, an occupational therapy review resulted in provision of fatigue management strategies as well as a padded commode chair. The new equipment significantly improved her rectal and buttocks pain related to prolonged toileting in the setting of rectal cancer. This highlighted that it is crucial to involve members of a multi-disciplinary team, particularly when dealing with complex malignancies. 

Grief

Families with Li-Fraumeni syndrome often display a wide range of psychological issues.18 This can include grief, particularly as there has often been prolonged illness or death of multiple family members. Symptoms of patient grief are distinct from depression and are important to recognise, particularly in these populations with hereditary cancer syndromes.19 Anticipatory grief in those with a predisposition to malignancies adds a further layer of complexity. ‘Anticipatory grief can be a response to threats of loss of ability to function independently, loss of identity, and changes in role definition, which underlie fear of death’.20 In Mi’s case, she grieved for her imagined life lost, including the loss of her employment opportunity, the loss of potential for bearing children, the loss of her independence and the loss of her many beloved family members. Her personal grief at her inability to work as a nurse was profound. Mi had placed a large importance on completing her nursing graduate year, both in terms of providing financial support to her family but also increasing her own independence. The continued uncertainty around her potential future malignancies, prognosis and treatment plans deprived her of the opportunity to plan for the future. Furthermore, her rumination increased distress by disrupting sleep which in turn likely increased her emotional disturbance. Impaired sleep quality is common in complicated grief and is a risk factor for poor health outcomes.21 Mi also reported feeling a sense of guilt about the burden she felt she placed on her loved ones. 

This highlights the many forms and sources of grief that patients may experience. Grief can be overwhelming and regular professional debrief and counselling therapies by trained psychologists is an important part of treatment. In particular, inherited cancers can ‘…complicate the task of maintaining a healthy concept of self’.22 This was evident with Mi as she struggled with the sheer number of hours in her life that she had spent in hospital which resulted in the loss of normal childhood and young adult years. Indeed, during one of the early reviews, Mi remarked that her very first memories as a child were of being in hospital. Acknowledgement of past and present threats to the psychological state of patients with hereditary cancer syndromes can help maintain focus on this important issue.

Resilience

The concept of resilience is ‘…fundamentally understood as describing the individual process of facing significant adversity or the adaptation to it’.23 Mi’s journey epitomises this ideal and despite her trials she has remained positive and active in the community, with evidence showing that these traits may be associated with ‘…good outcomes among people experiencing adversity’.24 Her ability to adapt to very difficult, and ever-changing circumstances, without any surety of cure of her multiple malignancies was extraordinary. Oncology patients in general often face troubling symptoms – both physical and psychological – as a direct result of their malignancy, but also from various treatments they may undergo. This is even more startling in those with cancer syndromes that result in multiple synchronous malignancies as the symptoms can be unrelenting and seemingly unsurmountable. There are many factors that can lead to, or increase, a patient’s resilience. These include past coping with cancer, including patients that have suffered from malignancy during childhood as they often have existing skills to deal with the distressing procedures, treatments, psychological insults and physical side effects. Furthermore, a strong sense of self and supportive family and friends can help patients build their resilience. In this case, Mi suffered from many distressing symptoms and a likely poor prognosis. Despite this she was still able to display a strength that was humbling to witness.

PERSONAL REFLECTION

Mi’s case was challenging from both a professional and emotional perspective. I particularly struggled with identifying closely with parts of her story, such as having younger siblings, shared hobbies and being trained in the healthcare profession. It is difficult to know why some patients stories imprint so strongly on you. In hindsight, I felt a sense of sorrow for her predicament, and disappointment in my inability to alleviate all of her symptoms. 

I found it important to acknowledge the toll that involvement in her case was taking. Witnessing suffering for such a prolonged and intense period of time can impact heavily and I came away from this experience with a greater respect for the need to debrief regularly and seek support from others within the multidisciplinary team, including my supervisors. Furthermore, I have begun to place more value on self-care as the often difficult and sometimes heart-wrenching nature of our work has become apparent. This case has helped me to learn to focus on self-protection and seeking support, whilst also aiming to ensure that I am present for my patients as a caring doctor. 

On further reflection of this case, our team had difficulty knowing which malignancy to attribute the patient’s pain to. This likely contributed to the inadequacy of her pain management. Mi’s case was very complex and I feel that I often failed to view her presentation as a whole at times, rather focusing on particular aspects of her symptoms. I witnessed the importance of considering the psychosocial factors affecting our patients in order to provide holistic care. My involvement in this case was during one of my first terms as a palliative medicine trainee and truly highlighted the relationship between physical and psychological symptoms as well as the importance of involving allied care team members in management. This is a practice which I will continue in my career. Finally, this case has provided important learning points for me, and I remain humbled to have known somebody as resilient and strong as she. 

CONCLUSION

This case highlights the complexity of palliative care in patients with multiple synchronous cancers due to hereditary cancer syndromes. Mi was a 27-year-old female with underlying Li-Fraumeni syndrome. There were many lessons to be learnt from this case, including the importance of holistic care, acknowledging the relationship between pain and psychological distress, managing patient’s grief and the significant effects that complex cases can have on the multidisciplinary team, highlighting the importance of clinical debrief and reflection. In summary, Mi has struggled with a multitude of distressing symptoms – most notably pain and grief – however she has ultimately shown incredible resilience.  

*Pseudonym
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