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   Preface 

OUTLINE 

Chapter 1 will introduce the research field of caregivers to terminally ill patients in a 

palliative care setting and during bereavement. This chapter will lead to a presentation of 

the four aims of the dissertation. The methods used to investigate these aims are 

described in Chapter 2, and a description is provided of the cohort on which Papers II-

IV are based. In Chapter 3, the main results are presented. In Chapter 4 the used 

methods are discussed including the generalizability of the findings. In Chapter 5 the 

main results of the four studies investigating the aims are discussed. The conclusion of 

the dissertation in the light of the aims is presented in Chapter 6, while clinical 

implications of the results and topics for future research are suggested in Chapter 7.

English and Danish summaries are presented in Chapters 8 and 9. References are 

placed at the end of each chapter. The four papers of the dissertation, Papers I-IV, are 

then presented followed by Appendices A and B, which contain the invitation letters 

and questionnaire mailed to patients and their caregivers at baseline, and Appendices C 

and D, which contain the invitation letter and questionnaire mailed to bereaved 

caregivers at follow-up, all in Danish. 

This dissertation is based on the following four scientific papers: 

Paper I:  Nielsen MK, Neergaard MA, Jensen AB, Bro F, Guldin M. Do we need to 

change our understanding of anticipatory grief in caregivers? A 

systematic review of caregiver studies during end-of-life and 

bereavement. Published in Clinical Psychology Review 44 (2016) 75–93.

Paper II:  Nielsen MK, Neergaard MA, Jensen AB, Bro F, Guldin M. Psychological 

distress, health and socio-economic factors in caregivers of terminally ill 

patients: a nationwide population-based cohort study. Published in 

Supportive Care in Cancer, 2016 Feb 18. 

Paper III: Nielsen MK, Neergaard MA, Jensen AB, Vedsted P, Bro F, Guldin M. 

Predictors of complicated grief and post-loss depression in bereaved 

caregivers: a nationwide prospective cohort study. Submitted to Palliative 

Medicine.

Paper IV: Nielsen MK, Neergaard MA, Jensen AB, Vedsted P, Bro F, Guldin M.. 

Exploring caregiver’s pre-loss grief symptoms in palliative cancer care: a 

nationwide population-based study. In preparation for Psycho-Oncology.
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Facing bereavement 

A caregiver has been defined as a “’family-like’ individual, nominated by the patient, 

and the 1 individual providing consistent help” (6,16). Thus, the caregiver takes part in 

the caregiving of the patient, which involves provision of emotional support and/or 

practical/behavioral assistance for the patient (6). 

A variety of terms have been used to describe the period of months preceding the 

patient’s death. No consensus exists for the definition of the terminal illness trajectory

and terms such as terminal illness, end of life, and terminal care period have been 

applied in prior research (17). A comprehensive review found that “actively dying” was 

used to describe a life expectancy of days to weeks for the patient, while the other terms 

were used in case of progressive illness with a life expectancy of months (17). Thus, in 

this dissertation all of these terms are used (sometimes in other combinations) to 

describe the period before the patient’s death. 

Bereavement refers to the loss of a significant relative and the period following the death 

of such relative (18). 

Grief has been defined as the emotional reaction to bereavement (18), which will be 

specified as bereavement grief when needed. However, grief can also be seen as the 

emotional reaction to another important non-bereavement loss, for instance due to 

natural disasters, chronic illness or disability, which is called non-bereavement grief

(19). Grief symptoms of such reaction in caregivers to terminally ill patients before the 

patient’s death will be termed pre-loss grief symptoms (PGS). 

Grief symptoms encompass psychological, cognitive, social, behavioral and physical 

manifestations (18,20) and can develop to a disabling level. Core grief symptoms are 

yearning for and preoccupation with the lost person (21,22). Other symptoms of grief are 

troubles with accepting the loss, avoidance of reminders of the loss, feeling that life is 

meaningless, bitterness, emotional numbness, feeling stunned, feeling confused about 

one’s role in life and having difficulty trusting other (22). 

BEREAVEMENT 

For some caregivers the death of their close relative might relieve the psychological 

distress of caregiving. Bereavement of a close person causes grief as a natural reaction. 

Within months or years from the death the majority of caregivers will adapt to the loss 

16 

 































































   Methods and materials 

Note: All variables as of 1 January 2012, unless otherwise stated 
* P-value <0.001 using t-test indicating a significant difference in groups 
** P-value <0.001 using chi-square-test a significant difference in groups 
a At time of formal registration of drug reimbursement due to terminal illness 
b Mostly elderly and immigrants. This is consistent with information from Statistics Denmark on the general 
Danish population c 

c Non-cancer diagnoses were: COPD, heart failure, kidney failure, disseminated sclerosis, Parkinson’s disease 
and dementia (listed according to incidence) 
d Patients still alive as of 1 June 2014, i.e. end of follow-up (n=462) included 

 

The caregiver population 

Of the 9,512 eligible patients we send a participation invitation letter, a total of 3,635 

caregivers responded positively (38%), and 3,488 caregivers provided their CPR 

number, which was necessary for inclusion in the register-based analysis and the follow-

up study. We received no response from 47% of the invited patients and their caregivers. 

Reported reasons for non-participation for the remaining 15% included that the patient or 

the caregiver declined to participate, the patient was imminently dying and the patient 

had no close relative (Figure 2.2). The predominant “other reasons” for exclusion was 

questionnaires filled in with the patient’s CPR number (n=125). In some cases patients 

might have misunderstood the study and complete the questionnaire and in other cases 

caregivers might have completed the questionnaire and provided the patient’s CPR 

number instead of their own by a mistake. However, to avoid bias we excluded these 

replies. 

At the end of the follow-up period (six months after drug reimbursement), a large group 

of patients were still alive (28.4%) (Figure 2.2). Caregivers, who were bereaved later 

than six months after baseline, were excluded as we aimed to gather a homogenous 

cohort of caregivers to patients who were imminently dying. In total, 2,420 caregivers 

were invited to participate at follow-up six months after the death of the patient and 

2,125 completed the follow-up questionnaire (88%). 

Research participation in a vulnerable population 

Previously, a vulnerable population of bereaved caregivers was found to report positive 

experiences with participation in research studies although participation also caused 

distress (42). Similarly, a number of participants in this study contacted the project 

manager (MKN) by phone and indicated that it was helpful to systematically review 

their reactions and psychological distress before and after the patient’s death, although 

completing the questionnaire was regarded emotional distressing. However, at baseline 
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Facing bereavement 

CAREGIVER ASSESSMENTS DURING CAREGIVING (PAPER II) 

In total, 32.4% of the caregivers reported pre-loss grief, depression or caregiver burden, 

and 20.5% had more than one of the mentioned conditions. The criteria for pre-loss grief 

were fulfilled for 15.5% of caregivers, moderate to severe depression symptoms was 

found in 16.1%, moderate to severe caregiver burden was experienced by 11.5% and 

16.5% stated that they were not prepared. The SF-36 mean physical component score 

sum score was 50.2 (95% CI: 50.4-51.1), and the mean mental component score sum 

score was 41.0 (95% CI: 40.6-41.4) (Table 3.3). 

Severe pre-loss grief symptoms were reported by 17.1% of partners and 11.3% of adult 

children. In total, 16.7% of partners and 15.0% of adult children had moderate to severe 

depressive symptoms, 10.6% of partners reported moderate to very severe caregiver 

burden, and 14.2% of adult children experienced caregiver burden (Table 3.3 on the 

following page).  
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Results in summary 

Table 3.4. Caregiver (n=2,125) reactions at baseline and complicated grief and depressive symptoms at six 
months post-loss follow-up. 

Note: All variables are of 1 January 2012, unless otherwise stated.  
*p<0.001 for the difference between proportions of caregiver with grief symptoms at baseline and at follow-up using 
McNemar’s test 
aProlonged Grief-13 scale (PG-13). 
bPre-loss version of the Prolonged Grief-13 scale (PG-13). 
cThe PG-13 duration criterion assess whether symptoms have lasted for more than six months. 
dThe changed item in the pre-loss version of the PG-13 of this study was the item regarding “moving on”. Due to the pre-
loss context the item was changed to assess “hard to concentrate”. 
eBeck’s Depression Inventory-II (BDI-II). 
f Burden Scale for Family Caregivers (BSFC).
gBased on the item “To which extent do you feel prepared that your relative might die from the illness?”.
h Couples’ Communication about Illness and Death (CCID).

 

 

 

 

 

 

 

 

 Baseline Follow-up 
Caregiver assessments   
Grief symptoms (n (%))    
Not severe grief symptoms/not complicated grief  1,747 (84.9) 1,837 (92.4)  
Complicated griefa -  152 (7.6)  
Severe grief symptomsb without duration criterionc 311 (15.1) 167 (8.4) * 
Severe grief symptomsb without duration criterion 
and changed itemd 

238 (11.6) 154 (7.7) * 

      
Depressive symptomse (n (%))      
None-mild 1,708 (84.5) 1,754 (87.9)  
Moderate-severe 312 (15.5) 241 (12.1) * 
      
Caregiver burdenf (n (%))      
None-mild 1,811 (88.5)    
Moderate-very severe 236 (11.5)    
      
Preparedness for deathg (n (%))      
Low 263 (12.9)    
High 1,784 (87.1)    
      
Communication about dyingh (n (%))      
Low  164 (8.1)    
High 1,851 (91.9)    
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Facing bereavement 

Predictors of complicated grief and post-loss depressive symptoms  

Compared to other personal relations to the patient, being a spouse (adjusted OR=2.1, 

95% CI; 1.2-3.7) and being a caregiver with less than 10 years of education (adjusted 

OR=2.0, 95% CI; 1.1-3.7) predicted CG (Table 3.5, on the following page). Age and 

gender were not independent predictors of CG. Post-loss depression was predicted by 

young age, female gender, spousal relation and low educational level (Paper III, Table

4). Severe pre-loss grief symptoms predicted CG (adjusted OR=3.9, 95% CI; 2.4-6.1) 

and post-loss depression (adjusted OR=1.8, 95% CI; 1.2-2.8). Pre-loss depressive 

symptoms were the dominating predictor of both CG (adjusted OR=5.6, 95% CI; 3.5-

9.0) and post-loss depression (adjusted OR=11.3, 95% CI; 7.7-16.5). Specifically, 26% 

of the caregivers reporting severe pre-loss grief symptoms developed CG and 33% 

developed post-loss depression. Of caregivers reporting pre-loss depressive symptoms, 

28% developed CG and 47% developed post-loss depression. Furthermore, low 

preparedness for the death was a predictor of post-loss depression (adjusted OR= 1.7, 

95% CI; 1.1-2.6). In caregivers without pre-loss depressive symptoms (n=1,708), 4% 

developed CG and 6% post-loss depression and severe pre-loss grief symptoms were the 

key predictor of CG (adjusted OR=5.4, 95% CI; 2.8-10.4) and post-loss depression 

(adjusted OR=2.5, 95% CI; 1.3-4.7) in this subgroup.  
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Facing bereavement

Figure 5.2. Model of investigated factors associated with caregiver’s severe grief symptoms based on “The 
integrative risk factor framework for the prediction of bereavement outcome” by Stroebe et al (2006) (28). 
(Grey text indicates unmeasured factors). 

 
Severe grief PGS was found to be associated with the situational factors high caregiver 

burden and low preparedness. Being a partner to the ill was also an associated factor. 

Low communication in the family about illness and death and caregivers perception of 

prognostic information as “too much” were associated interpersonal factors, while pre-

loss depressive symptoms, low education and female gender were intrapersonal factors. 

These factors may interplay with caregiver’s severe PGS. In relation to the type of 

relation, the closeness of the relationship between the patient and the caregiver and 

caregiver’s ability to reorganize bonds between the caregiver and the deceased has been 

regarded important for psychological adjustment. The ability to make this adaptation of 

the relationship to the patient is connected with caregiver’s attachment style and coping 

(5). Hence, high levels of grief may be launched in caregiver with inefficient coping. 

The importance of coping in the grief process and a flexible use of coping strategies may 

be interpreted as core aspect of the DPM; oscillation between loss- and restoration-

oriented stressor is crucial for adaptation to loss (7).  

In sum, severe PGS seems to be a key element for caregiver’s well-being during the 

terminal illness trajectory of a close relative. Factors such as caregiver burden was 

strongly associated with severe PGS and caregiver’s coping and emotion regulation are 

likely to be important in the development of severe PGS. 
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Facing bereavement 

PERSPECTIVES FOR CAREGIVERS IN CLINICAL CARE 

Support for caregivers in a patient’s end-of-life trajectory is a part of WHO’s definition 

of palliative care (1). The majority of caregivers seems to adapt to the situation of being 

a caregiver before and after the loss of a close relative and may not need additional 

support (2). However, support should be directed at caregivers with conditions of high 

burden and psychological distress during the patient’s end-of-life trajectory. These 

conditions are likely to severely impact caregiver’s daily functioning and the entire 

family during caregiving. This dissertation offers knowledge for use in the identification 

of caregivers at risk of adverse bereavement outcome and severe PGS. The findings may 

point to the following suggestions for clinical care:  

Clinical guidelines and continuing education for health professionals in the 

primary and the secondary sector may improve the knowledge regarding 

caregivers’ situation and risk of burden and psychological distress, which form 

the basis for provision of targeted support and identification of caregivers with 

special support needs.  

It is essential to monitor caregivers’ needs, burden and psychological distress in 

order to provide targeted support. Furthermore, regular assessment of 

caregivers’ risk profile for adverse bereavement outcome is suggested. This calls 

for ongoing contact between the family and the involved health professionals.  

Targeted interventions may be facilitated by the health professional using a 

person-centered approach (3). They may be directed at reduction of caregiver 

burden, improvement of preparedness, treatment of depressive symptoms and 

support for caregivers with severe PGS.  

Knowledge on specific interventions for caregivers with severe PGS is needed 

(4). In studies of CG, psychotherapy directed at both loss-oriented and 

restoration-oriented stressors and the oscillation between these stressors (the 

core elements of the DPM (5)) have been shown to facilitate adaptation to the 

loss in bereaved caregivers (6,7). A similar treatment strategy is suggested in the 

support of caregivers with severe PGS; treatment directed at shifting between 

the difficult losses during the patient’s illness trajectory and restoration, e.g. 

future plans, may support caregivers in the situation of facing bereavement. 
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Perspectives and future research 

FUTURE RESEARCH 

Based on this dissertation, two important areas may be crucial to investigate in future 

studies; assessment and interventions. 

Assessments: 

Development of a risk assessment tool may facilitate the identification of 

caregivers with a high risk profile for adverse bereavement outcome. On the 

basis of existing research, such a tool should be developed and tested for 

feasibility and effect in generalized and specialized palliative care settings.  

A standardized assessment tool is needed to identify severe PGS in clinical care 

and in research. Thus, psychometric testing of measurement tools such as the 

pre-loss version of PG-13 is suggested. 

Interventions: 

Interventions for caregivers with high levels of burden and distress are 

necessary. Targeted interventions may support different aspects that are relevant 

for the individual caregiver engaged in end-of-life palliative care. Nevertheless, 

our findings highlight that PGS may be a crucial warning sign of complications 

during caregiving which may indicate problems with caregivers’ coping with a 

difficult situation. Therefore, future studies are needed of interventions directed 

at caregiver’s coping and emotion regulation on severe PGS.  

Interventions may take different approaches and does not necessarily need to be 

resource-demanding for health professionals. A phone-call to the caregiver 

might improve the possibility to focus on caregiver’s needs instead of the 

patient’s needs (8). Modern IT technologies may also provide new opportunities 

for supporting caregivers. For instance, internet-based programs or smart phone 

applications for caregivers might provide individual support and information on 

when and where to seek face-to-face support, if needed. Such interventions 

studies are warranted in future studies. 
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Appendix B: Questionnaire for caregivers at baseline
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