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introduction n 
Sincee 1995, the year this review was published, several articles have been published on the 

topicss described in the article. In this addendum we will add the most important publications 

relevantt to this thesis published after 1995. The issues that will be addressed are: palliative 

chemotherapy,, patients' preferences, and the decision-making process including emotional 

aspects. . 

Palliativee chemotherapy 
Duringg the past eight years, scientific knowledge in the field of clinical oncology has increased 

significantlyy with regard to curative as well as palliative treatments. New chemotherapeutic 

drugss and regimens have been developed. Besides chemotherapy, other forms of systemic 

treatmentt such as immunotherapy and treatment directed at growth factors are being used 

inn the palliative phase. These developments, however, do not imply that survival has substantially 

increased. . 

Summarizingg the goals of palliative chemotherapy we distinguish 1. relief of cancer symptoms 

and,, thus, improvement of quality of life, 2. prevention of expected symptoms and 3. 

(progression-free)) survival gain. During the nineties, attention has shifted from tumor response 

ass the primary measure of effectiveness of palliative chemotherapy to quality of life and 

lengthh of survival. 

Glimeliuss and colleagues1 have reviewed the scientific literature on the use and efficacy of 

cancerr chemotherapy in Sweden in non-small cell lung cancer, gastric cancer, pancreatic 

cancer,, colorectal cancer, urinary bladder cancer, breast cancer, hematological cancer and 

ovariann cancer. Some conclusions of their review were: 1. there is little evidence-based 

knowledgee of effectiveness in chemotherapy-sensitive tumors as compared to what is known 

aboutt tumors with limited sensitivity, 2. palliative chemotherapy may to a variable extent 

improvee both patient survival and well-being. The limited efficacy of palliative chemotherapy 

onn survival gain has also been reported elsewhere. Verweij and de Jonge2 reported in their 

revieww on the achievements and future of chemotherapy that a survival gain of 1.5 months 

wass achieved in non-small cell lung cancer, and of 2.3-2.7 months in metastatic colon cancer. 

Besidess survival gain, the efficacy of palliative chemotherapy in clinical trials is often evaluated 

byy its ability to induce a tumor response. Tumor regression has been found to be associated 

withh symptom improvement3 . Patients with a complete or partial response show more 

improvementt of symptoms than patients with stable disease. However, tumor shrinkage 

doess not necessarily imply a benefit to patients4. 

Withh regard to the effect of treatment on quality of life, researchers have found contradicting 
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outcomes.. In some studies palliative chemotherapy appeared to enhance a patient's quality 

off life significantly4'5'6'7. Ramirez and colleagues8 however, reported that after palliative 

chemotherapyy only 26% of breast cancer patients felt better. Finally, there are also studies 

thatt reported no improvement or even a deterioration of quality of life as an effect of palliative 

chemotherapy9 '10 '11,12.. In these studies results are presented on group level and it is unclear 

whetherr individual patients benefit from therapy. The relation between tumor response and 

qualityy of life is not addressed either which makes the interpretation more difficult. 

Forr patients with metastatic cancer, an alternative 'treatment' option is watchful waiting. 

Thiss kind of wait-and-see policy focuses on providing symptomatic treatments, thus avoiding 

thee side effects of chemotherapy. However, for many patients 'doing nothing', as it is often 

called,, is not an opt ion1 3 . Charles and colleagues13 found in a study that patients were 

providedd with the option of having or not having the treatment. This was obviously not 

perceivedd as a choice by the women with breast cancer in this study. 

Patient'ss preferences concerning palliative chemotherapy 
Eventually,, almost 50% of cancer patients will develop metastatic disease14. Making treatment 

decisionss in palliative cancer treatment is a complex task for patients as well as physicians. 

Thiss is particularly true because often there is no evident 'best' option: whether a patient with 

metastaticc cancer should be treated with palliative chemotherapy or choose watchful waiting 

iss not always evident. Since a response to palliative chemotherapy is uncertain and side-

effectss are likely to occur, physicians may face a dilemma when proposing palliative 

chemotherapyy and in turn, the patients' dilemma is whether to accept it or not15. Still, such 

treatmentt is offered to many patients and often accepted by them. 

Althoughh there is a difference between patients' intended choice (treatment preference) 

andd their actual treatment choice, in the literature the patient's preference for treatment is 

seenn and used as an indication for their actual treatment choice. Several factors are found to 

affectt this preference. Firstly, framing (i.e. whether outcomes are presented in terms of survival 

orr in terms of death, and whether or not medical uncertainties are explicitly mentioned) 

influencess treatment preferences16,17'18'19. Secondly, disease experience seems to have a 

measuree of influence: patients are more willing than the general public or medical staff to 

acceptt toxic treatment20 '21-22 '23. Thirdly, various personal and social circumstances, such as 

age,, living with others, and having children, may also have an impact on treatment preferences 

off patients24 '25. 

Dataa on patient preferences for palliative chemotherapy or watchful waiting are sparse15. 

Inn the past few years, some studies have been undertaken to investigate the preferences of 
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patientss regarding palliative chemotherapy and watchful waiting (or best supportive care). 

Brundagee and colleagues22 studied the attitudes of patients toward treatment options. They 

foundd that these attitudes varied from always wanting chemotherapy, although no survival 

advantagee was offered, to preferring best supportive care no matter how big the survival 

advantagee would be if they chose chemotherapy. This variation suggests, according to the 

authors,, that it would benefit patients if they were offered more than one treatment option 

becausee it would help them to clarify their attitudes toward the risks and benefits of each 

option.. Silvestri and colleagues26 investigated how patients with lung cancer value potential 

benefitss and risks of chemotherapy. There always seem to be patients who prefer severe 

toxicc chemotherapy with only a one-week survival gain and patients for whom even a 24-

monthh survival benefit is not enough to prefer chemotherapy. In their scenario in which a 

choicee was offered between chemotherapy and supportive care, 22% choose chemotherapy. 

Balmerr and colleagues27 found that patients favored second-line chemotherapy more often 

thann non-patients and that they preferred chemotherapy even when the chance of benefit, in 

termss of survival gain, is between 0.1 and 2%. 

Inn a study of treatment preferences and their probable relationship to prognosis it appeared 

thatt patients with colon and lung cancer overestimated their survival probabilities and this 

mayy have influenced their treatment preferences in favor of life-extending therapies28. 

Thee decision-making process including emotional aspects 
Patient'ss perspective 

Informedd decision making requires sufficient exchange of information in which physicians 

playy a vital role. They may function as an agent who is expert on the disease and its treatment 

butt also as someone who incorporates the values of the patient in order to support the 

patientt in reaching a balanced decision. It has been found that patients who actively participate 

inn decision making are more satisfied, diminish 'doctor shopping', show less anxiety, experience 

aa better quality of life, and are more compliant with treatment29-30 '31 '32. 

Itt is generally assumed that patients develop preferences and make decisions after they have 

beenn informed by their physician. Preferences for treatment are thus usually assessed after 

patientss have received information concerning their treatment options33 '34. Leighl and colleagues 

foundd that most patients make treatment decisions during or shortly after the first consultation35. 

Nowadays,, the right of patients to be fully informed about their medical condition and to 

participatee in treatment decisions is emphasized by medical ethicists and the general public 

andd is acknowledged by physicians. Patients themselves also demand to be fully informed 

andd stand up for their right to information about their illness, treatment options, risks and 
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benefitss of treatments and prognosis36 . However, studies in oncology patients indicate that 

suchh information is often not forthcoming30,31 '32 '33. 

Severall studies also looked at the content of the information that cancer patients desire. 

Informationn about chances of cure and the stage of the disease and treatment risks are 

perceivedd as most important20 '3738. Details of the treatment regimen, early and late side 

effects,, survival, and the effects of the treatment on disease symptoms are essential to the 

majorityy of patients21, followed by information about self-care and empowerment23. Ziegler 

andd colleagues studied the extent to which patients want to be informed about adverse 

effectss of medication25. Elderly women, patients who had less education and those who 

previouslyy experienced (severe) adverse effects, were found to want to be informed about all 

adversee effects, no matter how rare. 

Severall studies focused on the influence of the way information is presented to patients16"19 

Ass mentioned earlier, it was found that the framing of information affects patients' choices. 

Thee presentation of risks and benefits of the different treatment options can indeed influence 

patients'' treatment choice, as shown in several studies. On the other hand, there are also 

studiess in which no association between framing and final treatment choice could be 

demonstrated35,39. . 

Information-seekingg behavior can also function as a coping strategy40 . Active participation 

enhancess patients' feeling of shared responsibility, even if treatment is not possible. It also 

enhancess their feeling of control, even if the disease can no longer be controlled40 . 

Rothenbacherr and colleagues41 compared the preference to participate in treatment decisions 

off cancer patients to that of patients with chronic, non-neoplastic disease. It appeared that 

patientss with cancer wanted significantly more often (73% vs 49%) to share the decision 

makingg with their physician. They also found younger age, higher education, employment 

andd higher Karnofsky index to be significantly associated with a wish for active involvement. 

Whelann and colleagues42 studied the influence of a decision board to help inform patients 

aboutt the benefits of breast irradiation following lumpectomy and whether they wanted this 

treatment.. Although the actual treatment choice appeared not to be influenced, patients 

whoo used the decision board more often felt they had a choice (97% vs. 70%). Also their 

understandingg improved: patients who used the board understood the repetition of the 

radiationn more often then those who did not use the board. 

McVeaa and colleagues43 found that the emotional reaction of women to their cancer 

diagnosiss made it difficult for them to comprehend or to retain information regarding the 

treatmentt options. Fear, anger and sadness had the same effect on the ability to reflect on 

treatmentt options. Therefore, these emotional reactions to the cancer diagnosis have a 

tremendouss impact on the decision-making process. 
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Physician'ss perspective 

Physicianss differ in how much information they give to patients and on which topics they 

informm their patients. Burton and Parker44 found that physicians provided very little information 

onn some topics; e.g. cause of the disease, effects on sexuality, psychological side-effects of 

surgery.. It appears to be difficult for physicians to find the right balance between under-

informingg and burdening patients with information. 

Underestimationn of the amount of information desired by patients, and not realizing the 

(in-)effectivenesss of their information giving, are factors that contribute to the physicians' 

difficultyy in finding a balance in giving and withholding information30. A number of physicians 

weree indeed found to lack adequate communication skills. Such a deficiency may contribute 

too psychological morbidity in patients but also to emotional exhaustion, depersonalization 

andd feelings of low personal accomplishment in physicians themselves22-45'46 . 

Inn palliative treatment, a balanced decision-making process is essential, since the available 

treatmentt options may be comparable in outcome47 . Thus, decision making involves a trade-

offf process based on the provision of adequate information. The patient should decide, based 

onn sufficient information. However, even though the wish for information has been investigated 

inn several studies, studies focusing on what is actually said during consultations in the palliative 

caree setting, in particular when decisions have to be made, are lacking. Moreover, there are 

patientss with a life-threatening disease who want to leave important decisions to their physician. 

Consequentlyy the preference of physicians is weighty in actual decision making. However, we 

knoww even less about the preferences of physicians in palliative oncology. Generally accepted 

guideliness about offering palliative chemotherapy are usually lacking. 

Thee physicians' ability to inform patients about a bad prognosis is influenced by the 

uncertaintyy inherent in prognosis and by the clinicians' fears that patients will perceive them 

too be 'giving up' if they mention dying and death, thereby eliminating hope en depressing 

patients48.. Several studies showed that patients' anxiety level increased as a result of this 

kindd of information24 or as a result of increased participation in decision making4 9 . Thus, 

negativee effects from information provision and decision involvement may also occur. 

Routinee discussions about end-of-life issues could benefit all seriously ill patients. Having 

suchh discussions as a normal part of the consultation allows patients to learn about their right 

too high quality care and pain management and educates clinicians about the patients' values 

andd goals. Lamont and colleagues50 described how oncologists want to be optimistic, especially 

whenn patients have a bad prognosis and that they tend to be inaccurate in their prognosis for 

terminallyy ill patients. They most often are too optimistic about the survival time of patients. 

Thesee non-realistic ideas about the longevity of patients may affect patients' own perception 

off their future and may contribute to choices that are not necessarily in their best interests51. 



40 40 ChapterChapter 2 

Similarly,, in a study by Rothenbacher41 physicians were unaware of the participation wish 

off their patients. It is hard for physicians to inform cancer patients about their treatment 

optionss when cure is not possible anymore, especially when there are just a few options and 

watchfull waiting is one of them. 

Conclusion n 
Itt is obvious that treating patients with cancer in the palliative phase has not become less 

difficultt during the past eight years. The uncertainty about tumor response and the possible 

sidee effects is still present. On the other hand, survival gain and quality of life have become 

moree often the purpose of the treatment. However, the amount of survival gain is still limited 

too three months on average. 

Literaturee on best supportive care, watchful waiting, is still sparse. Outcomes of these 

studiess varied from always wanting chemotherapy although no survival benefit could be 

gainedd to always wanting best supportive care no matter how big the advantage would be if 

theyy chose chemotherapy. It is not likely that many studies will be performed with watchful 

waitingg as (one of) the main outcome variable(s). In most trials, new treatments are investigated 

versuss the standard treatment, which is mostly a cytostatic regimen. 

Inn the decision-making process unrealistic expectations still play an important role in proposing 

andd choosing palliative chemotherapy. The survival gain is often overestimated, which may 

leadd to an unbalanced treatment choice. 

Thee necessity of informing patients and patient participation has become more and more 

clear.. Patients demand to be informed about all aspects of disease and treatment. However, 

studiess also showed that this information is not always forthcoming: there are physicians 

whoo lack the ability to communicate all information, and especially bad news or prognosis. 

Patientss appear to value this kind of information as highly important. 

Studiess on patients' participation in the decision-making process show that cancer patients 

havee a stronger wish for participation than non-cancer patients. Still, active participation in 

thee decision-making process, especially according to the rules of shared decision making, is 

nott yet common. Most literature on shared decision making is still conceptual and theoretical 

andd research has shown that there are still patients who do not wish to participate in the 

sharedd decision-making process. 
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