Recommending unfunded innovative cancer therapies: ethical vs. clinical perspectives among oncologists in a public healthcare system - a mixed method study	Comment by ALE Editor: Requested by the journal:
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Abstract	Comment by ALE Editor: I shortened this to fit the 300-word abstract limit, please verify I didn’t delete anything essential.
Background: Some recently developed cancer treatment technologies are not funded under the Israeli public healthcare system. There is a need for careful and balanced use of innovative treatments and technologies, while putting patients at the center of discourse on this complex and controversial issue. The present study examined ethical and clinical aspects of recommending innovative but unfunded cancer treatments. 	Comment by ALE Editor: I suggest moving this sentence to the Conclusions part of the abstract.	Comment by ALE Editor: I added this to parallel the title
Patients and methods: This mixed-methods study used a survey of 127 oncologists regarding their attitudes toward use of unfunded innovative cancer treatment technologies and in-depth interviews with 16 oncologists.	Comment by ALE Editor: This is the phrase in the instructions to authors
Results: 86% of respondents indicated that patients should be offered all treatment alternatives, regardless of their financial situation. However, 59% indicated that they often face dilemmas regarding recommending new unfunded treatments to patients with financial difficulties and without private health insurance. Over a third (38%) stated that they felt embarrassed and uncomfortable discussing the cost of treatment with patients. The in-depth interviews revealed four key themes: economic considerations in choosing treatment, therapist-patient discourse, the public healthcare fund, and discussion of treatment costs. A predictive model found that physicians facing patients whose medical condition worsened due to an inability to access unfunded new treatments, and who expressed the opinion that physicians can assist in locating funding for treatments for patients who cannot afford them, were more likely to recommend unfunded innovative treatments to patients (F = 5.22, R2 = 0.15, p < 0.001).	Comment by ALE Editor: Themes 2 and 4 seem quite similar. Could the difference between them be clarified?	Comment by ALE Editor: It is okay to use only the word treatment instead of treatment technologies as in the Hebrew? This seems clearer.	Comment by ALE Editor: I sometimes use “new” and sometimes “innovative”.
Should only one term be used, and if so, which? 
Conclusions: Physicians feel a professional commitment to offer patients the best medical care, and a moral commitment to discuss costs and minimize patients’ financial difficulty. It is important to develop a psychosocial support program for physicians and patients dealing with ethical and psychosocial dilemmas during the course of the illness, and to set guidelines for oncologists to conduct a comprehensive and collaborative physician-patient discourse regarding all aspects of cancer treatment.


BACKGROUND
Objective considerations of innovative cancer treatments have become essential, due to the rapid development of new and expensive medications and innovative treatment methods.1,2 The value of a new treatment is usually determined by examining the clinical benefit it provides versus its cost.3 Potential clinical benefit is usually defined by a treatment’s ability to prolong or improve patients’ lives. This is measured by examining the effect of the treatment on overall survival, maintaining quality of life, and controlling disease-related symptoms.4 A study examining 23 indicators of immunotherapy found that only three of them met the measure of improved patient survival over time, and there is not yet data on patient survival for 13 of the indicators due to their approval in an accelerated procedure in the US Drug Administration.5 Nevertheless, many of these expensive treatments are offered by oncologists. Some are funded by public healthcare systems or private health insurance companies; others are not.	Comment by ALE Editor: 1 Fojo & Mailankody, 2014; 
2 Davis, 2014	Comment by ALE Editor: 3 Porter, 2010	Comment by ALE Editor: 4 Cherny et al., 2010	Comment by ALE Editor: 5 Ben-Aharon et al., 2018	Comment by ALE Editor: I added this for clarity.
Oncologists agree that there is a need for careful and balanced use of innovative technologies while putting the patient at the center of the decision-making process.6 This balance requires meaningful interaction between a physician who has clinical knowledge, and patients who have knowledge regarding their personal preferences, socioeconomic status, experiences, expectations, and degree of support from family and immediate environment.7 For patients in advanced stages of the disease, the challenge of meeting cost-benefit standards becomes impossible, as the value of life-years is not linear.8 In these cases, which involve the majority of those using the newest and most expensive cancer treatments, the personal and social value of the treatment is higher than its quantitatively measured and assessed utilitarian value. In addition, cost-benefit considerations may contradict ethical and social considerations, such as concern for equality in receiving medical care. Therefore, in decisions regarding expensive treatments, failure to achieve utilitarian value may sometimes be justified by ethical considerations.9  	Comment by ALE Editor: 6 Emanuel & Fuchs, 2008	Comment by ALE Editor: 7 Saletti et al., 2018	Comment by ALE Editor: 8 Becker et al., 2007	Comment by ALE Editor: 9 [Brock, 2010]
Despite guidelines for cooperative physician-patient discussions regarding the costs and benefits of innovative cancer treatments, the goals of such a discussion, as well as how and when to conduct it, are not adequately clear.10 Some argue that oncologists have a social commitment to make careful and optimal use of limited resources.11 Others argue that oncologists should be committed exclusively to the patient, and make decisions based on the cost-benefit considerations of each individual case.12 Another approach argues that it is not the role of oncologists to discuss financial issues, and that the decision to offer appropriate treatment to the patient should be based solely on considerations of clinical efficacy.10 As a result, although many physicians recognize the importance of having discussions with patients about clinical efficacy (which is often unclear) and about the cost of treatment, few physicians actually conduct these discussions, presumably due to a lack of consensus on how and when to do so.	Comment by ALE Editor: Whose guidelines? 	Comment by ALE Editor: 10 Altomare et al., 2014
	Comment by ALE Editor: 11 Jagsi, 2014
	Comment by ALE Editor: 12 Sulmasy & Moy, 2014
	Comment by ALE Editor: 10 Altomare et al., 2014
The State of Israel has a public healthcare system, according to its National Health Insurance Law, within which a designated set medical of treatments is funded by the state for every citizen. The funded treatments are updated every year and new treatments and technologies are added. The current study addresses the perceptions of oncologists regarding use of treatments and technologies that are not covered by the public healthcare fund and therefore must be paid for privately by cancer patients in the final stages of the disease, when treatments are likely to prolong their life or improve their quality of life for a limited time.	Comment by ALE Editor: Health basket is awkward in English. Is there another preferred term?	Comment by ALE Editor: I suggest moving to this section the basic information about the Healthcare Fund Committee, the various providers, etc. that is now in the Methods section.


PATIENTS AND METHODS
The study was approved by the Ethics Committee of the Ashkelon Academic College (Approval # 4-2019). Methods included a survey and in-depth interviews among oncologists.
Population sample
Out of approximately 250 physicians who specialize in oncology and are members of the Israeli Society for Clinical Oncology and Radiation Therapy, 127 physicians responded to a telephone survey (50.8% response rate). The survey examined attitudes towards the use of new treatments not funded by the public healthcare system. At the end of the survey, respondents were asked if they would be willing to be interviewed on the subject. Subsequently, 16 oncologists were interviewed during the months of December 2019 to April 2020. Of the interviewees, eight were male and eight were female. Eight worked in two hospitals in southern Israel, seven worked in two hospitals in the center of the country, and one worked in a hospital in the north. Six were interns towards the end of their internship and ten were specialist physicians. Six of the respondents were current or former members of the Health Fund Committee, which assesses the public funding of new treatments.	Comment by ALE Editor: Maybe first say the 250 oncologists who are members… were contacted by the researchers. Then say the response rate.	Comment by ALE Editor: https://www.uicc.org/events/5th-annual-meeting-israeli-society-clinical-oncology-and-radiation-therapy-iscort
	Comment by ALE Editor: When was this done?
The interviewees worked in various specialties within the field of oncology, including urinary tract, genital system, breast, digestive system, skin, and lung cancers. The interviews lasted between forty minutes and an hour. They were conducted face-to-face in the hospitals, with the exception of two interviews that were conducted over the telephone due to Covid-19 restrictions. All were conducted by a research assistant who is a graduate student in clinical psychology.	Comment by ALE Editor: I added this for clarity
Research tools
Survey among oncologists. The questionnaire was written by the researchers and was validated, using the content validation method, by two physicians specializing in oncology and one specialist in public health and health policy. Following their comments, three ambiguous questions were clarified. The questionnaire included 15 statements describing perceptions and dilemmas regarding cancer treatment using innovative treatments that are not publicly funded. Respondents were asked to rate their degree of agreement on a Likert scale ranging from 1 (strongly disagree) to 5 (strongly agree). Reliability of the questionnaire was α = 0.73. The questionnaire also included background questions regarding respondents’ gender, age, level of religiosity, country of birth, country where the respondent studied medicine, number of years of experience in oncology, whether the respondent works among the social periphery in Israel, and whether the respondent is currently or was once a member of the National Healthcare Fund Committee that assesses public funding for treatments (Appendix 1). The statements in the questionnaire were grouped into several categories, as shown in Table 1.	Comment by ALE Editor: Should this figure follow the additional questions (next sentence)?	Comment by ALE Editor: From journal guidelines: Tables can be placed either next to the relevant text in the article, or on separate page(s) at the end.

I left them in the text for now.


Table 1: Research variables with averages and standard deviations
	
	Issues and positions
	Number 
of statements
	Mean ± SD

	Dependent variables
	Recommending innovative unfunded treatments to patients 
	1
	4.41±0.89

	
	
Actual use of innovative unfunded treatments 
	
1
	
4.07±0.83

	
	
Use of innovative tests that are not funded
	
1
	
2.74±1.18

	
	
	
	

	Independent variables
	Perception of the physician's role in achieving compassionate care
	1
	3.88±1.08

	
	
Need for physician-patient discussion about costs and benefits of innovative cancer treatments
	
3
	
3.76±0.90

	
	
Responsibility for choosing the treatment
	
2
	
3.45±1.11

	
	
Social and ethical dilemmas associated with recommending innovative cancer treatments
	
3
	
3.14±0.92

	
	
Preference for clinical efficacy of treatment for the patient
	
1
	
3.00±1.07

	
	
Physician's responsibility for considering costs of innovative cancer treatments
	
2
	
2.81±1.03

	
	
Inequality in healthcare that harms the patient
	
1	Comment by ALE Editor: This adds up to 16 not 15. Is one question attributed to two categories? If so, it should be stated.
	
2.79±1.39



In-depth interviews. The interviews were semi-structured. The wording and order of the questions changed according to the dynamics of the interview, in order to maintain continuity and flow and encourage openness among the interviewees. The interview question guide is given in Appendix 2.
Statistical analysis
Data collected in the survey were analyzed using SPSS V. 26. Relationships between the variables were examined via Pearson correlations. Differences between groups were examined using t-tests for independent samples and single-factor variance analysis, which included post-hook analysis using the Tueky method. Finally, a model of linear regression was constructed to predict attitudes towards recommending unfunded treatments. Based on Thiese et al.13 and in light of the limited sample size, a significance level of p < 0.10 was determined. The interviews were analyzed using a thematic analysis method in the ATLAS.ti software. The analysis included both deductive themes arising from the research topic and literature review, and inductive themes that emerged from the data.14  	Comment by ALE Editor: 13 Thiese, Ronna & Ott (2016)	Comment by ALE Editor: 14 Charmaz, 2002
RESULTS
Table 2 presents the characteristics of the sample of survey respondents. The mean age of the respondents was 57.06 ± 10.3. The mean years of work experience was 25.39 ± 9.9.


Table 2: Characteristics of Survey Sample 
	Variable
	
	N
	%

	Gender
	Male
	63
	50%

	
	Female
	63
	50%

	Country of birth
	Israel
	67
	53%


	Country of medical education
	Israel
	64
	52%

	Works in social periphery

	Yes
	61
	49%


	Participant in National Healthcare Fund Committee
	Yes
	86
	69%	Comment by ALE Editor: Maybe this high percentage of participants in the committee should be explained? Is it because all those contacted are members of the Israeli Association of Clinical Oncology and Radiotherapy?



	
Which public Health Maintenance Organization the respondent works with	Comment by ALE Editor: This should be explained in the intro section on healthcare in Israel, the fact that people can choose between these HMOs and the names of them. Otherwise, it will be difficult for an international audience to understand this.
	
	
	

	
	Clalit
	31	Comment by ALE Editor: Maybe explain this in the intro also, that Clalit is the largest, that some physicians work with an HMO while others do not.
	25%

	
	Maccabee 
	8
	6%

	
	Meuchedet
	7
	6%

	
	Leumit
	1
	1%

	
	None
	77
	62%


	Religion
	Jewish
	116
	92%	Comment by ALE Editor: Maybe give some context for this in the intro for an international audience, such as what % of oncologists in general are Jewish. Or leave it out. Is it relevant to the discussion here?



Analysis of the distribution of the survey population’s responses shows that 86% of respondents agreed that patients should be offered all treatment alternatives, including those that are not funded, regardless of their financial situation. Similarly, 88% indicated that physicians tend to recommend innovative cancer treatments even if they are not funded. At the same time, 59% indicated that they often face a dilemma as whether to recommend a new unfunded treatment to patients with financial difficulties and without private health insurance. Over a third of respondents (38%) stated that they felt embarrassed and uncomfortable discussing the cost of treatment with patients. (Distribution table in Appendix 3).
In order to examine differences according to age regarding various aspects of innovative unfunded cancer treatments, the respondents were divided into three age groups: under 50, 50-64, 65 and over; then a one-way ANOVA test and post-hook test using the Tueky method were performed. The findings are presented in Table 3.

Table 3: Analysis of variance for comparisons between age groups regarding the study variables
	Variable
	Age group
	Mean
	SD
	?	Comment by ALE Editor: What is this category, for which every entry is 2?
	DF
	F

	Physician's responsibility to consider costs of innovative cancer treatments
	
	
	
	2	Comment by ALE Editor: Do these pertain to the variable and not the age group? In the original table, it looks as if they only relate to under 50 (or whatever is the first category given). Is that the way it is supposed to be?

The order of the groups changed each time. I put them in the same order each time. 
	94
	7.272***

	
	Under 50
	3.39
	0.90
	
	
	

	
	50-64
	2.65
	0.92
	
	
	

	
	65 and over
	2.56
	0.88
	
	
	

	Responsibility for choosing the treatment
	
	
	
	2
	92
	4.115**

	
	Under 50
	2.96
	1.13
	
	
	

	
	50-64
	3.49
	1.12
	
	
	

	
	65 and over
	3.80
	0.91
	
	
	

	Inequalities in healthcare
	
	
	
	2
	91
	4.035**

	
	Under 50
	2.26
	1.23
	
	
	

	
	50-64
	3.15
	1.37
	
	
	

	
	65 and over
	2.46
	1.45
	
	
	

	Social and ethical dilemmas associated with recommending innovative cancer treatments
	
	
	
	2
	94
	3.127**

	
	Under 50
	3.51
	0.80
	
	
	

	
	50-64
	3.15
	0.93
	
	
	

	
	65 and over
	2.91
	0.88
	
	
	

	Preference for clinical efficacy of treatment for the patient
	
	
	
	2
	92
	2.783*

	
	Under 50
	2.88
	0.95
	
	
	

	
	50-64
	2.90
	1.14
	
	
	

	
	65 and over
	3.50
	1.21
	
	
	

	Use of innovative unfunded treatments
	
	
	
	2
	93
	2.710*

	
	Under 50
	4.15
	0.60
	
	
	

	
	50-64
	4.12
	0.84
	
	
	

	
	65 and over
	3.96
	0.97
	
	
	

	Need for physician-patient discussion about costs and benefits of innovative cancer treatments
	
	
	
	2
	93
	1.538

	
	Under 50
	3.58
	0.76
	
	
	

	
	50-64
	3.93
	0.88
	
	
	

	
	65 and over
	3.88
	0.82
	
	
	

	Use of innovative unfunded tests
	
	
	
	2
	90
	1.334

	
	Under 50
	2.41
	1.25
	
	
	

	
	50-64
	2.87
	1.32
	
	
	

	
	65 and over
	2.52
	0.96
	
	
	

	Recommendation for unfunded innovative treatments
	
	
	
	2
	92
	1.011

	
	Under 50
	4.12
	0.82
	
	
	

	
	50-64
	4.45
	0.99
	
	
	

	
	65 and over
	4.37
	1.01
	
	
	

	Perception of the physician's role in achieving compassionate care
	
	
	
	2
	92
	0.187

	
	Under 50
	3.65
	1.13
	
	
	

	
	50-64
	3.83
	1.09
	
	
	

	
	65 and over
	3.77
	1.24
	
	
	



As shown in Table 3, the youngest group of respondents, those up to the age of 50, were significantly more likely than the other two age groups to agree that when considering new treatments, physicians should take into account the cost of treatment for the patient personally and for the Health Maintenance Organization (HMO). Those aged 65 and over were significantly more likely to agree with the statement that patients prefer physicians to make decisions for them regarding treatment, regardless of its costs. Those between the ages of 50-64 were most likely to say they were aware of cases in which patients’ condition worsened because they could not afford treatments. A significant difference was found between the various age groups in terms of the social and ethical dilemmas involved in recommending innovative technologies that are not funded. Those under 50 were more likely to agree more with the perception that the state bears an excessively high economic price for extensive treatment costs for cancer patients, in terms of cost versus benefit. They were also more likely than the other groups to say that physicians should know about a patient's socioeconomic status before recommending unfunded treatments, and that they often faced dilemmas regarding whether to recommend innovative care for patients with financial difficulties and without private health insurance. The younger generation of physicians seems to be more aware of the ethical and social dilemmas arising from the economic aspect of cancer treatment.	Comment by ALE Editor: From the journal guidelines: Divide your article into clearly defined sections. Each subsection is given a brief heading.

I suggest adding a subheading here and in other places indicated below.

This could be: Differences according to age cohort 
Or something like that	Comment by ALE Editor: This is the first time this term is used. I think it should be explained in the introduction section on the Israeli healthcare system, especially because HMO has a different meaning in the US system (though it is the English term usually used for kupat cholim)	Comment by ALE Editor: I took out “finally” because it is not the final point made here.
To examine differences in attitudes between respondents who were involved in the treatment-rating processes and those who did not participate in this process, t-tests were performed for independent samples. Significant differences were found regarding the issue of unfunded tests and in the perception of the physician's role in achieving compassionate care. It emerges that those who had been on the Health Fund Committee are more likely to recommend unfunded tests for their patients (t = -3.29, p < 0.001). Physicians who participated in the ranking processes tend to see themselves as having more responsibility for delivering compassionate care to patients in financial difficulties. Significant differences by gender were found regarding the perception of the physician's role in achieving compassionate care (t = 1.76, p < 0.10). Female physicians expressed a more positive perception than their male colleagues regarding the role of physicians in obtaining funding for innovative treatments for cancer patients who cannot afford them (mean 4.05 vs. 3.71, respectively).	Comment by ALE Editor: I suggest adding a subheading here
Participation in funding process

For the purpose of examining the relationships between the dependent variables and the various statements, Pearson correlations were performed. It was found that a physician who holds a positive attitude towards the use of innovative tests during cancer treatment was also likely to say that the physician’s role includes striving to attain compassionate treatment (p < 0.01, r = 0.24), being sensitive to issues of inequality in healthcare (p < 0.001, r = 0.33), and responsibility for considering the costs of innovative treatments (p < 0.05, r = 0.19). In addition, a negative correlation was found between having a positive attitude regarding recommending new unfunded tests to patients, and having social and ethical dilemmas regarding recommending innovative treatments (p < 0.05, r = -0.18). It was also found that physicians holding positive attitudes towards the use of innovative cancer treatments, are likely to say that patients should be offered all treatment alternatives, including those that are not funded, regardless of their financial situation (p < 0.05, r = 0.20) and to say that physicians should strive to achieve compassionate care (p = 0.05, r = 0.17).	Comment by ALE Editor: I suggest adding another subheading here. 	Comment by ALE Editor: I think that what is meant by “compassionate care” needs to be more clearly defined. Does it mean equality in receiving treatment? Compassionate attitudes from the physician? Hospice care?	Comment by ALE Editor: Should this = be < as in the other cases?
For the purpose of examining the variables that predict whether physicians recommend innovative unfunded cancer treatments, multiple linear regression was performed. The following three statements from the survey were combined into one dependent variable using a mean calculation of the three statements (mean of the new variable: 3.75 ± 0.66): (1) To the best of my knowledge, physicians tend to recommend new cancer treatments even if they are not funded by public healthcare; (2) Patient should be offered all treatment alternatives, including those that are not funded, regardless of their financial status; and (3) I often use tests that are not funded by the healthcare system, for example those using NGS technology. 	Comment by ALE Editor: Add subheading	Comment by ALE Editor: Next Generation Sequencing
Will the audience be familiar enough with this that the acronym doesn’t need to be explained?
First, correlations between this new combined variable and the independent variables were examined. A significant correlation was found between the new variable and four independent variables: inequalities in healthcare (p < 0.01, r = 0.27), the physician's role in achieving compassionate care (p < 0.01, r = 0.26), social and ethical dilemmas involving the recommendation of innovative technologies (p < 0.01, r = -0.25) and the physician's responsibility for cost considerations for innovative cancer treatment (p < 0.05, r = -0.20).
Following this, a regression model was constructed. Encountering patients whose medical condition worsened because they could not afford innovative drugs, and a perception that the physician should make an effort to find funding for expensive treatments for patients who cannot not afford them, predict a recommendation to use innovative unfunded cancer treatments. The percentage of explained variance is 15% (F = 5.22, R2 = 0.15, p < 0.001).	Comment by ALE Editor: Add subheading: development of predictive model
In-depth interviews
The interviews highlighted four themes: economic considerations in choosing treatment, physician-patient discourse, the available publicly-funded treatments, and discussion of treatment costs.
Theme 1: Economic considerations in choosing a treatment. Most interviewees agreed with the view that all alternatives should be offered in any situation, if it is done a sensitive and considerate manner. Interviewees noted that it is not always possible to know their patients’ actual financial situation, and it is possible that someone with limited financial resources will be able to get help from others. As Interviewee 7 explained: “Experience shows that you cannot make assumptions. Some patients seem to have no resources and then suddenly it turns out that someone is helping them, while there are very affluent patients who will not pay for unfunded treatments. I do not make assumptions. I give the same information to all patients.”
In contrast, Interviewee 11 argued that as long as there is no impairment in the quality of treatment, recommendations should be tailored to each patient’s financial situation: “If patients do not have private insurance and have no money, there is a good chance that I would recommend the less expensive option. ... Just for that, a treatment that costs tens of thousands of shekels, family members can find that they lost their family member and have huge debts in the end.”
Theme 2: Physician-patient discourse. The style of communication between physicians and patients varies depending on the nature of both parties and the perception of the physician’s role. Some doctors perceive themselves as having to offer patients all the options and let them choose. In contrast, others feel the need to guide patients in choosing treatments. As Interviewee 10 said: “You have to present the picture. You have to tell the patient that this is a very expensive treatment, on the order of tens or hundreds of thousands of shekels, and make a recommendation. What does our boss say to patients? ‘I wouldn’t sell the car for it.’ Say it in words they can understand. You have to see the patient sitting in front of you, and understand his situation. Do not give patients hope when there is not. I don’t think it’s true that the doctor should simply present the options. One should always recommend what to do. It’s called the ‘uncle test’. What would you recommend that your own uncle do?”
Interviewee 8 described a different approach: “If we’re talking about unfunded treatments and a patient consults with me about what to do with the little money he has, I think it’s certainly our place to talk about what that means. Just as we help them know at what time to eat and whether to take the medicine with food, we are also consulted on economic matters, and we must advise them to the best of our knowledge.” 
In contrast, Interviewee 14 focused solely on the medical aspect: “My only consideration is the medical consideration. Many times, I suggest they get another opinion. Not only medicine costs money; sometimes it is doing another imaging test that costs money. Or whether to go to a private surgeon who is a better surgeon. There are situations when you can do either surgery or radiation. And sometimes it’s easier for me, if they want surgery, they bring me another [physician’s] opinion. It makes my job easier.”	Comment by ALE Editor: Meaning another physician’s opinion?
Theme 3: Publicly-funded healthcare. A quarter of the interviewees had been members of the Health Fund Committee, either at the time of the survey or in the past. Interviewee 1 explained why economic considerations cannot be part of the process: “One of the questions we always ask, but for which there is no answer is: What is better, to give a less effective remedy to many people, or to give a highly effective remedy to fewer people? It is a cruel moral dilemma and there is no answer. In the discussion, you do not touch on costs.” 
All the interviewees praised the set of treatments that are available through the Israeli healthcare system in the field of oncology, which provides adequate treatment solutions for a very large number of patients, also in comparison to other Western countries. For example, interviewee 8 said: “In Israel, the level of support that the public system gives is sufficient, and is much better than what I saw compared to, for example, the United States or Europe. So, I am very happy that we are able to offer this as a healthcare system. I look at what we can give to patients, and we can offer a lot.”
Theme 4: Discussion of treatment costs. Two-thirds of the interviewed physicians said they become familiar with the costs of unfunded treatments before recommending them. Interviewee 16 addressed the ethical complexity that a discussion of treatment costs may create. In addition to the patient’s socioeconomic situation, there is a fear of being perceived as promoting certain drugs: “When they ask me, and I’m speaking here about the range of costs, first, these things change. It is not that if I know the cost right now then that is necessarily what the cost will be in three months. Second, I do not think I should talk to them [about this]. I do not deal in drugs. I can say yes, this medication costs such and such, but I am not part of this equation.”	Comment by ALE Editor: It isn’t clear why this can’t be combined with theme 2. What is different about them?
DISCUSSION
The present study examined, via a survey and in-depth interviews with oncologists, the social and ethical aspects related to decisions regarding recommending and use of innovative treatments that are not covered by public funding. Most respondents agreed that patients should be offered all treatment alternatives regardless of their financial situation. However, oncologists often experience dilemmas regarding whether to recommend innovative treatments to patients with financial difficulties and without private health insurance. Over a third indicated that they feel embarrassed and uncomfortable discussing the costs of care with patients. 
A complex picture emerged from the in-depth interviews. Some physicians, especially the older and more experienced physicians, said that they first try to find out from their patients what their financial situation is and whether they have private healthcare insurance. However, most physicians said that they are careful to suggest all treatment alternatives, because there are patients who manage to raise funds from family members or from a crowdfunding campaign, and they physicians do not want to limit the patients’ options in advance.
There are doctors who have personally approached pharmaceutical companies to ask for assistance in providing compassionate care, or who have referred patients to various associations for assistance. The dilemma of conscience that is involved in presenting all options to a patient who is unlikely to be able to afford them arose in all interviews, despite the Ministry of Health’s requirement to offer all relevant treatment alternatives regardless of the patient’s socioeconomic status, which frees physicians from the ethical dilemma and passes the decision to the patient.	Comment by ALE Editor: Meaning they ask for a discount? This could be clearer.	Comment by ALE Editor: This information should be given in the introduction.
A survey of physicians from the United States and Canada found that, despite significant differences between the two countries’ healthcare systems, most physicians agreed that having to spend large sums of money on treatments, this might affect patients’ course of treatment. More than half of the surveyed physicians held no discussions at all regarding their patients’ financial condition, due to the discomfort they felt when they tried to initiate such a discussion.15 Similarly, in the current study, some physicians said they felt a responsibility to conduct a discussion that also concerned the economic implications of the treatment, while others said that they should conduct discussions only pertaining to clinical issues. Similarly, Altomare et al.10 found that 90% of oncologists always offer their patients all treatment options regardless of cost, and about half of them said they have never done cost-based prioritization. In addition, most oncologists agreed that it was their responsibility to consider the personal and social costs of innovative cancer treatments, but over 70% indicated that they did not have the resources, knowledge, or ability to discuss treatment costs with their patients.	Comment by ALE Editor: 15 Berry et al., 2010	Comment by ALE Editor:  Altomare et al., 2014

In the current study, physicians aged 65 and over were more likely to agree with the idea that patients prefer that physicians make decisions for them regardless of their costs. The younger generation of physicians seems to be more aware of the ethical and social dilemmas that arise from the financial costs of cancer treatments. Most of the interviewed physicians stated that they consider themselves responsible for choosing the most appropriate treatment for the patient and that that patient expects this from the physician. The tendency to give a physician full authority over treatment decisions has already been noted as being prevalent by previous studies.16 It can be assumed that the gaps between the various age cohorts of physicians are related to broad processes that have changed the face of medicine, regarding a paternalistic approach according to which the physician knows what is best for the patient and should not be challenged, as opposed to a liberal approach which holds that patients are the experts of their own condition and should be placed at the center of decision making.17 Despite the existence of various approaches and positions, the perception that the physician should make decisions regarding treatment is still dominant. However, when it comes to terminal illnesses, it is possible that, despite the remnants of this paternalistic culture, physicians are also in a more comfortable emotional position than their patients are, and this enables them to make a more “rational” cost-benefit analysis and make the decisions for their patients.	Comment by ALE Editor: 16 Charles et al., 1999
	Comment by ALE Editor: 17 Dopelt et al., 2020

The current study found that being aware of patients whose medical condition worsened significantly because they could not afford unfunded treatments, alongside a perception that physicians should make an effort to help find funding for treatments that are not covered by public healthcare, predicted a recommendation to use unfunded innovative cancer treatments. About one-third of the respondents said they had encountered situations in which financial difficulties directly affected the patient’s medical condition. This finding, combined with positive experiences in achieving compassionate care, contribute to the fact that in practice these physicians have expressed a greater tendency to recommend the use of drugs that are not funded by the public healthcare system.	Comment by ALE Editor: Again, I’m not sure what is meant by this phrase. Here is seems to mean charitable funding. Can this be clarified? 
A similar survey conducted in the United States found that there is a gap between physicians’ knowledge of experimental treatments and their willingness to assist patients in obtaining these treatments.18 It is possible that awareness of cases in which patients are directly affected by lack of access to experimental treatments is what bridges the gap between clinical knowledge and willingness to help. The interviews indicated that encountering cases in which an economic situation led to a worsening of the medical condition increased the physicians’ motivation to help find funding for treatments.	Comment by ALE Editor: 18 Bunnik & Aarts, 2021
STUDY LIMITATIONS
The present study has a number of limitations. The survey was conducted among only 127 oncologists. At the same time, the response rate to the survey was high and included about 50% of all oncologists registered with the Israeli Society for Clinical Oncology and Radiation Therapy. Another limitation is that because few studies have been conducted on this topic, a questionnaire written by the researchers and not previously tested in other research frameworks was used. Nevertheless, the questionnaire is valid and high reliability of the questionnaire items was found.
CONCLUSIONS
The present study sheds light on some of the ethical dilemmas faced by oncologists in the decision-making process regarding treatments that are not funded by the public healthcare system. Physicians feel an ethical and professional commitment to offer patients the best medical care, and at the same time feel a moral obligation to discuss treatment costs and minimize financial difficulties for patients and their families that may be anticipated as a result of using innovative treatments that may prolong the patient’s life but do not offer a cure.
There is a need for an open public discussion of these issues in focus groups that include physicians, patients, and experts in bioethics. This need becomes even more pronounced when it is apparent that most oncologists in Israel recommend unfunded treatments to patients, and even try to obtain funding for their patients. It is necessary to develop guidelines for oncologists to help them conduct comprehensive and in-depth discussions with patients regarding all aspects of cancer treatment, in order to make a joint decision with patients regarding the optimal treatment for their illness. Further research in the field can focus on the psychosocial aspect of the physician-patient relationship, communication styles, inclusivity, and empathy between the parties.	Comment by ALE Editor: I am curious (this is not an editing question, but I will ask it anyway…) Is there any research that indicates that physicians in the US (or other countries) feel an obligation to help their patients find funding for treatments they cannot afford? I doubt that physicians in the US would feel that they should do that, but perhaps I am wrong. This seems to me to be a quite significant and (to me) surprising finding that Israeli physicians feel an obligation to seek financial help for their patients. It could be emphasized in this article. 
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Appendices
Appendix 1 - The Questionnaire for  Oncologists
Greetings,
Oncologists face many dilemmas regarding recommending treatments that are not covered by the public healthcare system. This questionnaire is administered as part of a study examining these dilemmas. Responding to this questionnaire is voluntary. The survey is anonymous and the answers will remain confidential. Some statements are written in the masculine tense for convenience, but are intended to refer to both males and females. We would appreciate it if you would complete the attached questionnaire. It is expected to take about five minutes to complete.
For further information, contact Dr. Osnat Bashkin via email: obashkin@gmail.com
Circle the number indicating the extent to which you agree with the following statements:
	
	Strongly disagree
	
	
	
	Strongly agree

	1. To the best of my knowledge, physicians tend to recommend cancer treatments even if they are not funded by public healthcare.
	1
	2
	3
	4
	5

	2. Physicians should learn a patient’s socioeconomic status before making a recommendation for unfunded treatment.
	1
	2
	3
	4
	5

	3. I have often faced the dilemma of whether to recommend innovative care for patients with financial difficulties (without private health insurance).
	1
	2
	3
	4
	5

	4. Patients always prefer clinical efficacy, regardless of the price they will have to pay for the treatment.
	1
	2
	3
	4
	5

	5. When considering a new treatment, physicians should consider the cost of treatment for the patient. 
	1
	2
	3
	4
	5

	6. When considering new treatment, physicians should consider the cost of treatment for the HMO.
	1
	2
	3
	4
	5

	7. I feel ready to discuss with the patient the cost-benefit of a treatment I recommend.
	1
	2
	3
	4
	5

	8. The patient should be offered all treatment alternatives, including those that are not funded, regardless of his financial situation
	1
	2
	3
	4
	5

	9. It is embarrassing/uncomfortable for me to discuss with a patient the cost of treatments for which he must pay.
	1
	2
	3
	4
	5

	10. Discussion of financial costs of healthcare may harm the physician-patient relationship.
	1
	2
	3
	4
	5

	11. The state bears the economic price for extensive treatments for cancer patients, in terms of cost versus benefit.
	1
	2
	3
	4
	5

	12. I often use tests that are not funded by the healthcare system, for example those using NGS technology.
	1
	2
	3
	4
	5

	13. A physician can make an effort to find funding for unfunded treatments for patients who cannot afford them.
	1
	2
	3
	4
	5

	14. I am aware of patients whose medical condition significantly worsened because they could not afford unfunded treatments. 
	1
	2
	3
	4
	5

	15. In my opinion, patients prefer that the physician make the decision on the recommended treatment of the disease, regardless of costs. 
	1
	2
	3
	4
	5






Finally, please answer a few general questions for research purposes:
Gender: 	1. Male  	2. Female
2. Age: _______
3. Religion: 	1. Jewish 	2. Muslim 	3. Christian 	4. Atheist 	5. Other:   ___
4. Country of birth 		1. Israel 	2. Former USSR 	3. Other: ______________
5. At which university and in which country did you study medicine? _______________________________
6. Number of years of experience as an oncologist (including residency): ________
7. Do you work in the social periphery? 1. Yes 	2. No 	3. Yes, in the past
8. Were you involved in the oncology treatment-rating processes for the public healthcare system?
	1. Yes 	2. No
9. If you were to write new guidelines for physicians not limited to oncologists regarding cases in which the patient does not have private health insurance - do you think physicians should offer all alternatives, even the most expensive ones, or consider the patient’s financial situation?
1. All alternatives should be suggested regardless of the patient's financial situation
2. The patient's financial situation should be taken into account, and only publicly funded alternatives should be offered
3. Other: _______________________
Appendix No. 2 - Guide for Interviews with Oncologists
1. Tell me a little about yourself. How long have you worked in the oncology department? Why did you choose this specialization?
2. Can you estimate how many patients with advanced stages of the disease you treat per week?
3. Have you been involved in the Health Fund Committee processes for rating oncology treatments to be funded by the public healthcare system?
4. What do you know about the processes of testing innovative treatments in the field of oncology for the purpose of including them in the set of funded treatments, prior to discussion by the Health Fund Committee? 
5. Do you often use tests such as NGS technology that are not funded by the public healthcare system in Israel?
6. Have you ever had to recommend to one of your patients to take out a loan or sell property to fund oncology treatments, or have you heard of such a case of from another oncologist? If so, what is your position on the matter?
7. Have you experienced an extraordinary and unexpected success when using expensive, privately funded treatments for one of your patients?
8. Have you ever experienced clinical failure when using treatments that are considered “life-saving”? 
9. Do you hold discussions on the issue of spending large sums of money for oncology treatments with the patient alone, only with the patient’s family members, or with everyone together?
10. The development of cancer treatments is gaining momentum, and some of the treatments are not publicly funded. Are you aware of the costs of such treatments? Do you have a way of knowing the costs?
11. If there is a less expensive alternative to treatment with the same benefit, do you think the physician should recommend the less expensive alternative or present both to the patient?
12. Do you offer your patients all treatment alternatives, including those that are not funded, regardless of their financial situation?
13. Can you share a dilemma you have had concerning a case in which you believed that a treatment could prolong a patient’s life, but that the patient would have difficulty financing it? What did you do in this situation? Did you try to find ways to get funding?
14. Do you think it is your task to know and discuss the costs of the treatments? Or should you only offer the clinical alternatives that seem most appropriate to you?
15. Do you think society pays an excessively high economic price for extensive treatments for cancer patients in terms of cost versus benefit, and financial resources that could have been invested elsewhere?
16. If you were to write guidelines for physicians, not necessarily oncologists, would you suggest that physicians should offer patients all alternatives, even the most expensive ones, or take into account the patient’s financial situation?


Appendix No. 3 - Distribution of survey responses
	
	Agree
	Neutral
	Disagree

	The patient should be offered all treatment alternatives, including those that are not funded, regardless of his financial situation	Comment by ALE Editor: Does it matter these are not in the same order as the questionnaire? I didn’t renumber them, as that seems more confusing.
	86%
	8%
	6%

	I feel ready to discuss with the patient the cost-benefit of a treatment I recommend.
	88%
	6%
	7%

	To the best of my knowledge, physicians tend to recommend cancer treatments even if they are not funded by public healthcare.
	78%
	19%
	3%

	Discussion of financial costs of healthcare may harm the physician-patient relationship.
	11%
	18%
	71%

	A physician can make an effort to find funding for unfunded treatments for patients who cannot afford them.
	64%
	26%
	10%

	When considering a new treatment, physicians should consider the cost of treatment for the patient.
	65%
	16%
	19%

	In my opinion, patients prefer that the physician make the decision on the recommended treatment of the disease, regardless of costs.
	52%
	29%
	19%

	I have often faced the dilemma of whether to recommend innovative care for patients with financial difficulties (without private health insurance).
	59%
	15%
	26%

	Patients always prefer clinical efficacy, regardless of the price they will have to pay for the treatment
	26%
	48%
	27%

	Physicians should learn a patient’s socioeconomic status before making a recommendation for unfunded treatment.
	44%
	18%
	38%

	It is embarrassing/uncomfortable for me to discuss with a patient the cost of treatments for which he must pay.
	38%
	23%
	39%

	I am aware of patients whose medical condition significantly worsened because they could not afford unfunded treatments.
	35%
	18%
	47%

	The state pays the economic price for extensive treatments for cancer patients, in terms of cost versus benefit.
	29%
	26%
	46%

	I often use tests that are not funded by the healthcare system, for example those using NGS technology.
	25%
	31%
	44%

	When considering new treatment, physicians should consider the cost of treatment for the HMO.
	12%
	19%
	69%



