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Abstract
Background: Cancer recurrence after treatment is a concern for patients and on-
cologists alike. The movement towards treatment optimization, with trials testing 
less than the current standard of care (SoC), complicates this experience. Our ob-
jective was to assess oncologists' psychological response to patient recurrence on 
optimization-focused trials and identify factors that influence those experiences.
Methods: Clinical oncologists participated in a semi-structured interview re-
garding patient enrollment in treatment optimization trials. We identified fac-
tors that influence the degree of psychological response that the oncologist may 
feel after patient recurrence. Residual agreement analysis was used to identify 
whether differences in reported psychological response was associated with alter-
native emphases on identified factors.
Results: Thirty-six oncologists identified 20 factors spanning five major themes 
that affected their psychological response to patient recurrence. All oncologists 
expressed willingness to enroll patients in treatment optimization clinical trials; 
however, half indicated that they were more likely to experience a negative psy-
chological response after a treatment optimization trial than after a traditional 
intensification trial, and a quarter reported that patient recurrence on an opti-
mization trial would impact their recommendations for future trial enrollment. 
Oncologists who reported more negative psychological responses to patient re-
currence after participation in an optimization trial were more likely to empha-
size introspective factors, while those who reported no difference in response 
emphasized patient- and process-focused factors.
Conclusions: Although most oncologists recognize the importance of treatment 
optimization trials, a significant proportion indicated a greater potential for psy-
chological distress following patient recurrence in such trials and offered insight 
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1  |  INTRODUCTION

In oncology, there is a movement to scale back treatment 
intensity with the goal of maintaining long-term survival 
outcomes while improving quality of life.1 This contrasts 
with traditional intensification trials that add therapy to 
improve survival outcomes. This “optimization” (formerly 
referred to as “de-escalation”, a term disliked by patients) 
strategy can be challenging for patients and oncologists, 
as there are potential physical and psychological conse-
quences to “doing less” than the current standard of care 
(SoC). Our previous work exploring patient perceptions of 
treatment optimization trials found 43% of patients with 
breast cancer would be unwilling to participate in a treat-
ment optimization trial that tested less intense treatment, 
with 85% citing fear of recurrence as a key barrier.2 This 
contrasted with 19% who felt that clinical trials them-
selves were a barrier.2

Although psychological consequences of treatment 
optimization trials have been previously explored in 
patient populations,3 less is known regarding the on-
cologist perspective, despite their leading role in treat-
ment decision-making. Mehlis and colleagues4 found 
high distress among health professionals who regu-
larly made decisions to limit life-prolonging treatment 
and suggested better integration of decisional support 
to ease the burden of these decisions. Here, we seek to 
better understand oncologist perspectives on optimi-
zation clinical trials, focusing on how various patient-, 
provider-, and trial-based factors influence their po-
tential psychological responses to patient recurrence. 
Furthermore, we identify several structural and proce-
dural factors of optimization-focused trial designs that 
could impact psychological response on the part of the 
oncologist.

2  |  METHODS

2.1 | Participants

This qualitative sub-study is part of a larger project eval-
uating oncologist perspectives on optimization-focused 
clinical trials for breast cancer patients.2,5 Purposive 
sampling techniques were utilized to identify a balanced 

convenience sample of oncologists according to setting, 
gender, ethnicity, age, years of experience, and geo-
graphic location. In-depth sample methodology and on-
cologist characteristics are described elsewhere.6 Briefly, 
physicians from different US practices were identified 
through working relationships with the oncologists, en-
gagement with the ECOG-ACRIN Breast Committee, or 
referral from previous participants. All academic physi-
cians were breast cancer specialists, while community 
oncologists treated a spectrum of cancer types. Prior to 
the interviews, participants completed a questionnaire 
including basic demographic information and practice 
characteristics.

2.2 | Interviews

Interviews were conducted by a breast medical oncolo-
gist (GR) via Zoom or telephone using a semi-structured 
interview guide developed utilizing an a priori model-
based Norton and colleague's De-implementation 
Framework7 and aligned with patient interview guides 
from a prior study focused on patient perspectives of 
optimization trials.2 The full interview guide has previ-
ously been published along with overarching barriers 
and facilitators that oncologists perceived to enroll-
ing breast cancer patients in optimization trials.6 This 
analysis delves deeper into a subsection of the interview 
where oncologists were asked how they would feel if a 
patient recurred after participating in an optimization 
trial. The interviewer probed specifically to determine 
(1) whether negative psychological responses on the 
part of the oncologist occurred after patient recurrence; 
(2) whether negative psychological responses would be 
intensified by patient enrollment in an optimization trial 
rather than a traditional intensification trial; and (3) 
whether experience of patient recurrence would affect 
their future decision-making regarding patient enroll-
ment in treatment optimization trials. Then, additional 
free-listing-style questions were utilized to identify how 
physicians managed their psychological responses.8,9 
The goal was to better understand the shared experi-
ence of responding to patient recurrence by identify-
ing the broad range of patient- and case-related factors 
that could potentially impact oncologists' emotional/

into how trial design and the process of patient enrollment can be improved to 
minimize those negative psychological responses.
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psychological response.10 All interviews were 30–60 min 
in length.

2.3 | Analysis

2.3.1 | Freelisting and thematic analysis

Interviews were recorded, transcribed, and uploaded 
to QSR International's NVivo 11.4.3 for analysis. Two 
independent coders (NLH and CJA) performed induc-
tive content analysis, identifying factors impacting the 
degree of psychological response and collating them 
into an ordered freelist for each physician. An iterative 
process of synonym identification and factor simplifica-
tion then occurred through cross-coder discussion with 
input from the interviewer (GBR). The final list of fac-
tors was reviewed and agreed upon for each physician 
by both coders and the interviewer. These freelists were 
temporally ordered, with factors mentioned earlier ap-
pearing higher on the list than factors mentioned later. 
This technique of qualitative data analysis allows for a 
determination of item (factor) salience, Smith's S, which 
is calculated using a combination of how often specific 
items were discussed by informants and when in the 
context of the interview they were discussed.11 Smith's S 
index is defined as S = ((L−Rx + 1)/L)/N, where L is the 
length of each list, Rx is the rank of item X in the list, 
and N is the number of lists in the sample. The index 
generates values between 0 and 1, with values closer to 
1 indicating greater salience according to how often and 
early a specific factor was mentioned.

The list of factors for each interview participant was 
analyzed using FLARES v. 1.0 (Free List Analysis under 
R Environment using Shiny).12 FLARES assesses data 
saturation by mapping the number of newly identified 
themes as the number of respondents increases and 
comparing these figures to a logarithmic trend line. 
When good fit exists between the data and the trend 
line, data saturation is reached.13 Additionally, FLARES 
calculates the frequency of mention of each factor by 
participants and Smith's S. Factors discussed by at least 
10 percent of the sample or that had a Smith's S of 0.10 
or higher were retained for further analysis as these 
were the considerations that were most important to our 
participants.11,12

The analytic team organized factors into major thematic 
groupings. These groupings were determined according to 
inductive thematic analysis and completed a priori to and 
separate from the following residual agreement analysis. 
Frequencies were also calculated for thematic groupings 
by calculating whether each individual mentioned any of 
the factors associated with a particular theme. Smith's S 

was not calculated for themes as FLARES does not ana-
lyze at this level of data abstraction.

2.3.2 | Residual Agreement Analysis

In order to identify how factors were patterned and dis-
tributed within our sample, a novel application of Dressler 
and colleagues' residual agreement analysis (RAA) was 
performed on the freelists.14 Traditionally, RAA has 
been performed following the final phase of cultural do-
main analysis to identify alternative perspectives within 
a shared cultural model.8,9 Cultural models are simpli-
fied mental frameworks that people utilize to engage with 
and participate in the social world around them; they are 
shared understandings about “ways of doing things” that 
allow individuals in a group to live concordantly and har-
moniously.15–20 Traditional cultural model theory would 
posit that due to the numerous shared experiences in-
volved in medical training and practicing medicine, on-
cologists would share a mental schema for rationalizing 
and responding to patient recurrence after clinical trial 
participation.

More recently, there has been a greater appreciation 
for how disagreement and alternative experiences are pat-
terned within a defined population.21,22 In other words, 
there are shared experiences (e.g., patient recurrence after 
treatment) that involve shared considerations (e.g., fac-
tors that impact psychological/emotional response) that 
may be idiosyncratically employed by individuals. In this 
case, we sought to determine whether individuals who 
experienced greater emotional or psychological responses 
after patient recurrence on an optimization trial discussed 
decisional factors in the same manner as those who did 
not perceive a difference between optimization and tradi-
tional trials.

First, we coded the responses to probe #2 (whether an 
individual's negative psychological response would be in-
tensified by patient enrollment in an optimization trial 
rather than a traditional intensification trial) into a dichot-
omy. Subgroup 1, the “equal” group, stated that there were 
no differences in their personal psychological response to 
patient recurrence in cases of traditional or optimization 
trial enrollment. Subgroup 2, or the “more” group, then 
included those who reported that they would experience 
a greater negative psychological response to patient recur-
rence on a treatment optimization trial than on a traditional 
trial. Frequency (number of mentions/sample size) for 
each factor was calculated for the total sample and for each 
subgroup. The total sample frequency was subtracted from 
each of the subgroup frequencies, producing item residuals 
representing whether that particular subgroup was more or 
less likely to mention a factor than the overall sample. The 
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residuals were plotted to identify where deviations occurred 
and to guide exploration into how oncologists differentially 
grapple with the potential for patient recurrence.

3  |  RESULTS

In total, 46 individuals were approached, and 39 ultimately 
participated in the interview. Refusals were not patterned 
according to any documented demographic factors and 
were primarily due to scheduling difficulties. Due to time 
constraints within interviews themselves, three individu-
als were not asked questions related to their emotional/
psychological responses to patient recurrence and were 
excluded from this sub-study analysis. Thus, a total of 36 
oncologists were included in this analysis, and Table  1 
presents participant demographics for the sample. The 
overall sample was balanced across gender (51% female), 
institutional affiliation (51% academic), oncologist age 
(m = 51.6; SD = 11.3), and years of experience (m = 18.4; 
SD = 12.2). The sample was evenly split regarding career 
stage, with 33% having less than 10 years of experience, 
33% having between 10 and 20 years of experience, and 
33% having over 20 years of experience.

3.1 | Factors contributing to physician 
psychological response

Twenty factors that had the potential to impact psycho-
logical response were mentioned by at least 10% of the 
sample (>3 oncologists) and fell under five key themes: 
regulatory concerns and trial specific factors, oncologist 
emotions, practice of medicine, communication, and tai-
loring to the patient. Table 2 summarizes these key themes 

and individual factors, providing frequencies, Smith's S, 
and exemplary quotes where appropriate. There was a 
very good fit (R2 = 0.989) between the data collected and 
the logarithmic trend line, indicating that the sample was 
large enough to achieve response saturation.13

3.1.1 | Regulatory and trial specific concerns

Regulatory and Trial Specific Concerns referred to the trial 
design itself as well as to the researchers and institutions 
involved in its conceptualization and operation. Specific 
factors included the importance of the dropped medication, 
the trial design, the rigor of the process, and/or the trial ra-
tionale. Half the sample stated that the degree of change 
from SoC impacted their psychological response, with 
many being uncomfortable with more significant changes, 
such as dropping chemotherapy completely in the triple-
negative population. Oncologists also commonly (44%) 
preferred trial designs that allowed the “ability to rescue” 
patients with additional treatment who had not achieved 
a desirable biomarker result (e.g., complete pathologic 
response after neoadjuvant treatment). Still, there was 
some fear of becoming “too reliant” on biomarkers, as the 
tests were imperfect predictors of response. Seven oncolo-
gists (19%) discussed the importance of the rigor of the 
process, including being able to rely on the oversight of 
Institutional Review Boards (IRBs) and Data Safety and 
Monitoring Boards (DSMBs). Finally, trial rationale re-
ferred to the importance of oncologists understanding and 
belief in the trial itself (39%). Oncologists recognized that 
despite various mechanisms in place to ensure the highest 
level of safety of clinical trials, responsibility still fell on 
themselves to be familiar with the background literature 
and study protocols prior to enrolling patients.

T A B L E  1  Descriptive statistics of the sample.

Total sample
Subgroup 1: “Equal 
Distress”

Subgroup 2: 
“More Distress”

Sample size 36 17 19

Gender (%F) 51.4 52.9 47.4

Ethnicity: %white 75.7 70.6 78.9

%Black 8.1 11.8 5.3

%Hispanic 5.4 0 10.5

%Asian 10.8 17.6 5.3

Age (m, SD) 51.6 (11.3) 54.7 (11.5) 49.4 (10.9)

Years of practice (m, SD) 18.4 (12.2) 20.5 (12.4) 17.1 (12.1)

Institution type (%Aca) 51.4 41.2 57.9

%Would feel recurrence stress 69.4 64.7 100

%Recurrence would affect future decisions 25.0 13.3 35.3

Factor of distress list length (m) 7.1 6.1 7.9
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3.1.2 | Practice of medicine

The next set of factors (practice of medicine) referred to 
the social importance of clinical trials as well as the role 
of rationality and equipoisality while treating patients 
that applies to trials as a whole rather than specific tri-
als. This was the second most popular category, with 86% 
of participants mentioning at least one of these factors: 
recur anyway, the nature of clinical trials, the social impor-
tance of clinical trials, and oncologist compartmentaliza-
tion. Three-quarters of participants mentioned that the 
patient could have “recurred anyway” regardless of par-
ticipation in a trial or receipt of SoC. This was because, 
“statistically speaking,” it is simply impossible to expect 
a positive outcome for every patient. This inherent “dan-
ger” and “uncertainty” involved in the nature of clinical 
trials was mentioned by nearly half the sample (48%). Still, 
there was recognition that clinical trials were “important” 
and “needed to be done” in order to provide benefits and 
the “best care possible” to the “greatest amount of peo-
ple” (22%). As one oncologist said, “clinical trials are space 
travel. It's dangerous. Doesn't mean you don't do it. And 
it doesn't mean it's not for the bigger good, but I think if 
you're asking if an astronaut dies along the way and you're 
in charge of them, it's still painful even if you're expecting 
it.” Here, there is a direct contrast between the potential 
“sacrifice” of the individual with the “greater good.” To 
handle this dichotomy, oncologists practice compartmen-
talization (11%), separating the “objective decision from 
emotional decisions” to the best of their ability. This com-
partmentalization occurs constantly, but there was par-
ticular emphasis on maintaining “emotional space” from 
the patient when making treatment decisions.

3.1.3 | Oncologist emotions

At the same time, oncologists commented that this separa-
tion is often “easier said than done.” Oncologist emotions 
arose as the third most commonly discussed theme (83%). 
This theme emphasized the impossibility of fully sepa-
rating the “humanity” of the oncologist from their work 
and provides direct contrast to the traditional stoic and 
“unemotional” view of the practice of medicine. Factors 
included Human Nature, Did I Do Enough?, Oncologist 
Mindset and Biases, Second Thoughts, the Role of Anecdote, 
and/or the Potential for a Negative Trial. Half argued that 
it was “natural” to experience psychological distress after 
patient recurrence, as caring for others is part of “who we 
are as human beings.” Still, the extent to which the indi-
vidual felt regret was also impacted by personal feelings 
regarding whether they treated their patients to the best 
of their ability. Many (39%) oncologists discussed taking T
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comfort in “doing everything possible” in SoC and inten-
sification clinical trial contexts, as, at least in those cases, 
“you didn't sacrifice the standard” or “cut any corners.” 
More than a third (39%) raised the concepts of “mindsets” 
and “biases,” with several discussing their “risk tolerance” 
and how their personal inclination towards “playing it 
safe” or “being aggressive” had the potential to impact 
their treatment recommendations and how they felt about 
them long term. Oncologists also felt that these tendencies 
could be associated with age and years of experience, as 
many mentioned that they “used to” have negative psy-
chological responses but “got over that a long time ago.” 
Another oncologist said, “I do think that people earlier in 
their training, until they've seen toxicities, are oftentimes 
a little more prone to treat than not. I have trained a bunch 
of people and watched a lot of people mature in their ca-
reers, they're always less aggressive over time.”

Three factors—having second thoughts (28%), the role 
of the anecdote (28%), and the potential of a negative trial 
(17%)—addressed oncologists' struggles with confronting fa-
miliarity bias. Several agreed that personally knowing some-
one who recurred after a trial would lead them to question 
their continued involvement in the trial. Although there was 
recognition that anecdotes are the “lowest form of science,” 
they also noted that personal stories have “power,” and ig-
noring them has the potential to dehumanize the practice of 
medicine. Oncologists were particularly concerned with re-
currences if there were “several in a row,” as this could indi-
cate that the trial itself was negative and all enrolled patients 
are potentially in danger of receiving sub-par treatment.

3.1.4 | Communication

The final two themes shifted the focus away from the on-
cologist and their practice of medicine to the importance 
of communication with patients (69%) and the use of pa-
tient characteristics and preferences to tailor treatment 
(56%). The communication theme included three factors 
(right decision at the time, informed consent, and shared de-
cision-making) that emphasized patient agency and their 
understanding of their disease and treatment options. 
Many oncologists were able to “fall back on” the recogni-
tion that they and their patients made the “right decision 
at the time” (50% PoM), given their understanding of the 
situation at hand. For example, one oncologist said,

“I often say that there has really been no one 
in my career where I've omitted chemother-
apy and I've regretted doing it. Does that 
mean that there's been nobody that's had a re-
currence in the first five years, which is when 
I think you're going to have a chemotherapy 

effect with at least ER-positive disease? Is 
there no one who's recurred? No, but if I were 
put in the same situation again, I'd make the 
same decision with the patient."

In other words, having a clear understanding of the patient's 
situation and a strong rationale for selecting a certain regi-
men were incredibly important for moderating potential fu-
ture negative psychological responses to patient recurrence. 
Similarly, obtaining informed consent from patients (33%) 
and engaging in shared decision-making (33%) aided in dis-
tributing the onus of responsibility among all participating 
parties. As discussed above, oncologists are acutely aware 
of the potential dangers of clinical trials, and therefore it is 
both “comforting” and “affirming” when the patient is an 
informed and active participant in treatment discussions.

3.1.5 | Tailoring to the patient

Oncologists also saw the potential for utilizing treatment 
optimization trials as a mechanism for tailoring patient 
care and generally felt more comfortable if decisions were 
made based on the individual's characteristics. Thus, this 
final theme, tailoring to the patient (56%), reflects the 
broader movement within medicine to provide patients 
with individualized treatment plans that are specific to 
them and their needs. This theme included three factors: 
disease biology, better interim life quality, and patient char-
acteristics. Disease biology (31%) was a major consideration, 
as treatment determination depends heavily on size, stage, 
and the sub-type of the individual's cancer. Some oncolo-
gists noted that they were hesitant to include middle-stage 
(II or III) cancer patients in treatment optimization trials, 
as providing less treatment could lessen the chance for a 
complete cure. In contrast, larger, more aggressive cancers 
that were less likely to be cured were more appropriate 
for treatment optimization trials, as decreased treatment 
intensity could provide a marked increase in the patient's 
quality of life. In these cases, oncologists recognized that 
regardless of recurrence potential, an optimization ap-
proach could provide the patient with additional time 
where they were not as physically or emotionally taxed 
by overtreatment (28%). This improved quality of life may 
also help the patient tolerate and respond to recurrence-
related treatment and lead to better outcomes later on. 
Other patient characteristics, such as age and personality, 
were also discussed by 22% of oncologists. For example, 
younger patients and those that had “more to lose” were 
more likely to cause distress to the oncologist in the case 
of recurrence. Thus, these patient characteristics provided 
additional “rationale” for why specific decisions were 
made and would increase confidence in the decision and 
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reduce the potential for negative psychological responses 
down the road.

3.2 | Residual agreement analysis results

To investigate how discussion of these factors was distrib-
uted among the sample, the sample was dichotomized 
according to how patient recurrence would impact them. 
Subgroup determination was performed independently 
by two coders (NLH and CJA), and agreement was 100%. 
Seventeen oncologists reported no psychological differ-
ence (“equal”) between treatment optimization trials and 
intensification trials, and 19 reported they would experi-
ence a greater negative psychological outcome (“more”) 
after recurrence if a patient was on a treatment optimi-
zation trial. For example, one oncologist that was sorted 
into the “equal” subgroup stated, “It [patient recurrence] 
is always a worry. I think that you have to just put it in that 
context, and when it happens, acknowledge that that was 
the situation.” In other words, this individual recognizes 
that they will experience an emotional response to patient 
recurrence, but that response is not necessarily different 
based on the type of clinical trial that the patient had par-
ticipated in. In contrast, other oncologists felt the brunt of 
the responsibility for reducing the amount of treatment 
that a patient received: “If they go through all this, we 

try to salvage them, and they have a bad outcome, yeah, I 
would regret it, yes. I would feel that I hadn't done some-
thing in that patient's best interest.”

Individuals who reported “more” potential distress 
were more often white, younger, had fewer years in prac-
tice, and worked in academic settings. There were statisti-
cally significant differences in the reported experiences of 
negative psychological outcomes, with 100% of the “more” 
subgroup reporting that they would experience a negative 
response in any case of patient recurrence compared to 
only 64.7% in the “equal” subgroup [χ2 (1, N = 36) = 17.7, 
p < 0.001]. Furthermore, although numerically more in-
dividuals in the “more” subgroup reported that patient 
recurrence after a trial enrollment would affect their de-
cision to continue enrolling patients in optimization-fo-
cused trials, this difference was not statistically significant 
[35.3% vs. 13.3%; χ2 (1, N = 36) = 2.1, p = 0.152].

Figure 1 presents the results of the residual agreement 
analysis. The “equal” subgroup, located on the x-axis, 
was more likely to discuss the patient communication 
and regulatory concerns and trial-specific factors (located 
to right of the origin) and less likely to discuss oncologist 
emotions and tailoring to the patients (left of the origin). 
The subgroup that reported a greater negative response to 
optimization trial recurrences was the direct opposite, in 
that they emphasized their individual role and responsi-
bility in the treatment process. Both groups had similar 

F I G U R E  1  Residual agreement analysis of factor employment by reported experience of recurrence stress.
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amounts of discussion related to the practice of medicine, 
as denoted by their central location in Figure 1.

4  |  DISCUSSION

We have demonstrated that the psychological impact of en-
rolling patients in treatment optimization clinical trials on 
oncologists is real and has the potential to influence future 
enrollment in optimization-focused clinical trials. Although 
all oncologists in the study expressed interest in enrolling 
patients, a significant proportion noted hesitancy with re-
gards to continued enrollment if one of their patients expe-
rienced a recurrence on a treatment optimization trial. In 
fact, this could be contributing to why several optimization 
trials struggled to recruit and retain patients. For example, 
the PIVOT trial, which randomized patients with prostate 
cancer to radical prostatectomy versus observation required 
8 years (1994–2004) and 52 enrollment sites in order to meet 
enrollment goals.23 Only 15% (731/5023) of eligible and ap-
proached patients agreed to participate. Limited data on 
patient perspectives and reluctance exist2 and, to our knowl-
edge, this is the first study that has approached enrollment 
hesitation from the oncologist point of view.

The factors alleviating negative psychological outcomes 
spanned five broad themes that represented facets of the 
trial itself: the practice of medicine, oncologist emotions, 
communication with patients, and the tailoring of treat-
ment to individual patients. These factors act as psycho-
logical tools in the oncologist's arsenal for managing their 
emotional responses when first deciding which path is 
most appropriate for the patient and then later reflecting on 
whether the correct decision was made. Every factor may 
not be applicable in every patient's situation, but oncolo-
gists have developed a series of rationales that may be em-
ployed to better cognitively manage any potential or actual 
adverse events that result from treatment decisions.

It is important to note, however, that there were some 
differences regarding the emphases of factors. The subgroup 
of oncologists who emphasized their personal role in deci-
sion-making process were more likely to experience psycho-
logical distress after patient recurrence than oncologists who 
emphasized regulatory mechanisms of the trial and proper 
consenting of patients. Interestingly, a larger proportion of 
academic oncologists were in the former group, reporting a 
greater likelihood of distress and emphasizing their personal 
role in the clinical trial development process. It is possible 
that because these academic oncologists are a part of those 
very regulatory mechanisms at their institutions, the impor-
tance of a checks and balances system has placed greater re-
sponsibility on their shoulders. In contrast, community-based 
oncologists may enroll patients in trials but are less likely to 
have a continued role in ensuring trial safety.

Not all optimization-focused strategies will result in out-
comes equivalent to SoC, and oncologists must be prepared 
for the potential of a negative trial. Our study provides in-
sight into how optimization-focused trials could be designed 
in order to moderate negative psychological responses to pa-
tient recurrence on the part of the oncologist. First, larger 
changes to protocols were more likely to cause distress, mean-
ing that optimization trials that involve smaller alterations to 
the SoC are likely to be more appealing. This is especially the 
case in clinical contexts where oncologists are already “doing 
less,” as cuts to standard protocols can feel more substantial. 
Second, most oncologists in the study appreciated the op-
portunity to “rescue” patients at intermediate stages of the 
trial. This built-in “re-evaluation” stage allows oncologists to 
re-assess the patient's treatment process and affirm that the 
“right” decision was made or change course if the patient is 
not having a good response.

5  |  LIMITATIONS

The limitations of this study are similar to those of other ex-
ploratory and qualitative research projects.24 Coders worked 
in collaboration (NLH; CA) with the interviewing oncolo-
gist (GR) to ensure consistency and agreement regarding 
all codes. Furthermore, the small sample size could sug-
gest that the results are not representative of the oncologist 
population across the United States. However, participant 
identification was careful and thorough as far as balancing 
gender, age, experience, location, and affiliation type, and 
there was no indication that oncologist responses differed 
significantly according to these characteristics. Additionally, 
as data saturation was achieved after only 4 participants, it 
is clear that oncologist responses were highly similar to each 
other, and additional respondents likely would not have 
added new perspectives to consider.

6  |  CONCLUSIONS

In this paper, we delved into oncologist's experience of 
potential negative psychological outcomes after patient re-
currence in the optimization-focused clinical trial setting. 
A broad range of factors impact the experience of negative 
feelings following patient recurrence. However, much of 
that distress can be addressed through ensuring careful 
design of the clinical trials themselves and greater involve-
ment of the patient in the decision-making process.

AUTHOR CONTRIBUTIONS
Nicole Lynn Henderson: Formal analysis (lead); meth-
odology (lead); writing – original draft (lead); writing –  
review and editing (lead). Courtney Andrews: Data 



21500 |   HENDERSON et al.

curation (supporting); formal analysis (supporting); writing –  
original draft (supporting); writing – review and editing 
(supporting). Stacey A. Ingram: Data curation (support-
ing); funding acquisition (supporting); project adminis-
tration (lead); resources (lead); supervision (supporting); 
writing – review and editing (supporting). Lisa Zubkoff: 
Conceptualization (supporting); methodology (support-
ing); writing – review and editing (supporting). Nadine 
Tung: Conceptualization (supporting); methodology (sup-
porting); writing – review and editing (supporting). Lynne 
I. Wagner: Conceptualization (supporting); writing – 
review and editing (supporting). Lauren P. Wallner: 
Conceptualization (supporting); methodology (support-
ing); writing – review and editing (supporting). Antonio 
Wolff: Conceptualization (supporting); funding acquisi-
tion (supporting); methodology (supporting); supervision 
(supporting); writing – review and editing (supporting). 
Gabrielle B. Rocque: Conceptualization (lead); data 
curation (lead); formal analysis (supporting); funding ac-
quisition (lead); investigation (lead); methodology (lead); 
project administration (supporting); resources (lead); su-
pervision (lead); writing – original draft (supporting); writ-
ing – review and editing (supporting).

FUNDING INFORMATION
Grant No. SAC170001 from the Susan G. Komen Breast 
Cancer Foundation Inc. d/b/a Susan G Komen and 
Grant No. T32 CA47888, Cancer Prevention and Control 
Training Program grant, from the National Cancer 
Institute, National Institutes of Health.

CONFLICT OF INTEREST STATEMENT
Henderson (None); Andrews (None); Ingram (None); 
Zubkoff (None); Tung (Consulting: Astra Zeneca); 
Wagner (None); Wallner (Consulting: Gilead); Wolff 
(None); Rocque (Research: Pfizer, Genetech; Consulting: 
Pfizer, Flatiron, Gilead; Travel: Gilead).

DATA AVAILABILITY STATEMENT
The data that support the findings of this study are available 
from the corresponding author upon reasonable request.

ETHICS STATEMENT
This study was approved by the University of Alabama at 
Birmingham Institutional Review Board.

PATIENT CONSENT
Informed consent was obtained electronically for all 
participants.

ORCID
Nicole Lynn Henderson   https://orcid.
org/0000-0003-2101-3065 

Lynne I. Wagner   https://orcid.
org/0000-0001-9685-4796 
Lauren P. Wallner   https://orcid.
org/0000-0002-1279-8617 
Gabrielle B. Rocque   https://orcid.
org/0000-0003-4188-9785 

REFERENCES
 1. Wolff AC, Tung NM, Carey LA. Implications of neoadjuvant 

therapy in human epidermal growth factor receptor 2–positive 
breast cancer. J Clin Oncol. 2019;37:2189-2192.

 2. Rocque GB, Williams CP, Andrews C, et al. Patient perspectives 
on chemotherapy de-escalation in breast cancer. Cancer Med. 
2021;10:3288-3298.

 3. Oh H-M, Son C-G. The risk of psychological stress on cancer 
recurrence: a systematic review. Cancer. 2021;13:5816.

 4. Mehlis K, Bierwirth E, Laryionava K, et  al. High prevalence of 
moral distress reported by oncologists and oncology nurses in end-
of-life decision making. Psychooncology. 2018;27:2733-2739.

 5. Andrews C, Childers TC, Wiseman KD, et al. Facilitators and 
barriers to reducing chemotherapy for early-stage breast can-
cer: a qualitative analysis of interviews with patients and pa-
tient advocates. BMC Cancer. 2022;22:1-11.

 6. Rocque GB, Andrews C, Lawhon VM, et al. Oncologist-reported 
barriers and facilitators to enrolling patients in optimization 
trials that test less intense cancer treatment. JCO Oncol Pract. 
2023;19:e263-e273.

 7. Norton WE, Chambers DA, Kramer BS. Conceptualizing 
de-implementation in cancer care delivery. J Clin Oncol. 
2019;37:93-96.

 8. Borgatti SP. Cultural domain analysis. J Quant Anthropol. 
1994;4:261-278.

 9. Borgatti SP. Elicitation Techniques for Cultural Domain 
Analysis. The Ethnographer's Toolkit, Vol. 3. Altimira Press; 
1999:115-151.

 10. Romney AK. Cultural consensus as a statistical model. Curr 
Anthropol. 1999;40:S93-S115.

 11. Smith JJ, Borgatti SP. Salience counts-and so does accuracy: 
correcting and updating a measure for free-list-item salience. J 
Linguist. 1997;7:208-209.

 12. Wencelius J, Garine E, Raimond C. FLARES (free list analy-
sis under R environment using shiny). wwwanthrocogscom/
shiny/flares/ 2017.

 13. Weller SC, Vickers B, Bernard HR, et al. Open-ended interview 
questions and saturation. PloS One. 2018;13:e0198606.

 14. Dressler WW, Balieiro MC, Dos Santos JE. Finding culture 
change in the second factor stability and change in cultural 
consensus and residual agreement. Field Methods. 2015;27: 
22-38.

 15. Bennardo G, de Munck VC. Cultural Model Theory in Cognitive 
Anthropology: Recent Developments and Applications. Springer; 
2020.

 16. de Munck VC, Bennardo G. Disciplining culture: a sociocogni-
tive approach. Curr Anthropol. 2019;60:174-193.

 17. Kronenfeld DB, Bennardo G, de Munck VC, et al. A Companion 
to Cognitive Anthropology. John Wiley & Sons; 2015.

 18. Bennardo G, Kronenfeld DB. Types of collective represen-
tations: cognition, mental architecture, and cultural knowl-
edge. In: Kronenfeld DB, Bennardo G, de Munck V, et al., eds. 

https://orcid.org/0000-0003-2101-3065
https://orcid.org/0000-0003-2101-3065
https://orcid.org/0000-0003-2101-3065
https://orcid.org/0000-0001-9685-4796
https://orcid.org/0000-0001-9685-4796
https://orcid.org/0000-0001-9685-4796
https://orcid.org/0000-0002-1279-8617
https://orcid.org/0000-0002-1279-8617
https://orcid.org/0000-0002-1279-8617
https://orcid.org/0000-0003-4188-9785
https://orcid.org/0000-0003-4188-9785
https://orcid.org/0000-0003-4188-9785
http://www.anthrocogs.com/shiny/flares/
http://www.anthrocogs.com/shiny/flares/


   | 21501HENDERSON et al.

A Companion to Cognitive Anthropology. John Wiley & Sons; 
2015:82.

 19. Bennardo G, de Munck VC. Cultural Models: Genesis, Methods, 
and Experiences. Oxford University Press; 2014.

 20. Bennardo G, de Munck V, Kroger K, et al. A methodological tra-
jectory to investigate cultural models: blending two approaches. 
2014.

 21. Henderson NL, Monocello LT, Else RJ, Dressler WW. Modeling 
culture: a framework. Ethos. 2022;50:111-130.

 22. Dressler WW, Balieiro MC, dos Santos JE. Distance from a cul-
tural prototype and psychological distress in urban Brazil: a 
model. J Cogn Cult. 2023;23:218-240.

 23. Wilt TJ, Brawer MK, Barry MJ, et al. The prostate cancer inter-
vention versus observation trial: VA/NCI/AHRQ cooperative 
studies program# 407 (PIVOT): design and baseline results of 
a randomized controlled trial comparing radical prostatectomy 

to watchful waiting for men with clinically localized prostate 
cancer. Contemp Clin Trials. 2009;30:81-87.

 24. Vasileiou K, Barnett J, Thorpe S, Young T. Characterising and 
justifying sample size sufficiency in interview-based studies: 
systematic analysis of qualitative health research over a 15-year 
period. BMC Med Res Methodol. 2018;18:1-18.

How to cite this article: Henderson NL, Andrews 
C, Ingram SA, et al. “Clinical trials are space 
travel”: Factors of psychological response to 
recurrence among oncologists enrolling patients in 
treatment optimization trials. Cancer Med. 
2023;12:21490-21501. doi:10.1002/cam4.6710

https://doi.org/10.1002/cam4.6710

	“Clinical trials are space travel”: Factors of psychological response to recurrence among oncologists enrolling patients in treatment optimization trials
	Abstract
	1|INTRODUCTION
	2|METHODS
	2.1|Participants
	2.2|Interviews
	2.3|Analysis
	2.3.1|Freelisting and thematic analysis
	2.3.2|Residual Agreement Analysis


	3|RESULTS
	3.1|Factors contributing to physician psychological response
	3.1.1|Regulatory and trial specific concerns
	3.1.2|Practice of medicine
	3.1.3|Oncologist emotions
	3.1.4|Communication
	3.1.5|Tailoring to the patient

	3.2|Residual agreement analysis results

	4|DISCUSSION
	5|LIMITATIONS
	6|CONCLUSIONS
	AUTHOR CONTRIBUTIONS
	FUNDING INFORMATION
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	ETHICS STATEMENT
	PATIENT CONSENT
	REFERENCES


