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Introduction: Chemotherapy-induced peripheral neurotoxicity (CIPN) affects nearly 70% of cancer patients after chemotherapy, 
causing sensory, motor, autonomic dysfunction, and neuropathic pain. The Desirability of Outcome Ranking (DOOR) framework is 
proposed as a better way to assess preventive or therapeutic interventions for CIPN.
Methods: A survey was conducted among Italian healthcare professionals and researchers affiliated to the Italian Chapter of the 
International Association for the Study of Pain (AISD) to identify the most important outcomes in clinical management and research.
Results: Among the 73 respondents, 61 qualified for the survey, with an overall response rate of 1.2%. The vast majority were 
physicians (77%), most of whom were anesthesiologists (47.5%). The results showed that pain, survival, sensory impairment, motor 
impairment, and quality of life were consistently ranked as the most important outcomes, but there was significant disagreement in the 
outcomes relative ranking, making it difficult to develop a DOOR algorithm. The study also revealed that clinicians commonly use 
structured interviews to evaluate patients with CIPN, and the most prescribed drugs or supplements were palmitoylethanolamide, 
pregabalin, gabapentin and alpha lipoic acid as preventive agents and pregabalin, palmitoylethanolamide, duloxetine, gabapentin, and 
amitriptyline as therapeutic agents. However, many of these drugs have not been clinically proven to be effective for CIPN.
Discussion: This study suggests that the implementation of a DOOR framework for CIPN using healthcare professionals is more 
difficult than expected, given the significant disagreement in our respondents’ ranking of outcomes. Our work provides interesting 
topics for future research in CIPN, but its limitations include a small sample size, a low response rate, and a possible selection bias.
Keywords: neuropathic pain, peripheral neuropathy, cancer, taxane, Desirability of Outcome Ranking, survey, chemotherapy induced 
peripheral neuropathy

Introduction
Modern oncology has undergone a significant evolution with numerous drugs being introduced and many years of life 
saved for millions of patients. Unfortunately, for many of them and for the clinicians who struggle with cancer through 
antineoplastic drugs, chemotherapy-induced peripheral neurotoxicity (CIPN) represents a sobering and hurtful situation. 
CIPN is defined as peripheral neuropathy with sensory, motor, autonomic dysfunction, and neuropathic pain arising from 
the administration of different classes of antineoplastic drugs, especially taxanes, platinum derivatives, and vinca 
alkaloids. At the end of the chemotherapy administration cycle, it is estimated that almost 70% of patients are affected 
by CIPN and approximately 30% will be symptomatic 6 months after chemotherapy completion.1
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Despite being an iatrogenic condition that occurs quite frequently during chemotherapy treatments with individual 
differences regarding onset and duration that might be related to individual risk and the class and dosage of drugs, there 
is still discussion on the exact incidence of CIPN and the best tools to quantify its characteristics, its severity, and its 
burden on quality of life.

The risk of developing CIPN and its onset are quite variable, with microtubule-targeting agents and proteasome 
inhibitors being more associated with a higher risk than platinum and thalidomide agents.2

As confirmed by current guidelines and reviews, we have not enough evidence to support a strategy of pharmacologic 
primary prevention, while the effective drugs for managing established CIPN are still few and have disappointing results.3,4

As stated in the “Analgesic, Anesthetic and Addiction Clinical Trial Translations, Innovations, Opportunities and 
Networks (ACTTION)–Consortium on Clinical Endpoints and Procedures for Peripheral Neuropathy Trials”, a unidi
mensional perspective on CIPN is not appropriate to evaluate the effects of preventive or therapeutic interventions 
effects.5 Combination of multiple outcomes in a Desirability of Outcome Ranking (DOOR) framework is a relatively 
new way of assessing the effects of interventions. DOOR is based on the creation of multiple overall clinical outcomes 
composed of different unidimensional measures. The ranking of these outcomes is based on the expected desirability of 
clinicians and participants from the highest and best to the lowest and worst.6

This approach could better describe a complex clinical situation where a harm/benefit balance cannot be reliably 
measured by a single outcome. For example, chemotherapy interruption or dose reduction may cause an improvement in 
CIPN severity, but it could result in a reduced survival of patients. To the best of our knowledge, the DOOR methodology 
was never used in this setting.

Considering this premise, to investigate CIPN in clinical trials under this methodological framework, we should 
assess which outcomes are most important to stakeholders, namely patients, healthcare professionals, researchers.

Materials and Methods
The authors designed an electronic survey form on a secure web-based electronic data capture system (Redcap, 
Vanderbilt University) hosted at Cagliari State University (Supplementary Figures S1–S10).7

Our survey main aims were:
1) assess the relative importance or priorities allocated to the main outcomes in CIPN patients management;
2) measure the consensus in the outcomes ranking in order to assess the feasibility of a Desirability of Outcome 

Ranking (DOOR) framework;
3) establish the current clinical practice in the prevention or treatment of CIPN;
4) investigate the use of structured questionnaires or tools.

This survey was structured to screen out healthcare practitioners or researchers who were not actively involved with 
CIPN patients.

This strict filter was introduced to collect data that could better represent the actual scenario of CIPN management.
The first section was designed to describe the role, experience, educational background, and clinical setting of the 

respondents using closed-ended questions with a single answer.
The second section investigated the value attributed to widely studied and relevant outcomes: survival, sensory 

impairment, motor impairment, autonomic impairment, severity of pain, CIPN- related quality of life, chemotherapy 
completion rate, safety of treatment. This assessment was aimed to measure both the absolute and the relative values in 
guiding clinical management or research planning. The absolute value was measured through a 100 mm Visual Analogue 
Scale (VAS), while the relative value was evaluated through a ranked matrix of fields to force the attribution of a single 
ank to each single outcome.

Every respondent could report their use of non-pharmacologic treatment, while, according to the self-reported 
professional title, only physicians and clinical researchers could express their preferences about pharmacologic prophy
laxis or therapy. This section was designed using multiple-choice questions.

The invitation to the survey was disseminated via mailing list to the members of the Italian Chapter of the 
International Association for the Study of Pain (“Associazione Italiana per lo Studio del Dolore”, AISD). No personal 
data or any type of identifier were collected.
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Data were analyzed with descriptive statistics, using mean and standard deviation (sd) or median and interquartile 
range (IQR), as appropriate. Pie and count bar plots were generated with Matplotlib package version 3.6.2 in Python 
3.10.8 Outcomes ranking was analyzed using branch-and-bound and heuristic algorithms to find consensus (median) 
ranking according to the Kemeny’s axiomatic approach, as implemented in the R Package ConsRank version 2.1.2.9–13

This method of ranking analysis was preferred over Kendall’s tau to better address ties and missing data.14

Results
Survey Results
Respondents
The survey link was distributed to every AISD member via mailing list, and the response rate was 1.2%. Out of 73 
respondents, 61 were actively involved in CIPN care or research, six did not provide an answer to this screening 
question, and twelve were not involved in CIPN care or research.

The authors analyzed only the responses of the 61 respondents who reported to be involved in CIPN management or 
research.

Among respondents, the vast majority were physicians (47) and nurses (13) in different stages of their careers.
The entire cohort was based in Italy. The main characteristics of respondents’ cohort were described in Figures 1–3.

Figure 1 This pie chart displays the distribution of survey respondents based on their profession. The chart includes 13 different categories: Resident or Fellow, Consultant 
Physician, Primary care Physician, Private practice Physician, Clinical lead/Director, Nurse, Matron/Patron/Director Nurse, Anesthesia technician, Healthcare facility 
administrator, Clinical psychologist, Physiotherapist/physical therapist, Non-physician researcher, and Other. Each category is represented by a slice of the pie, and the 
size of each slice corresponds to the percentage of respondents who identified with that category.

Figure 2 This pie chart represents the distribution of medical specialties reported by respondents in the survey. The chart is color-coded, with each specialty assigned 
a unique color. Possible specialties included Allergology, Anesthesiology, Cardiology, Cardiothoracic Surgery, Child and Adolescent Psychiatry, Clinical Neurophysiology, 
Dermatology and Venereology, Emergency Medicine, Endocrinology, Gastroenterology, Geriatrics, Gynecology and Obstetrics, Infectious Diseases, Internal Medicine, 
Laboratory Medicine/Medical Biopathology, Medical Genetics, Medical Microbiology, Medical Oncology, Nephrology, Neurology, Neurosurgery, Nuclear Medicine, 
Occupational Medicine, Ophthalmology, Oro-Maxillo-Facial Surgery, Orthopedics & Traumatology, Otorhinolaryngology, Pediatric Surgery, Pediatrics, Pathology, 
Pharmacology, Physical and Rehabilitation Medicine, Reconstructive and Plastic Surgery, Pneumology, Psychiatry, Public Health Medicine, Radiology, Radiation Oncology 
and Radiotherapy, Rheumatology, Surgery, Thoracic Surgery, Urology, and Vascular Surgery. Each slice of the pie represents the percentage of respondents who identified 
with a particular specialty.
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Outcome Importance and Ranking
The VAS scores were quite similar with a remarkably skewed distribution towards higher values (Figure 4). The highest 
median scores were attributed to CIPN-related quality of life (median 92 mm, interquartile range IQR 81.5–87.7 mm) 
and pain intensity (median 91 mm, IQR 83–99 mm), the lowest score to chemotherapy completion rate (median 72 mm, 
IQR 50–85 mm).

Outcomes rankings were available for 61 participants, of whom only 35 provided a complete ranking and three 
missed a single rank value (Figure 5). The median ranking was pain intensity as the most important outcome, followed by 
survival, CIPN-related quality of life, sensory impairment, motor impairment, autonomic impairment, safety of therapy, 
chemotherapy completion rate. The overall agreement was low (averaged TauX rank correlation coefficient 0.19).

Considering only full ranking reports (35/61), two consensus rankings emerged with the same first two rankings (pain 
1st rank, survival 2nd rank) and last rankings (safety 6th rank, autonomic impairment 7th rank, chemotherapy completion 
8th rank) and a different order for the outcomes sensory impairment (5th vs 3rd rank), motor impairment (3rd vs 4th 
rank), and CIPN-related quality of life (4th vs 5th rank), with a marginally higher agreement than full data analysis- 
derived consensus ranking (averaged TauX rank correlation coefficient 0.29).

Figure 5 shows the cumulative frequency of rankings attributed to each outcome.

Drugs or Supplements for CIPN
Among the 47 physicians, 35 respondents reported the prescription of drugs or supplements for the primary prevention of 
CIPN (Figure 6). Based on 35 respondents, the most prescribed drugs were: palmitoylethanolamide (PEA, 24, 68.6%), 
pregabalin (20, 57.1%), alpha lipoic acid (16, 45.7%), and gabapentin (13, 37.1.%).

Forty-two respondents reported the prescription of drugs or supplements to treat CIPN (Figure 7). The most common 
choices among these respondents were pregabalin (33, 78.6%), PEA (27,77.1%), duloxetine (24, 57.1%), gabapentin (23, 
54.8%), and amitriptyline (22, 52.4%).

Nonpharmacological Treatment of CIPN
Thirty-eight respondents reported the use of nonpharmacological treatments (Figure 8). The most reported techniques 
were relaxation techniques (19, 50%), non-invasive neuromodulation (16,42.1%), and psychotherapy (12, 31.6%).

Use of Structured Interviews or Tools to Assess CIPN
Severity or CIPN-Related Quality of Life 
About half of respondents reported using tools or structured interviews to assess their CIPN patients (28, 46%). The most 
used tools and scales were: Brief Pain Inventory (BPI) and Douleur Neuropathique 4 (DN4, 13, 46.4%), McGill Pain 
Questionnaire (10, 35.7%). Full data are displayed in Figure 9.

Discussion
This survey provides an insight into the current clinical practice among a multidisciplinary group of Italian healthcare 
professionals and researchers affiliated to the AISD.

Figure 3 This pie chart illustrates the distribution of years of professional experience reported by the survey respondents. The chart is divided into five segments, each 
representing a different range of years of experience: 0–5 years, 5–10 years, 10–15 years, 15–30 years, and over 30 years. Each segment is color-coded for easy identification. 
The size of each segment corresponds to the percentage of respondents reporting their years of experience falling within that range.
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All participants found the task of providing an absolute measure of outcome importance to be straightforward. 
However, the ratings were highly skewed toward the upper limit of the VAS range, which made it challenging to 
differentiate between the priority of one outcome over another.

Figure 4 This figure displays scatterplots that illustrate the distribution of Visual Analog Scale (VAS) measurements, expressed in millimeters, for eight outcomes of interest: 
survival or life expectancy (Panel A), sensory impairment (Panel B), motor impairment (Panel C), autonomic impairment (Panel D), severity of pain (Panel E), quality of life 
related to chemotherapy-induced peripheral neurotoxicity (CIPN) (Panel F), chemotherapy completion rate (Panel G), and safety of therapy (Panel H). Each panel presents 
a scatterplot that visualizes the relationship between the VAS scores and the outcome of interest, with each dot representing a single observation and a red dot highlighting 
the median value. The x-axis displays the VAS score, ranging from 0 mm to 100 mm. The plots are color-coded: the blue dots represent single observations, and the red dot 
represents the median value of VAS scores. The scatterplots provide a quick visual summary of the distribution of VAS scores across the different outcomes.
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A significant proportion of participants, about one-half of the sample, left the ranking section incomplete. This result 
highlights the perceived difficulty or uneasiness of applying a rigid prioritization of outcomes. We perceived this issue by 
comparing the number of missing responses between the absolute measure through VAS score and the ranking field of 
our survey: the two sections were completed by 97% and 57% of responders, respectively.

Furthermore, the analysis of the available ranking values demonstrated a significant disagreement between raters.
Our findings suggest that participants were uncertain about how to prioritize outcomes in the context of managing 

CIPN. Moreover, the extent of disagreement among participants in ranking the proposed outcomes was high, precluding 
the use of these measures to support the creation of a DOOR algorithm.

The hurdles to implementing the DOOR framework on this topic could be related to multiple issues. The 
Antibacterial Resistance Leadership Group successfully applied the DOOR framework in their randomized controlled 
clinical trial, “Short- vs Standard-Course Outpatient Antibiotic Therapy for Community-Acquired Pneumonia in 
Children: The SCOUT- CAP Randomized Clinical Trial.”15 This clinical trial investigated the effect of two different 
regimens of antibiotics, taking into account the adequate clinical response, the resolution of pneumonia symptoms, and 
the maximal severity of drug-induced adverse effects. The nature of these endpoints contributing to the DOOR ranking is 
quite objective, and they could be more readily recognized and agreed upon by clinicians. Most of our outcomes are 
patient-reported and are variably interconnected. For example, the burden of the different positive or negative symptoms 
of CIPN could affect patients in a variable way according to many biopsychosocial factors. We expect that these factors 
could be important mediators of both the perceived quality of life and the scores of our assessments. If we acknowledge 
the low agreement rate in a small sample of healthcare professionals sharing the same cultural and, for most of them, 
educational background, we could presume even lower agreement if we performed the same survey on a wider and more 
heterogeneous sample of professionals. A possible solution could be to identify some patterns of preferences expressed 

Figure 5 This stacked bar countplot displays the distribution of votes among eight possible ranks of outcomes. The count of votes is depicted on the y-axis, while the 
outcomes being rated are displayed on the x-axis. The bars are stacked with different colors representing each rank. This plot allows for easy identification of the most 
popular ranks as well as the overall distribution of votes among the ranks.
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by the patients and present the results of new trials incorporating the most common systems of belief as different 
rankings instead of adopting a single desirability of outcome ranking. This approach could lead to a personal belief 
phenotype that could put the patients at the center of management not only by identifying the main features and 

Figure 7 This bar-count plot shows the frequency of use of different medications and supplements for the therapy of established chemotherapy-induced peripheral 
neurotoxicity (CIPN). The x-axis lists the possible options, including gabapentin, pregabalin, amitriptyline, duloxetine, venlafaxine, tramadol, tapentadol, buprenorphine, 
baclofen, topical lidocaine, topical capsaicin, vitamin e, vitamin b complex, vitamin d, alpha lipoic acid, palmitoylethanolamide, and curcumin. The y-axis displays the count of 
respondents who reported using each option for primary prevention of CIPN. The length of each bar represents the frequency of use for the corresponding option.

Figure 6 This bar-count plot shows the frequency of use of different medications and supplements for the primary prevention of chemotherapy-induced peripheral 
neurotoxicity (CIPN). The x-axis lists the possible options, including gabapentin, pregabalin, amitriptyline, duloxetine, venlafaxine, tramadol, tapentadol, buprenorphine, 
baclofen, topical lidocaine, topical capsaicin, vitamin e, vitamin b complex, vitamin d, alpha lipoic acid, palmitoylethanolamide, and curcumin. The y-axis displays the count of 
respondents who reported using each option for primary prevention of CIPN. The length of each bar represents the frequency of use for the corresponding option.
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pathophysiological mechanisms of their neuropathy but also their choices and values about treatments and priorities for 
outcomes.

Currently, there is no solid evidence to suggest a pharmacological intervention for CIPN primary prevention. 
Moderate quality evidence suggests that exercise during chemotherapy may improve sensory symptoms, prevent strength 
loss, improve balance, reduce falls and related injuries and stabilize the functional capacity of patients16 of interest, most 
of the respondents preferred nutraceutical and supplements to pharmacological treatments, probably because of the 
limited efficacy of the currently recommended drugs for neuropathic pain related to CIPN.

According to our results, the most reported supplement (67.6%) was PEA, an endogenous endocannabinoid mediator 
marketed as a nutraceutical product. The rationale for this choice might be related to the role of endocannabinoids as 
regulatory system in microglial neuroinflammation.17,18 Furthermore, as many other neuropathic conditions, neuroin
flammation and microglial phenotypic change are fundamental mechanisms in the pathogenesis of CIPN.19,20 PEA 
modulates the cannabinoid receptors 2 (CB2) expression and potentiates the activity of other endocannabinoid mediators, 

Figure 8 This bar count plot indicates the usage frequency of various non-pharmacological therapies for the treatment of CIPN (Chemotherapy-Induced Peripheral 
Neurotoxicity). The x-axis displays the therapies names, while the y-axis represents the count of respondents who reported using the respective therapy.

Figure 9 This countplot displays the frequency of usage of different measures for assessing CIPN among the survey respondents. The x-axis represents the name of each 
assessment tool, which includes the Brief Pain Inventory (BPI), Common Terminology Criteria for Adverse Events (CTCAE), Douleur Neuropathique 4 (DN4), European 
Organisation for Research and Treatment of Cancer (EORTC) QLQ-CIPN20, EuroQOL EQ-5D, Functional Assessment of Cancer Therapy (FACT), Functional Assessment 
of Cancer Therapy/Gynecologic Oncology Group-Neurotoxicity (FACT/GOG-Ntx), Identification Pain questionnaire (ID-Pain), Instrument on Pattern Identification and 
Evaluation for CIPN (IPIE-CIPN), Leeds Assessment of Neuropathic Symptoms and Signs (LANSS), McGill Pain Questionnaire, Modified Total neuropathy score (mTNS), 
Neuropathic Pain Questionnaire (NPQ), Neuropathic Pain Scale (NPS), Neuropathic Pain Symptom Inventory (NPSI), Pain Quality Assessment Scale (PQAS), painDETECT, 
Symptom Distress Scale (SDS), Total neuropathy score (TNS), and World Health Organization Quality of Life (WHOQOL)-BREF. The y-axis shows the count of 
respondents who reported using each assessment tool.

https://doi.org/10.2147/JPR.S414389                                                                                                                                                                                                                                   

DovePress                                                                                                                                                               

Journal of Pain Research 2023:16 3234

Sardo et al                                                                                                                                                            Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


and its role as a preventive or therapeutic has been demonstrated in animal models of CIPN induced by oxaliplatin and 
taxanes.20–22 Furthermore, in a small clinical study, PEA administration to patients affected by painful CIPN has shown 
a beneficial effect on myelinated nerve fibers function and pain.23 As confirmed by the results of this survey, most 
respondents consider PEA as a first line agent for CIPN management, despite no robust evidence is available and this 
nutraceutical is not mentioned in CIPN guidelines.4,24

Among nutraceutical treatments, 48.6% of respondents reported the prescription of Alpha lipoic acid (ALA), that is 
an endogenous antioxidant and anti-inflammatory molecule.25 It directly neutralizes reactive oxygen species and 
indirectly regenerates other antioxidant agents, such as glutathione. It also chelates heavy metals and toxins.25 In 
a recent small, randomized placebo-controlled clinical trial, ALA improved the neurotoxicity CTCTAE grading of breast 
cancer patients undergoing taxane chemotherapy.26 Indeed, moderate grade evidence supports the use of ALA for CIPN 
prevention.24

Considering pharmacologic treatments, most respondents reported following current therapeutical guidelines for 
neuropathic pain management.27 Most of the respondents use gabapentinoids and antidepressant drugs as therapeutic 
agents for the establish CIPN, as supported by current clinical guidelines and evidence.27 On the contrary, the use of 
gabapentinoids and antidepressant drugs was also reported as preventive treatment, despite they are not currently 
approved for this use. Gabapentinoids, gabapentin and pregabalin, are selective antagonists of neuronal voltage- 
dependent calcium channels and their mechanism of action is critically dependent on the binding of subunit α2δ-1.28,29

Despite the pharmacological choices of most respondent are in accordance with the therapeutical guidelines for 
neuropathic pain, they do not conform to treatment guidelines on CIPN that stipulate duloxetine as the only agent that has 
appropriate evidence to support its use for patients with established painful CIPN and suggest avoiding gabapentinoids in 
this condition.4,24,27 Relaxation techniques, mindfulness meditation, yoga and biofeedback have been reported to show 
some beneficial effects on pain and CIPN-related quality of life and may be considered according to moderate 
evidence.4,24,30,31

About half of those surveyed reported the use of nonpharmacologic strategies to manage CIPN. This demonstrates 
how current drug therapy is still not enough to address all components of the CIPN experience, and it highlights the 
extent to which the biopsychosocial paradigm supported by our leading scientific societies has been internalized by 
practitioners.

Psychotherapy addresses the cognitive and behavioral aspects of the biopsychosocial model of chronic pain, and it 
may target specific neural networks involved in the pain experience processing.32 Cognitive and behavioral features are 
significantly related to quality of life, disability, social isolation, and overall suffering.33

About 42% of our respondents reported the use of non-invasive neuromodulation to treat neuropathic pain related to 
CIPN. Specifically, transcutaneous electrical nerve stimulation (TENS) was the most reported, while Scrambler therapy 
was less represented in our results. Scrambler therapy has some support by current evidence, as shown by a crossover 
randomized trial that resulted in an improvement of different patient-reported outcomes.34

Spinal Cord Stimulation has been described only in small case series or case reports, so, despite the improvements 
reported, the evidence is insufficient to recommend it for CIPN patients.12,13

Most healthcare professionals of our cohort reported the use of a scoring system to assess CIPN severity. The most 
used tools were not CIPN-specific scales, but neuropathic pain scoring systems, such as BPI, DN4, McGill Pain 
Questionnaire. The Brief Pain Inventory was designed by the Pain Research Group of the WHO Collaborating Center 
for Symptom Evaluation in Cancer Care.35 It includes both a body picture to localize pain sites and the core questions 
about the pain intensity at different times, drugs and their effects, and interference with activities, mood, and sleep.35 It 
has been validated for clinical and research purposes.36 The Douleur Neuropathique DN4 has been designed to identify 
probable neuropathic pain and it is composed of an assessment of qualitative features of pain and objective signs evoked 
by the clinician.37 The McGill Pain Questionnaire was designed by Melzack to provide a comprehensive inventory of 
pain verbal descriptors and a body picture to indicate the anatomical location.38,39

CIPN-specific tools were used by a minority of respondents, especially the most comprehensive and reliable scales, 
such as European Organization for Research and Treatment of Cancer (EORTC QLQ – CIPN20) and Functional 
Assessment of Cancer Therapy/Gynecologic Oncology Group—Neurotoxicity (FACT/GOG-Ntx).40–42 This finding 
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may depend on the sample not adequately representing oncologists. The main limitations of this survey lie in the size and 
the features of our sample. It should be noted that all participants were based in Italy and affiliated with the Italian 
Association for the Study of Pain (AISD), which may limit the generalizability of the results to other countries.

Since this survey was aimed at assessing the feasibility of a DOOR ranking assessing the beliefs of healthcare 
practitioners instead of setting a standard ranking as a future reference for CIPN research, we did not perform a formal 
a priori estimation of the required sample size. Finally, we acknowledge that a significant proportion of patients with 
CIPN are managed by oncologists in our country, and in our sample only 5 respondents reported Oncology as their 
primary specialization. Furthermore, it is possible that our survey participants’ affiliation with AISD may have led to an 
overestimation of the importance of certain treatments or structured interviews.

Conclusions
The results of this survey highlight the intrinsic hurdles for the implementation of a DOOR framework in pain medicine 
research, specifically for the topic of chemotherapy-induced peripheral neurotoxicity. Despite the quite small size and 
relative homogeneity of our respondents’ sample, no significant consensus emerged to rank clinical outcomes to define 
a Desirability of Outcome Ranking (DOOR) algorithm. We believe that our results could be replicated in a wider survey 
involving a more heterogeneous sample, and this poses a serious risk to the implementation of DOOR as suggested by 
the research experts of the ACTTION panel. Nevertheless, we do not believe that our findings should discourage further 
attempts at implementation of the DOOR framework in the CIPN trials, but they could suggest diversifying DOOR 
rankings based on patient studies on the priority of outcomes to address the expected differences in beliefs and choices. 
Our findings show that healthcare professionals commonly use structured interviews to assess patients with chemother
apy-induced peripheral neurotoxicity (CIPN), and frequently prescribe drugs or supplements whose effectiveness has not 
yet been supported by current evidence. While the survey provides interesting insights into potential areas for future 
research in CIPN, its findings are limited by the small sample size and a potential selection bias.
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