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Background

Cocaine use disorder (CUD) is characterized by the continued use of cocaine despite serious impacts on life. This study focused on understanding the perspective of individuals with current CUD, individuals in CUD remission, and their supporters regarding current therapies, future therapies, and views on clinical trials for CUD.





Methods

The online bulletin board (OBB) is a qualitative tool where participants engage in an interactive discussion on a virtual forum. Following completion of a screening questionnaire to determine eligibility, individuals in CUD remission and their supporters logged in to the OBB and responded to questions posed by the moderator. Individuals with current CUD participated in a one-time virtual focus group.





Results

All individuals with current CUD and 94% of those in CUD remission reported a diagnosis consistent with CUD or substance use disorder during screening. Individuals with current CUD and their supporters were recruited from the United States (US). Individuals in CUD remission were recruited from five countries, including the US. Individuals with current CUD reported hesitation about seeking treatment due to stigma, a lack of privacy, and being labeled as a drug seeker; barriers to therapy included time, cost, and a lack of privacy. Participants wanted a safe therapy to stop cravings and withdrawal symptoms. Seven clinical trial outcomes, including long-term abstinence and craving control, were suggested based on collected insights.





Conclusion

This study can help inform the design of clinical trials and emphasize the need for effective, safe, and accessible therapies. Recruiting participants will require significant trust building.





Keywords: cocaine use disorder, online bulletin board, individuals with current cocaine use disorder, individuals in cocaine use disorder remission, unmet needs, clinical trial outcomes




1 Introduction

Cocaine is used by an estimated 20 million people globally, with an annual prevalence of use of 0.4% among those aged 15–64 years (1). Some of these individuals will develop cocaine use disorder (CUD), which is characterized by meeting at least two Diagnostic and Statistical Manual of Mental Disorders-5 (DSM-5) criteria such as “hazardous use”, “social or interpersonal problems related to use”, and “neglected major roles due to use” (2). The 2016 Global Burden of Disease study estimated an age-standardized prevalence of 77.6 CUD cases per 100, 000 people worldwide (3). Furthermore, an increase of 39.7% in CUD diagnoses was reported from 2010 to 2016 (4), and rates of overdoses, including cocaine overdoses, have recently increased exponentially (5, 6).

Although there are approved pharmacotherapies for opioid, tobacco, and alcohol use disorders, the treatment options are limited for CUD, with no approved pharmacotherapies in the United States (US) or Europe despite multiple clinical trials in the last several decades (4, 7, 8). Brain stimulation modalities such as deep brain stimulation (DBS) and repetitive transcranial magnetic stimulation (rTMS) are add-on therapies that have an acute effect on a person’s craving for drugs and alcohol. These modalities are utilized when pharmacological interventions are not successful, but may not always be available in certain regions or considered cost effective (9). Even though psychosocial and behavioral interventions have demonstrated efficacy in CUD, there is no one superior treatment, resulting in the use of a range of therapies (10). These therapies include evidence-based approaches such as individual counseling, cognitive behavioral therapy (CBT), community reinforcement approach (CRA), and contingency management (CM) (8). These treatments often demonstrate clinical benefit, but long-term abstinence remains elusive for the majority of patients with CUD (7–9, 11).

Clinical trials frequently consider abstinence from cocaine use as the criterion of therapy efficacy (12). However, abstinence can be a difficult outcome to achieve, and may not be the ultimate goal for some patients. Recently, the US Food and Drug Administration issued a status update declaring their interest in the use of novel, non-abstinence-based outcomes as part of product development, along with the development of new products that address a fuller range of symptoms of addiction, such as cravings (13–15).

Clinical trial participation and the response of the participant to psychotherapy are interconnected. Relapse rates are high in substance use disorder (SUD) studies, and dropout is an important predictor of relapse (16). Approximately 30% of participants drop out of SUD trials, and studies targeting cocaine use are associated with higher dropout rates than those involving tobacco smoking and heroin use. Because of this high dropout rate in SUD trials, it is difficult to observe the beneficial effect of treatment.

Supporters (defined here as friends or family members involved in caring for a patient with CUD) also play an important role in the effective treatment of patients with CUD. However, owing to the social stigma associated with CUD, few supporters share their burdens and perspectives, or receive support from their community (17). Some studies have explored the burden of the supporters in taking care of loved ones with alcohol use disorder (18–22) and with SUD (17, 22–24), but, to date, no studies have provided the supporters’ perspectives on CUD and treatment options for the individuals they care for and support.

The online bulletin board (OBB) method used in this study is a moderated, qualitative tool where participants engage in an interactive discussion in an open virtual forum (25). To date, studies using an OBB have provided valuable insights into different health conditions (25–28). To better understand patient and supporter perspectives, the current study used both an OBB and a supplemental virtual focus group to try and determine (1) patient and supporter preferences on an ideal therapy for CUD (2), patient and supporter perspectives on the design and execution of future CUD clinical trials, and (3) clinical trial potential outcomes that are the most important and useful to patients with CUD.




2 Methodology



2.1 Study design and setting

This study was conducted over 2 weeks from February to March 2021 across the following groups: individuals in CUD remission (five OBBs in the US, United Kingdom, France, Spain, and Brazil with individuals who reported they had recovered from CUD); supporters (one OBB in the US with friends or family members of someone with CUD); and individuals with current CUD (one focus group in the US with individuals currently diagnosed with CUD). An external vendor specializing in market research methodologies partnered with BGM, DL, SM, and KW to lead all recruitment, screening, and moderating efforts for the OBB and focus group.

A mix of recruitment methods were used, including contacting participants on market research panels, social media advertising in relevant special interest groups, and referrals from volunteers at rehabilitation clinics. Interested participants would then complete a series of screening questions (18 to 22 questions) over a secure survey platform. They would then receive a follow-up phone call from a trained staff member to confirm their eligibility and schedule their time in the OBB or virtual focus group.

Individuals in CUD remission and their supporters were requested to log in to the OBB for a total of 60 min split across 8 days over a 2-week period and respond to the questions posed by a trained moderator that spoke in the participant’s respective native language. Depending on the day of the OBB, participants were asked anywhere from a total of 5 to 13 questions (Supplementary Material 2: Screeners). Participants were encouraged to engage in anonymous discussions with other participants to exchange their views and experiences.

Individuals with current CUD were requested to join a virtual focus group once for a 90-min discussion that was conducted by a trained moderator who asked a series of 40 open-ended questions that explored the objectives in Section 2.3. The virtual focus group occurred on a confidential online platform (InterVu, FocusVision, USA) to ensure that participant names and/or locations were not displayed. All recordings of the focus group were destroyed after transcription.

For the purpose of simplicity, pharmacological treatments, 12-step programs, and other community mutual help groups were included within the definition of therapies, as many individuals with SUD engage in these programs as an integral part of their remission.




2.2 Participants

During screening, to qualify as an individual with current CUD, participants had to report the use of “cocaine” or “crack cocaine” regularly, report a diagnosis consistent with CUD or SUD, or answer “yes” to at least five DSM-5 criteria questions about CUD to ensure the inclusion of patients with self-reported CUD to have moderate to severe CUD. Individuals in CUD remission must have said “yes” to regularly using “cocaine” or “crack cocaine” in the past, reported a past history of substance use—including cocaine use—or must have said “yes” to at least five DSM-5 criteria questions to attempt to ensure the inclusion of moderate to severe CUD.

A supporter was defined as a friend or family member of someone who regularly used cocaine. A supporter was eligible to participate if they stated they were caring for or supporting someone currently using “crack cocaine” or “cocaine”. They must have said “yes” to five or more DSM-5 criteria questions about their loved one’s current cocaine use or confirmed a past diagnosis of CUD or SUD.




2.3 CUD OBB and focus group study objectives

The study objectives were as follows:

	a) Gather participants’ insights into current therapies.

	b) Assess satisfaction levels with current therapies.

	c) Identify barriers to accessing treatment.

	d) Obtain participants’ insights into an ideal future therapy for CUD.

	e) Obtain participants’ insights into the design of future clinical trials for CUD therapy.






2.4 Qualitative analysis of participant responses

The main output for the OBB and the virtual focus group was a transcript of the discussion. The OBB also generated some additional outputs, such as images and responses to closed questions (e.g., agreement with statements or polling) that were analyzed alongside the transcripts. The anonymized data underwent thematic analysis by trained staff. Transcripts were reviewed iteratively by several team members to identify and examine key themes and patterns within interviews, within and across markets and patient demographics.

Additional details on the methodology as well as screener, OBB, and focus group questions can be found in the Supplementary Material Sections 1-3.





3 Results



3.1 Participants

All individuals with current CUD (N = 5) and 94% of those in remission reported a diagnosis consistent with current or past CUD or SUD. The remaining 6% of those in remission reported cocaine use consistent with CUD by patient history and DSM-5 criteria. Individuals with current CUD and supporters participating in the study were aged 22–49 years (n = 5) and 33–53 years (n = 6), respectively. Those in CUD remission (N = 35) were aged 22–65 years and were from Brazil (n = 7), France (n = 4), Spain (n = 6), US (n = 12), and UK (n = 6). Details of participant demographics are presented in Table 1.


Table 1 | Demographics of individuals with current CUD, individuals in CUD remission, and supporters.






3.2 Insights from participants regarding current therapies and barriers to treatment



3.2.1 Individuals with current CUD

Individuals with current CUD reported moderate satisfaction with available therapies (average score of 4; scale of 1–7, with 7 being the highest possible score). Residential rehabilitation and 12-step programs prompted some negative feedback, while counseling and CBT were preferred. These individuals felt that society considered them as “once an addict, always an addict,” and that admitting they had a problem to a peer support group was challenging. Off-label medications received mixed views, as there were concerns about dependence and having to go to a healthcare professional (HCP). Most considered seeking professional help but were distrustful of HCPs due to concerns about a lack of anonymity or of being judged negatively by the HCP. Those who had approached HCPs were worried about the interventions being documented permanently in their medical records and being perceived as drug seekers in the future. Having a good connection with an HCP was considered a crucial factor for remission (Supplementary Material 4; Table S1).

Lifestyle changes were appealing to individuals with current CUD who were not interested in receiving formal treatment.

This participant group listed several barriers to available therapies, such as the time and effort required, the cost, and skepticism about the effectiveness of therapy. For working professionals, a concern was the potential stigma of requesting medical leave for the treatment of CUD. A summary of current therapies and barriers can be found in Table 2.


Table 2 | Insights from individuals with current CUD and supporters regarding current therapies/community mutual help groups used by CUD patients.






3.2.2 Individuals in CUD remission

Of those in CUD remission, 86% were satisfied with the available therapies for CUD (Figures 1A, B). Individuals in CUD remission thought that CUD was not taken as seriously as other addictions, such as alcohol or opioid use disorders, so there were fewer options available (Supplementary Material 4; Table S1).




Figure 1 | Insights from individuals in CUD remission regarding current therapies for CUD. (A) Those in CUD remission favored 12-step programs and cognitive behavioral therapy. (B) Most individuals in CUD remission were dissatisfied with current therapies. Apps, applications; CBT, cognitive behavioral therapy; CUD, cocaine use disorder; UK, United Kingdom; US, United States.



Overall, 77% of those in CUD remission tried counseling as a form of treatment, with all participants from Brazil and France attempting it. A majority of the participants highlighted the neutral, judgment-free, professional approach to listening and being provided with useful guidance as the reason for trying counseling. However, either the perceived high cost or lack of health insurance coverage was a barrier for accessing counseling.

The next most commonly tried approaches were lifestyle changes and 12-step programs with 69% and 62% of participants having tried them, respectively. These approaches were reported to have few cost-related barriers; however, participants believed that it was critically important that individuals had sufficient motivation to try these approaches. Peer support groups and 12-step programs were favored by older (aged >49 years) individuals in CUD remission.

The majority of participants considered engaging in CBT, and 48% actually tried it.

In the UK, CBT is available through the National Health Service and can also be free or compulsory if compelled by law enforcement. However, in other locations, participants reported that it may be more difficult to access or find CBT options.

Individual and/or family therapy was tried by 36% of those in CUD remission. Participants thought therapy could help them recover from CUD and address other factors that led to their CUD. Involving family in therapy was viewed as a chance to mend relationships and allows the participant’s family to better understand them. However, participants did state that involving family can be uncomfortable.

For participants in the US, residential rehabilitation was widely known, but the quality of such residential facilities was thought to vary in quality and approach. Residential rehabilitation was favored by those aged <49 years but was also deemed expensive and there was a perceived risk of relapse upon returning to everyday life.

Alternative therapies for CUD, including yoga, reiki, and hypnosis, were not well-known. In addition, only 3% of participants tried medications. Available off-label medications were considered unsuitable due to perceived factors like dependency, side effects, or concerns about being labeled a drug seeker.

Mobile applications were considered convenient but also thought to be impersonal and boring to use. Medical devices were mostly unheard of, and those individuals who were aware of them thought they were expensive and ineffective.

Concerns over lack of confidentiality was another barrier that prevented users from seeking out different therapies. However, participants had fewer concerns about visiting HCPs for medical care compared with those with current CUD.

In summary, in France and Spain, all participants tried counseling, and this was also a common therapy option in Brazil. Medication was considered more frequently in France than elsewhere. On average, the therapies detailed above were used less frequently in the UK than in other countries. Twelve-step programs were most widely used in the US, had a lower uptake in Spain, and were common in Brazil along with mobile applications. Residential rehabilitation was considered an option by participants in the US, but cost was a barrier.

See Supplementary Material 4; Table S1 for a detailed summary of insights from individuals in CUD remission regarding current therapies and barriers.




3.2.3 Supporters

Residential rehabilitation was favored by supporters looking for a total environment change. However, residential rehabilitation was considered expensive with a perceived risk of relapse upon returning to everyday life (Table 2). Counseling was considered meaningful. Social stigma and concerns over confidentiality were viewed as barriers that prevented their loved ones from seeking out the different therapies.





3.3 Insights from participants regarding future therapies



3.3.1 Individuals with current CUD

Individuals with current CUD, when prompted to describe an “ideal” therapy, stated that they wanted a therapy that addressed cravings, withdrawal symptoms, and the “lows” of cocaine use (low mood, anxiety, and paranoia caused by the effect of cocaine wearing off) without developing a new addiction (Table 3). Access to these new therapies should be through HCPs but, again, users mentioned hesitancy about approaching HCPs.


Table 3 | Insights from participants regarding future therapies, including an ideal tool to measure treatment efficacy.






3.3.2 Individuals in CUD remission

Individuals in CUD remission had similar views on future therapies to those with current CUD, including the importance of new therapies stopping or reducing cravings (72% of participants) and withdrawal symptoms (64% of participants) (Table 3; Figure 2). Individuals in CUD remission were more interested in holistic treatment options that were tailored to individual needs. They felt that if a pharmacological treatment existed, it should exist alongside a support system that would promote physical and mental health, improve one’s quality of life (QoL), and everyday relationships. To determine how individuals are doing on a new therapy, they recommended realistic HCP tools that combined clinical interviews and questionnaires with parameters such as assessment on physical appearance, patient logs on moods and cravings, and verifications with family and other professionals in contact with the patient.




Figure 2 | Insights into future therapies. (A) Individuals in CUD remission. (B) Supporters. The format of the focus group with those with current CUD did not allow collection of certain data. Therefore, this group is not included here. CUD, cocaine use disorder; UK, United Kingdom; US, United States.






3.3.3 Supporters

Supporters wanted therapies, especially pharmacological therapies, that would stop or reduce cravings (33% of participants) and withdrawal symptoms (67% of participants). They also wanted long-term intensive therapies that were holistic and affordable, and included mental support for users and care for supporters (Table 3; Figure 2). They also noted that these therapies should be convenient and quick to ensure compliance and long-term abstinence (Figure 2), with an emphasis on therapies that can improve QoL. Location, treatment flexibility, and willingness to undergo treatment were the barriers cited by the supporters. The cost of therapy was a potential barrier for supporters, if not reimbursable or covered by insurance (Supplementary Material 5; Table S2). Lastly, all participants had mixed views on pharmacological therapies due to concerns about safety, dependence, and an overall concern with pharmacological therapies being “easy fixes” that would cater more to the symptoms than the root causes of their CUD. In their opinion, this could lead to relapse.





3.4 Insights from participants regarding future clinical trials on CUD

Most participants across the three groups were interested in clinical trials (Table 4), but expressed some specific concerns, as outlined below.


Table 4 | Insights from participants regarding potential clinical trials on CUD.





3.4.1 Individuals with current CUD

Access to free trial medication, an eagerness to advance scientific research on CUD, and assured anonymity were key motivators to participate in a clinical trial (Table 4). Clinical trials were perceived as an opportunity for CUD to be taken more seriously in the medical and scientific fields. However, concerns about the potential side effects of medication and their privacy while being in a clinical trial were cited. Specifically, when prompted about their thoughts on taking medication via a video recording for compliance purposes, most participants were not supportive of this approach as it was considered intrusive. Although privacy was a concern, participants noted that anonymity in a clinical trial could also be a good motivator as they could take a potential trial treatment for their CUD without it being documented in their medical records.




3.4.2 Individuals in CUD remission

Individuals in remission had overall positive perceptions about participating in clinical trials but were concerned about their privacy and a lack of confidentiality (Table 4). They were also worried about receiving placebo instead of an active treatment. Participants from the US were most interested in clinical trial participation, with 42% of participants showing definite interest and 42% of participants showing possible interest (Figure 3).




Figure 3 | Insights from individuals in CUD remission regarding participating in future clinical trials for cocaine use disorder. CUD, cocaine use disorder; UK, United Kingdom; US, United States.






3.4.3 Supporters

Supporters thought that clinical trials could save lives and provide hope to loved ones who had multiple relapses (Table 4). However, they were skeptical about the willingness of their friends and relatives to participate in these trials due to their loved one’s potential lack of interest in stopping their cocaine use or concerns over confidentiality and privacy. Similar to those with current CUD, supporters were also uncomfortable about their loved ones taking treatment on camera.

Based on the insights collected regarding current and future therapies as well as regarding potential clinical trials, seven outcomes were suggested by participants for the success of a therapy. To achieve long-term abstinence, a blood/urine test was run in only individuals in CUD remission. To stop or reduce cravings, a patient log was maintained, and a clinical interview was conducted in individuals with current CUD and individuals in CUD remission. To feel free from dependency, a patient log was maintained, a clinical interview was conducted, and verifying with other professionals or supporters was done in individuals in CUD remission as well. To improve physical health/prevent long-term problems, a full physical exam and clinical tests were performed in individuals in CUD remission. To improve mental health, an interview with a trusted, empathetic person/read non-verbal signs was conducted in individuals with current CUD, individuals in CUD remission, and supporters. To improve QoL, including with work and relationships, an interview with a trusted, empathetic person/read non-verbal signs was conducted in individuals in CUD remission. To achieve all of the above, a realistic tool that combines clinical interviews and questionnaires with other parameters such as physical appearance, patient logs on moods and cravings, and verifications with family and other professionals in contact with the patient were performed in individuals in CUD remission.






4 Discussion

Studies on substance use and SUD have found individual counseling, CBT, and 12-step programs, among others, to be effective interventions (29–31). In the present study, counseling was the most popular therapy. Where it was available, CBT was popular among those looking for practical techniques to support their remission. Peer support groups and 12-step programs were of interest to older individuals in CUD remission (aged >49 years). Those with current CUD and some in remission found it challenging to connect with peers in a group setting and subsequently rejected the 12-step programs as outdated and religious in nature. Those with current CUD thought medication for comorbidities could be useful, but going to an HCP generated concerns about privacy, anonymity, stigma, and documented treatment. Both current and recovered individuals with CUD were concerned about off-label medications leading to dependence, or about being perceived or labeled as drug seekers. Residential rehabilitation was not frequently tried due to the high cost. Alternative medicine was not well-known as a CUD therapy. Medical devices and mobile applications were the least-used approaches for CUD therapy.

Costs of therapy, lack of anonymity, and social stigma were the frequently cited barriers to treatment for all groups of participants in this study, similar to other studies (32). The time required for therapy was a major barrier for those with current CUD, whereas location and flexibility of therapy were a concern for the supporters.

In the present study, those with current CUD were most interested in new therapies, and those in remission and supporters were more focused on other aspects such as psychosocial therapies. Although supporters were looking forward to fast-acting, effective oral therapies, those with current CUD or in remission were fearful about dependence or quick fixes where the root cause remained unaddressed. However, a common point of agreement among all participants was that a new therapy could stop or reduce cravings and withdrawal symptoms, and achieve long−term abstinence.

Despite the potential drawbacks identified for clinical trials, such as intrusivity of being filmed if that was part of the clinical trial compliance measures, the interventions and questions in clinical trials as a possible trigger for relapse and paranoia, side effects, and concerns over receiving a placebo, there was a general interest and desire to contribute to science. The anonymity and privacy afforded by a clinical trial setting were also viewed favorably.

Limitations of the study included a modest study sample. Owing to the limitations of the format of the focus group, some questions varied between the OBB and the focus group. Because of cultural differences toward addiction and the willingness to talk about it, individuals with current CUD and their supporters were only from the US, which may have led to bias in the results. Consistent with qualitative research, the patient population was not balanced as in a standard clinical trial. Moreover, some participants (6% of the individuals in CUD remission) had no diagnosis consistent with CUD, although they did have at least five criteria of SUD per DSM-5 criteria.




5 Conclusion

Experiences with therapy varied among participants, and several attempts were often needed to stop or reduce cocaine use. Satisfaction with the available treatment options was low, with concerns about efficacy, therapies not being tailored to cocaine use, and cost to the patient. A holistic treatment—that is, pharmacological treatment with personalized therapy that helps reduce cravings and is affordable—was considered as ideal. Interest in a potential new oral treatment was mixed, with some concerns around dependence or misuse. Patient information and support tailored to stopping cocaine use would be beneficial, particularly if it is adaptable to the unique psychosocial needs of the individuals with current CUD or in CUD remission.

Long-term abstinence may be the main goal for a clinical trial; however, based on the perspectives of individuals with current or past CUD and supporters, other outcomes such as reduced cravings, improvement in physical and mental health, improvement in QoL, and prevention of long-term problems were also viewed as important considerations for potential clinical trials. Therapy outcomes need to include patient-led evaluation and objectives to realistically assess if the patient is still using cocaine.

Enthusiasm about clinical trials was high among the participants due to the anticipation of improved treatment options specific to CUD. However, those with current CUD reported many barriers to participation, particularly paranoia, which could be worsened if the trial required treatment compliance to be documented by video recording. This study suggests that participants require efforts to be made on building trust and ensuring the privacy of their personal information. Furthermore, although many legal and ethical safeguards exist to ensure anonymity and privacy of a clinical trial participant’s data, this study made it clear that special care must be taken to explain to participants in CUD trials about their privacy rights and provide additional plain language educational materials regarding their privacy rights outside of the informed consent form. Participants had many concerns about their privacy and documentation of a potential CUD prescription drug in their medical record. As medical record privacy is a major barrier to individuals seeking professional help, it is important to identify ways to create an environment of assured privacy and anonymity once a medication is available on the market (e.g., coding the medication in the record).

With a growing interest in patient-informed clinical trial designs, this study highlights the unmet needs of individuals with current, or in remission from, CUD and their supporters. There is an urgent need to continue investing in research for new CUD therapies, given the scope of the problem and the soaring rates of cocaine use globally.
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