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Abstract

This study examines the barriers and facilitators of retention among patients receiving
buprenorphine/naloxone at eight community-based opioid treatment programs across the United
States. Participants (n=105) were recruited up to three-and-a-half years after having participated in
a randomized clinical trial comparing the effect of buprenorphine/naloxone and methadone on
liver function. Semi-structured interviews were conducted with 67 patients provided with
buprenorphine/naloxone who had terminated early and 38 patients who had completed at least 24
weeks of the trial. Qualitative data were analyzed using the constant comparison method. Barriers
to buprenorphine/naloxone retention that emerged included factors associated with: (1) the design
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of the clinical trial, (2) negative medication or treatment experience, and (3) personal
circumstances. The facilitators comprised: (1) positive experience with the medication, (2)
personal determination and commitment to complete, and (3) staff encouragement and support.
The themes drawn from interviews highlight the importance of considering patients’ prior
experience with buprenorphine/naloxone and methadone, medication preference, personal
circumstances, and motivation to abstain from illicit use or misuse of opioids, as these may
influence retention. Ongoing education of patients and staff regarding buprenorphine/naloxone,
especially in comparison to methadone, and support from staff and peers are essential.

Keywords

qualitative; buprenorphine; retention; patient perspectives

BACKGROUND

Methadone

Opioid dependence is often a chronic relapsing condition associated with negative
consequences in multiple life domains, including high mortality rates (Kimber et al. 2010;
Hser et al. 2001), overdose death (Binswanger et al. 2007), HIV and hepatitis infection
(Friedman, Newton & Klein 2003; Ronald, Robertson & Elton 1994; Specter 1994), and
criminal involvement (Skinner et al. 2011; Hser 2007). Fortunately, pharmacotherapy with
either methadone or buprenorphine has been shown in clinical trials to be effective in
reducing opioid use (Mattick et al. 2008).

Extensive research on multiple continents since the 1970’s has shown that methadone
treatment is effective in reducing opioid use (Mattick et al. 2003). It has been associated
with reduced: criminal behavior (Ball & Ross, et al., 1991); mortality (Caplehorn et al.,
1996); and HIV infection (Metzger et al., 1993); and to improve quality of life (Xiao et al.
2010; Ponizovsky & Grinshpoon 2007). However, despite the benefits of methadone, this
medication is subject to control through its required on-site dose administration early in
treatment and for unstable patients who must access care through carefully regulated Opioid
Treatment Programs (OTPs).

Buprenorphine, a relatively new treatment for opioid dependence in the United States

Buprenorphine was approved for use in the treatment of opioid dependence by the Food &
Drug Administration (FDA) in 2002 (Center for Substance Abuse Treatment 2004). Due to
its partial p-opioid agonist properties, it is less likely to cause respiratory depression and
overdose death than full opioid agonists such as methadone. In addition to the sublingual
buprenorphine monoproduct tablet, buprenorphine/naloxone combination sublingual tablets
(in generic form) and film (Suboxone) are available in the US. Buprenorphine/naloxone
contains the opioid antagonist naloxone, which is not well absorbed sublingually, but
precipitates opioid withdrawal upon injection in opioid tolerant individuals, thereby
discouraging its intravenous misuse. In the US, both preparations can be prescribed by
specially-licensed physicians and dispensed as a prescription for the treatment of opioid
dependence outside of OTPs.

J Psychoactive Drugs. Author manuscript; available in PMC 2015 November 01.
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Buprenorphine can also be provided through OTPs with the same regulatory structure as
methadone, including required bundled services (counseling, urine testing). Constraints in
permitted take home doses of buprenorphine were the same as those for methadone until
2012, when the federal regulations for OTPs permitted patients to receive buprenorphine
take homes on par with patients receiving buprenorphine by prescription (United States
Department of Health and Human Services 2012). While buprenorphine has been shown to
be safe and effective in treating opioid dependence (Kamien, Branstetter & Amass 2008;
Fudala et al. 2003; Ling et al. 1998; Strain et al. 1996; Kosten 1994), there are a number of
barriers to this treatment, foremost its cost and availability (Bazazi et al. 2011; Ducharme &
Abraham 2008).

Treatment retention

Retention in drug treatment is associated with better outcomes (Zhang, Friedmann &
Gerstein 2003; Hubbard et al. 1997; Ball & Ross 1991). Studies in the US, United Kingdom,
and Australia have shown a relationship between treatment retention and outcomes, such as
decreased drug use or reduced criminal involvement (Teesson et al. 2008; Gossop et al.
2003; Hubbard 2003; Simpson et al. 1997; Simpson 1981).

However, treatment retention is influenced by a number of factors, including type of
medication and previous treatment experience (Kelly et al. 2011; Deck & Carlson 2005;
Booth, Corsi & Mikulich-Gilbertson 2004; Koester, Anderson & Hoffer 1999; Magura,
Nwakeze & Demsky 1998; Rhoades et al. 1998; Simpson et al. 1997; Saxon et al. 1996).
Although some studies have found similar retention rates for buprenorphine and methadone
(Johnson et al. 2000; Strain et al. 1994), others have shown poorer retention for
buprenorphine when compared to methadone (Bell et al. 2009; Connock et al. 2007;
Kristensen et al. 2005; Fischer et al. 1999). A recent review of clinical trials comparing the
effectiveness of buprenorphine to methadone and placebo reported that buprenorphine,
provided in a flexible dosing schedule, was less likely than methadone to retain patients in
treatment; a fixed dosing schedule was less or equally as likely to retain patients than low
dose methadone; and medium dose buprenorphine was less likely to retain more patients
than low dose methadone (Mattick et al. 2008).

One limitation of most clinical trials is the lack of qualitative data to examine participants’
reasons for discontinuing treatment. Few studies have examined patient perspectives,
attitudes, and reasons for leaving methadone (Al-Tayyib & Koester 2011; Reisinger et al.
2009; Schwartz et al. 2008) and buprenorphine treatment (Egan et al. 2011; Winstock,
Lintzeris & Lea 2011; Awgu, Magura & Rosenblum 2010; Wallen, Lorman & Gosciniak
2006). Patients’ perspectives are useful in understanding potential barriers to and facilitators
of retention and can inform strategies for improving treatment with buprenorphine.

The present study (hereafter referred to as the Retention Study) was designed to explore the
reasons for the lower treatment retention rates in buprenorphine/naloxone compared to
methadone treatment (46% versus 74%, respectively) found among participants enrolled in
the clinical trial entitled “Starting Treatment with Agonist Replacement Therapies”
(START). The Retention Study was initiated to better understand, from the patient
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perspective, the barriers to and facilitators of retention among patients who received
buprenorphine/naloxone.

Starting Treatment with Agonist Replacement Therapies (START)

START was a Phase 4 study to assess liver function in participants randomized to either
open-label buprenorphine/naloxone or methadone (See Saxon et al. 2013 for details).
Individuals were recruited between May 2006 and October 2009 at nine federally licensed
OTPs across the US. Due to higher dropout in the buprenorphine/ naloxone condition, the
initial randomization scheme of 1:1 (buprenorphine/naloxone to methadone) was changed to
2:1, 18 months after study initiation.

Participants were inducted on medication after being instructed to abstain from opioids for
12-24 hours to present in mild to moderate opioid withdrawal, or as deemed appropriate by
the study physician. Participants were to attend the clinic daily for observed medication
administration except Sundays and holidays or when take-home medications were permitted
by local regulations, were titrated to an appropriate medication dose, and were tapered off
medication starting after 24 weeks or were transitioned to non-study medication.
Assessments included urine drug screens, adverse event monitoring (weekly), and self-
reported drug use (every four weeks). Participants who missed 14 or more consecutive days
of study medication were terminated from the study. At study completion (by Week 24),
participants were referred for clinical treatment and/or to local treatment resources by Week
32.

Buprenorphine was provided as a combination sublingual tablet containing both
buprenorphine and naloxone. The induction period included the first three days of dosing,
with the first dose ranging from 2-8 mg. Study staff observed participants during dosing and
a second Day 1 dose was provided if deemed appropriate (up to a total Day 1 maximum
dose of 16 mg). The remaining induction dosing schedule was determined by the study
physician’s clinical judgment, with a maximum daily dose of 32 mg. For the remainder of
the stabilization phase, flexible dosing was employed according to clinical impression and
the participant’s clinical need. Investigators were encouraged to dose adequately to decrease
craving and to obtain negative urine toxicology specimens. Recommended dose changes
were made in 2-8 mg increments.

METHODS

The present study used background survey questionnaire, semi-structured interview, and
medication dosing data. Participants were interviewed during September 2009 - September
2010, which was up to three-and-a-half years after their participation ended in START.

Sampling and recruitment

Interviews were conducted at eight of the nine OTPs that participated in START (three in
California, two in Connecticut, one in Oregon, one in Pennsylvania, and one in
Washington). One site, which discontinued participation in the START study, was not
included. Retention Study staff provided site research staff with START participant
identification numbers and postage-stamped envelopes containing invitation letters for a

J Psychoactive Drugs. Author manuscript; available in PMC 2015 November 01.
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health study, which included a toll free number. Site research staff distributed Retention
Study recruitment materials to their START participants. When individuals called the toll
free number, Retention Study staff provided information about the study, answered
questions, and scheduled participants for an interview.

Data collection

Three of the co-authors (Hasson, Teruya, Thomas) conducted the interviews. Participants
provided written informed consent and were asked to authorize release of their START data
(e.g., medication, duration of participation). The interview guide included questions
covering patients’ experience in START (e.qg., prior experience with buprenorphine and
methadone, medication preference, dosing, opioid use, reasons for leaving START early,
what kept them in START). START participants also completed a background questionnaire
(e.g., demographics, treatment history). Audiotaped interviews lasted approximately one
hour, were conducted in private rooms at the OTPs, and participants were paid for their
participation. The present study was approved by the South General Institutional Review
Board (IRB) at the University of California, Los Angeles, and each site’s IRB of record.

Data analysis

Analyses sought to identify and describe barriers to and facilitators of retention in START
among two subsets of the Retention Study sample, namely the buprenorphine/naloxone early
terminators and completers, and explore themes and patterns that emerged from the data
across the eight sites. This report focuses on the buprenorphine/naloxone participants
because they had higher rates of drop-out than methadone patients enrolled in the parent
study. In addition, analyses of barriers to retention among the methadone participants
interviewed were common to both medication groups and reasons for premature termination
of methadone treatment have been well-examined (Reisinger et al. 2009; Joe et al. 1998;
Magura et al. 1998).

Qualitative data analyses were conducted on transcribed audio recordings of the interviews.
Transcripts were reviewed against the audio recordings for accuracy and completeness,
edited, and uploaded into Atlas.ti for coding. Analyses were conducted simultaneously with
data collection and data interpretation in an iterative process according to established
procedures for qualitative research (Creswell 2003; Huberman & Miles 1994; Glaser &
Strauss 1967). The process involved the repeated reading of the transcripts, development of
a code list, coding of the data to identify emerging patterns relevant to study objectives, and
use of the constant comparison method (Demetrovics et al. 2009; Glaser & Strauss 1967).
Development of the preliminary code list was guided by the interview topics (e.g.,
medication preference, prior experience with buprenorphine and methadone, reasons for
discontinuing START). Inductive codes that emerged from the data were added (e.g.,
comparisons of buprenorphine and methadone), and code lists were adjusted and refined.

The major thematic categories emerged from the data as coded text and transcripts were read
and discussed among the co-authors. The barriers were finally re-conceptualized in the
following categories: design of the clinical trial, effects of the buprenorphine/naloxone, and
personal circumstances. For the facilitators of completion, major themes included:

J Psychoactive Drugs. Author manuscript; available in PMC 2015 November 01.
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medication “worked” — felt “normal,” personal determination and commitment, and staff
encouragement and support.

Several methods were used to ensure the rigor of the qualitative work. Portions of coded
transcripts were randomly and independently coded by at least two researchers to ensure that
the codes were being applied consistently and had acceptable levels of agreement indicating
good reliability (Boyatzis 1998). Triangulation (Patton 1990) involved multiple members of
the Retention Study team and co-authors reviewing and discussing analytic findings, and
cross-checking interview data with other information collected (e.g., dosing records,
background questionnaire data). Descriptive statistics were calculated from the quantitative
data collected via the participant questionnaire to provide insight into the backgrounds of
participants by barrier and facilitator thematic categories.

Sample characteristics

The sample for the present analyses is comprised of 105 participants who were randomly
assigned to receive buprenorphine/naloxone, of whom 67 participated in START for less
than 24 weeks (17% of the total buprenorphine/naloxone early terminators in START), and
38 of whom completed at least 24 weeks of the study (11% of the total buprenorphine/
naloxone completers in START). Table 1 shows that the groups were similar in that the
majority of the participants were male, White, had injected opioids sometime in their lives,
and had prior methadone treatment. About one quarter had prior buprenorphine treatment,
about half were unemployed, and almost half were receiving welfare benefits. The mean
longest period of consecutive years of opioid use was 10.4 for the early terminators and 13.8
for the completers. However, the participants receiving buprenorphine/naloxone who
completed START were significantly older (p =0.0059) than the group who terminated early
from START (45.5 years vs. 39.2 years old, respectively). The Retention Study
buprenorphine/naloxone sample was similar to the START subsample that were randomized
to buprenorphine/naloxone in terms of gender (68% male), and race/ethnicity, but was
significantly older (41.5 years vs. 37.5 years old, respectively; p =0.0007).

Thematic findings

Buprenorphine/naloxone patient perspectives on barriers to retention in
START—AIthough participants who received buprenorphine/naloxone described a range of
factors that impeded their ability or influenced their desire to complete START, they
typically were able to articulate a main reason for their non-completion. Figure 1 shows the
major thematic categories of the main barriers. Quotations from participants are provided to
illustrate the themes and subthemes.

Design of the clinical trial: Some participants reported that aspects of the study protocol
(e.g., dosing requirements, randomization to either buprenorphine/naloxone or methadone)
resulted in their being withdrawn by the investigators or in their dropping out.

J Psychoactive Drugs. Author manuscript; available in PMC 2015 November 01.
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Missed too many consecutive days: Twelve participants reported that they were withdrawn
from the study due to missing 14 or more consecutive days of study medication (e.g.,
incarcerated, family emergency, surgery). Many of the participants emphasized that had they
not been told that they were discontinued from START, they would have returned once they
were able. The following quotation illustrates the desire and intentions of one participant to
return to START: “You could only miss 14 days in a row...to stay on it [START]. And |
came back like the 15! day. So they told me I was no longer eligible for the study.”

Switched to methadone treatment: When asked why they left START early, 12 participants
responded that they were presented with an opportunity to switch or transfer to methadone
treatment outside of the study. Once they switched medications, they were withdrawn from
START. While a number of them indicated that they had a preference for methadone and/or
were experiencing some discomfort with the buprenorphine/naloxone (e.g., “jittery,”
“restless legs”, “headaches,” “didn’t hold me completely”), a few left because they were
approved for publicly funded treatment with methadone that continued beyond the study
period. One participant recalled, “I had told ‘em that I was waiting for...my SSI
[Supplemental Security Income] so I could get back on the methadone.”

Many of these participants were able to transfer to methadone at the study site to continue
their treatment. Several indicated that they were surprised that they could no longer continue
in the study because of their decision to switch, as methadone was one of the study
medications. A few participants acknowledged that they would have stayed in START had
they not had other treatment options.

Wanted methadone: Although START participants were informed that they would be
randomly assigned to the study medication, many had an initial preference for one or the
other. Three of the participants assigned to the buprenorphine/naloxone group expressed that
they left START early because of their preference for methadone. After learning that they
would be receiving buprenorphine/naloxone, two participants left START without taking
their first dose. One, who was not familiar with buprenorphine/naloxone, said “They told
me...I couldn’t get methadone, | was gonna get Suboxone, and | left. | walked out the door.”
The second individual was “apprehensive” about taking the sublingual tablet while already
taking 12 pills for a medical condition. The third participant in this group who had had
success with methadone prior to enrollment in START, had hoped to be assigned to
methadone.

Withdrawn for other reasons: Two participants perceived that they were withdrawn from
START, one after becoming pregnant, and the other for using prescribed opioids while on
the study, apparently without informing the research staff.

Effects of the buprenorphine/naloxone: Although some participants had experience with
buprenorphing, including the combination buprenorphine/naloxone, in general, participants
were not as familiar with buprenorphine as they were with methadone, especially at the
beginning of START. Thus, when speaking about their experiences with buprenorphine/
naloxone during START, participants who had previously taken methadone often made
comparisons in terms of physical and/or mental reactions to the medication. Several

J Psychoactive Drugs. Author manuscript; available in PMC 2015 November 01.
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participants expressed skepticism or apprehension about the relatively new medication,
while others may have had unrealistically high expectations about it. Finally, a number of
participants voluntarily dropped out of START, whereas others were withdrawn due to
adverse reactions.

Medication didn’t “work.”: The nine participants in this group described the medication as
not “working” for them. Participants seemed to have expectations about how buprenorphine/
naloxone should “work” (e.g., “miracle drug,” similar to methadone) or expressed concern
about not knowing what to expect, and these perceptions seemed to present a barrier to
completing START. When asked what “really didn’t work™” meant, one participant replied,
“Like when | would take it, like I would bust out in the sweats and feel like sick...It would
make me feel like dope-sick, you know.”

Reported negative effects of the medication included headaches, nervousness, anxiety,
stomach cramps, diarrhea, and withdrawal symptoms (e.g., cold sweats, nausea,
sleeplessness). Several participants reported they had opioids in their systems at the time of
induction onto buprenorphine/naloxone. Consequently, they did not experience relief from
withdrawal symptoms upon taking the first few doses of medication, as they would have
had, had they refrained from opioid use for the prescribed period of time prior to induction.
This may not have been a problem, had they been inducted on methadone.

According to some participants, the withdrawal symptoms or negative reactions continued
beyond the induction period, despite dosage adjustments. When a few participants who were
at the maximum dose of 32 mg continued to feel sick, they seemed to conclude that the
medication was not going to be effective for them and decided to leave the study. The
following quotation is illustrative:

"It didn't work at all...I took the medication...It wasn't doing what I thought it was
gonna do, like take care of the withdrawals...But I can understand because they
don't wanna start you out at a huge dose...I had gone up to the maximum dose, and
so | couldn't go any higher. And so, at that point, it still wasn't working for me."

While some participants had difficulties with the medication early on, a few explained that
their initial experiences were positive, but they later began to experience unpleasant physical
symptoms. For example, one participant shared:

“Everything was fine for, really, almost a month...First it was just diarrhea, you
know, and | said, ‘Ah, that’ll go away’...and it did...I started having stomach
cramps as well...I talked to the doctor and talked to people here, and we all agreed
that we should give it more time, that if it is caused by the Suboxone,...my body
will probably adjust to it and the symptoms will either go away altogether...or
lessen greatly...But it turned out it just kept getting worse and worse. And two or
three months’ worth of diarrhea and intense stomach cramping, | had finally just
made the decision that | was not gonna take it anymore.”

While some participants reported abstaining from opioids during START, others described
using opioids in an attempt to obtain relief from their withdrawal symptoms, and ultimately
decided to drop out of START. One participant said, “Well, I left because the Suboxone

J Psychoactive Drugs. Author manuscript; available in PMC 2015 November 01.
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wasn’t working for me anymore...and | got nervous on it. And | started using again, so I left
the study.”

Medication “worked too well.”: Nine participants indicated that they dropped out of
START because they wanted to feel the euphoric effects when they used opioids, but were
not able to do so while taking buprenorphine/naloxone. They described being disappointed
that they could not feel the opioid effect despite using increasing quantities of heroin, or
could only use opioids, including heroin, after some of the buprenorphine/naloxone was out
of their systems. As one participant put it,“[1t] took away my choice of whether to use or
not...It made it to where | didn’t have a choice. | couldn’t use because | wasn’t gonna feel
nothin’ anyway... It worked too well for my purpose.” Some participants talked about
missing doses so they could “get high.” A participant commented:

“For a while, you know, | was like back and forth, you know, | would use a little
bit. But if you use on this stuff, you know, you can’t really feel it that good. So like
on the weekends, | wouldn’t take it or whatever.”

Some participants may not have been ready to abstain from opioids. One individual said, “I
wasn’t ready to quit...I wasn’t ready to be clean-clean,” and “the more loaded you are, the
less you have to deal with.”

Negative induction experience: While most of the participants stayed beyond the initial
induction period, others described their experiences on the first few days of receiving
buprenorphine/naloxone, using words and phrases like “nightmare,” “awful,” “hell,” and
“thought | was gonna die.” It is notable that these same participants disclosed that they had
methadone or some other opioid in their systems when inducted. They recalled
experiencing, for example, hallucinations, body cramps, diarrhea, lack of energy, fever,
chills, headaches, vomiting, and/or convulsions.

Several individuals said that they were not given specific information about preparing for
induction with the possibility of receiving buprenorphine/naloxone. One participant
explained,

“They didn’t tell me that if I had methadone in my system 1’d go into, you know, complete
withdrawal. | thought if | was just adding the methadone...I would just feel okay.”

However, others said that even though START study staff specifically “warned” them about
having opioids in their systems prior to induction, they were reluctant to stop using because
either they did not wish to experience withdrawal symptoms or actually thought they were in
withdrawal when they presented for randomization and induction. One participant said:

“l was doing about 6 grams a day. And they told me not to...have any heroin in my
system 24 hours prior to the date that was preset. It’s pretty hard when you’re a
heroin addict, and telling you not to do any heroin 24 hours before that.”

The majority of participants in this group remembered that they did not return to the study
after the first day of dosing.

J Psychoactive Drugs. Author manuscript; available in PMC 2015 November 01.
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Adverse reactions: Although most of the participants who expressed having terminated from
the study early due to the effects of buprenorphine/naloxone dropped out on their own
accord, four participants said they had to “switch to methadone” following serious reactions
to the buprenorphine/naloxone. One participant had been on buprenorphine/naloxone for
approximately three months before experiencing seizures, whereas another said, “The
Suboxone actually put me into rapid cycling and | ended up hospitalized.” A third
participant explained, “My hepatic panel, my liver enzymes, went through the roof...So
that’s why they took me off the Suboxone,” and the fourth had an allergic reaction to the
medication.

Personal circumstances: One of the major barriers to completing START involved
personal circumstances and choices not primarily due to the design of START or the
buprenorphine/naloxone itself. These involved transportation issues, competing priorities,
and issues with clinic policies/staff that prompted participants to drop out of the study. Six
participants communicated that they left START due to transportation issues (e.g.,
automobile problems, cost of bus fare or gasoline) and distance to the clinic (e.g., 45-minute
drive). Two participants conveyed that having weighed competing priorities for their time
(e.g., work, time with family), participation in START took lower priority, particularly
given the inconvenience of the clinic location or the schedule of the mandatory meetings
(e.g., during the day). Notably, both individuals expressed that they also felt they no longer
needed the medication.

Participant characteristics and main barriers to retention: Table 2 displays
characteristics of the participants according to the thematic categories and subcategories.
Within the group that terminated START early due to aspects of the “design of the clinical
trial,” the participants that discussed the theme “switched to methadone” were generally in
their mid thirties; the majority had injected opioids and reported prior experience with both
buprenorphine and methadone. While half of them reported having a preference for
buprenorphine/naloxone, slightly less than that had no medication preference at enrollment.
Participants in this group typically stayed in START for about one month, and the average
maximum dose they received (27 mg, with a range of 10-32 mg) was at the higher end of
the range allowable in the trial (2-32 mg). In contrast, participants in the “wanted
methadone” group were, on average, in their fifties, had injected opioids, had prior
experience with methadone, and left START relatively soon after randomization, which
accounts for the lower average maximum dose (4 mg, with a range of 1-12 mg). All
participants in this group had a preference for methadone upon entering START.

Among the participants who left START early due to the perceived negative effects of the
buprenorphine/naloxone, the majority who ascribed to the theme “medication didn’t “‘work
had prior experience with methadone, whereas less than half had prior experience with
buprenorphine; the participants were almost evenly divided in terms of the medication they
preferred; the average length of stay in START was slightly less than two months, and the
average maximum dose was relatively high (24 mg, with a range of 16-32 mg).

Participants in the group that described that the “medication “‘worked too well’” were
generally in their mid thirties; all had injected opioids and had prior methadone experience;
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the majoritypreferred methadone at enrollment, their average length of stay was slightly over
one month, and their average maximum dose (18 mg, with a range of 4-32 mg) was in the
allowable mid-range.

In comparison, the participants in the group that expressed that they had a “negative
induction experience” were typically middle-aged; all had injected opioids and had prior
experience with methadone, but only a few had prior experience with buprenorphine. The
majority of participants reported having had a preference for methadone at enrollment. This
group’s longest period of opioid use averaged about two decades; participants in this group
typically left START within a few days of randomization, and the average maximum dose
(15 mg, with a range of 8-32 mg) was near the middle of the allowable range.

Buprenorphine/naloxone patient perspectives on facilitators of retention in
START—When participants were asked what kept them in START (at least 24 weeks),
three major themes that emerged (see Figure 1).

The majority (71%) of the participants with buprenorphine/naloxone who completed
START (n=38) described having a preference for buprenorphine/naloxone at enroliment,
only about a third of them (37%) acknowledged that they had previous experience with
buprenorphine, and among these participants, almost a third (29%) spoke favorably about
the experience. In contrast, the majority (89%) of participants had prior experience with
methadone, and among this group, 42% described their experiences using mixed (both
positive and negative) or neutral language, 29% commented unfavorably about the
experiences, and 18% remarked favorably about their experiences. The average maximum
dose for this group was 24 mg, with a range of 8-32 mg.

Medication “worked” — felt “normal’: Twelve participants communicated satisfaction
with buprenorphine/naloxone in terms of how they responded, overall, to the medication and
how well they were able to function and conduct their lives. A word used repeatedly was
“normal,” with some comparing their physical and/or mental state while on the medication
to their pre-opioid-using periods. For example:

“Once it was steady [dose]...I didn't feel any high at all. | mean, I just felt normal. |
felt like how | remember myself when | was 13 or 14 before | used opiates. You
know, just - | didn't think about 'em and | didn't notice | was on anything...| felt
normal, neutral.”

Some individuals expressed that they responded to the buprenorphine/naloxone as they
expected; others seemed surprised with the results, with one of them saying:

“It made me actually feel better. | wasn’t sick. You know, my stomach wasn’t
bothering me. My muscles weren’t aching like they were going through detox...I
was like, ‘Well, it actually does work.” For a new drug, it works; it’s doing what
it’s supposed to do.”

Some of the participants who spoke favorably about buprenorphine/naloxone compared their
experiences with prior methadone treatment (e.g., less sedation, longer suppression of
withdrawal symptoms). For example, one participant recalled, “You take the methadone,
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you know, you can feel it hit you...You kinda go up and down. But with the Suboxone, it
was a nice steady...on a very even keel.”

However, although some participants seemed pleased with their general reaction to the
buprenorphine/naloxone compared to methadone, others pointed out that there were also
some downsides to the medication. One individual described the experience saying,
“There’s a big difference with Suboxone...Methadone cuts off the...rough edges of life.
Suboxone doesn’t. The rough edges are still there. It helps you physically, but not
emotionally.”

Many of the participants described feeling more “comfortable” with the medication, once
dosage adjustments were made. For example, one person shared:

“[1t] took a couple of days, almost a week, before we got the right doses for my
body, my weight...And it did what it’s supposed to have done...to keep me from
not being sick, and | wasn’t nodding and all that, when | adjusted to it about two to
three weeks.”

Besides relieving withdrawal symptoms and cravings for opioids, some participants
described additional benefits they received from taking the buprenorphine/naloxone,
including relief from pain and ability to focus.

Although participants who completed START with buprenorphine/naloxone portrayed
overall positive experiences with the medication, some indicated that they also struggled
with negative effects of the medication (e.g., headaches, cravings, muscle cramps, slightly
sedated), and/or did not receive immediate relief from withdrawal symptoms. One
participant explained:

“At first there was like some physical reactions that | never had before...Like joints
locking up...Then it went away...I think my body was adjusting...to the
withdrawing and it was finding out what my physical status was also, too, from not
being under the influence of heroin all the, most of the time.”

Personal determination and commitment: Twenty-two participants attributed their
successful completion of START to their conscious decision, willpower, and commitment to
finish something they started and/or to stop using opioids. For a few, being told that they
could switch to methadone at the clinic if they completed START and the participant
compensation were additional incentives. Others recognized that they needed to continue
taking the medication to stop using opioids.

“I didn’t wanna go back to drugs, so | was doing what | had to do to stay clean.
That’s what kept me coming back ‘cause | know that was something that | had to
meet halfway...So there’s no rain or sleet or fog that would stop me “cause | was
coming ‘cause | knew it was benefitting me and my health.”

Some participants interviewed considered buprenorphine/naloxone treatment in START as a
means to achieve their personal goals, such as not using opioids of any kind (“free of it”),
being involved in the life of a granddaughter, and acquiring a new sense of achievement.
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Support and encouragement from staff: In describing what kept them in START, four
participants mentioned research and other clinic staff (e.g., counselors) who “worked with”
them (e.g., scheduling visits, calling them on the phone when they missed appointments).
Participants used words such as “nice,” “caring,” “respectful” in describing particular staff
members and how important the support and encouragement provided was to their success
in START. One participant said, “They [staff] showed me that there’s a light at the end of
that tunnel. There’s hope. You hear that? There’s hope!”

I3

Participant characteristics and main facilitators of retention: Table 3 displays
characteristics of the participants according to the three thematic categories considered by
participants as facilitators of retention (as indicated in Figure 1). Characteristics in common
across all three categories included an average age of mid-forties, having a history of
injecting opioids and prior methadone experience. The participants who discussed
“methadone worked — felt normal” and “personal determination and commitment” as
important facilitators of retention were more likely to be male, whereas participants who
were female were more likely to report “support and encouragement from staff” as
important. Finally, those reporting personal determination and commitment had used opioids
for more years on average than those in the other two categories.

DISCUSSION

This study explored barriers and facilitators of buprenorphine/naloxone retention from the
perspectives of participants in a clinical trial comparing the impact of methadone vs.
buprenorphine/naloxone on liver function. Although the 46% retention rate at 24 weeks for
the entire sample of participants randomly assigned to buprenorphine/naloxone was similar
to the retention rates reported in other trials with buprenorphine (Mitchell et al. 2012; Soyka
et al. 2008; Kristensen et al. 2005; Johnson & McCagh 2000; Schottenfeld et al. 1997; Ling
et al. 1996), it remained lower than that of the participants randomized to methadone.

Study Context

Participants indicated that aspects of the design of the clinical trial contributed to their
premature discontinuation on the study medication. In the context of this particular trial,
some reasons for early termination from START related to the research protocol were
unavoidable. For example, participant preference for a particular medication could not be
accommodated within the study protocol. However, in clinical settings, patient preferences
can be considered in conjunction with provider recommendations. Further, providing
information on treatment options and engaging patients in making decisions about their own
treatment is consistent with the patient-centered approach to care (Bechtel & Ness 2010;
Institute of Medicine 2001) and is supported by our finding that the majority of participants
who completed START preferred buprenorphine/naloxone at enrollment. The START
protocol also required participants to take the medication daily, thus missing 14 or more
consecutive days of medication necessitated study discontinuation, whereas clients in
treatment programs may be allowed to return.

Notably, the primary goal of START was to compare methadone and buprenorphine/
naloxone on liver function. It is important to point out the discrepancy between the protocol
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for buprenorphine/naloxone treatment in START (e.g., daily dosing, weekly assessments,
observed dosing, randomized assignment to medication) and the more typical experience of
office-based buprenorphine/naloxone treatment, for which the program requirements are
minimal (see CSAT 2004). Thus, retention may be improved if some of the protocol-related
issues are eliminated, particularly barriers associated with personal circumstances (e.g.,
daily dosing requirement).

Two reasons for study discontinuation (hospitalization and travel) are potentially avoidable
during community treatment, if medical staff is contacted to continue treatment in the
hospital and if patients are made aware of their options to be temporarily medicated in
another OTP near their travel site. Special take-home doses can be approved for travel by
the Center for Substance Abuse Treatment (CSAT) at the request of the treating physician,
or arrangements can be made for the patient to receive buprenorphine through a physician at
another site. Federal regulations were recently revised to permit OTP patients receiving
buprenorphine to obtain take home doses outside the OTP regulation constraints for time in
treatment that remain in effect for methadone patients (United States Department of Health
and Human Services 2012), which address some of thebarriers reported by participants and
may improve retention.

Financial factors such as availability of a subsidized treatment slot also contributed to
attrition in the START buprenorphine/naloxone group. This has been reported in other trials
with opioid agonists (Booth, Corsi & Mikulich-Gilbertson 2004) and in community
treatment (Reisinger et al. 2009). Federal legislation that provides parity for insurance
coverage for substance abuse treatment with primary care, and the Affordable Care Act, will
make opioid treatment more accessible in states that opt to expand Medicaid access.

That many participants lacked accurate information about, and experience with,
buprenorphine/naloxone treatment prior to START may have contributed to participant
preference for methadone, especially early in the trial. Patients presenting for induction in
START, many of whom had prior experience with methadone, may have been hoping to be
assigned to methadone and were ready to begin treatment with this medication, but were
poorly prepared for buprenorphine/naloxone, or expected that induction on to
buprenorphine/naloxone would be similar to methadone. As some of the participants may
not have been at an acceptable level of opioid withdrawal when presenting for induction, the
first dose of buprenorphine/naloxone may have precipitated withdrawal symptoms. Due to
the pharmacologic properties of buprenorphine (partial agonist), compared to methadone
(full agonist), opioids already taken may be displaced from the mu receptors, thus
precipitating withdrawal (Jones 2004). Better outcomes may be achieved if patient induction
on to buprenorphine/naloxone occurs only after having clear evidence of the signs and
symptoms of opioid withdrawal (e.g., minimum score of 5 on the Clinical Opiate
Withdrawal Scale [COWS]). As expectations about how medications might or might not
“work” may affect patient experience and outcomes (Schwartz et al. 2008), the importance
of education about medications for both patients and staff cannot be overemphasized,
especially during the initial phases of treatment (Demetrovics et al. 2009).
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We found that participants left START early because of negative effects of the medication
or because they continued to experience craving for opioids. Some of the negative effects
may have been avoided through appropriate dosing adjustment to alleviate withdrawal
symptoms, craving, or negative reactions attributed to the medication, which might improve
retention (Fareed et al. 2012). Although some participants left START because the
medication “did not work,” others dropped out because the buprenorphine/naloxone
“worked too well.” These participants were ambivalent about treatment and decided that
they wanted the option to continue to use opioids to get high. As opioid dependence in this
population is a chronic problem, efforts at reengaging patients who drop out (Coviello et al.
2006) should be employed in the community. Further research could help determine factors
that contribute to patients not feeling ready to quit opioid use.

Finally, our findings indicate that support and encouragement, particularly from caring and
attentive staff, and the experience of feeling “normal” while on the medication can help
retain some patients. Perhaps because many participants who were not familiar with
buprenorphine/naloxone could not turn to peers who experienced success with the
medication, they needed more attention and care from staff. The finding that buprenorphine/
naloxone made some participants feel “normal” has been reported in other studies (Barry et
al. 2009). Research is needed to understand why buprenorphine/naloxone “works” for some,
but not for others (e.g., biology, motivation, psychiatric symptoms).

Several limitations should be considered. First, findings are drawn from a convenience
sample of participants provided with buprenorphine/naloxone who terminated early from
and completed START. Their perspectives may not represent those of participants in
START with buprenorphine/naloxone who did not participate in the interviews. However,
ours is a large sample for a qualitative study, with 105 participants interviewed in person
across eight sites located in different parts of the country. Second, the interviews were
conducted up to three-and-a-half years after participation ended in START; therefore, some
participants may have had trouble recalling their thoughts and experiences during the study.
Events following their participation in START may have altered participants’ perceptions of
their experiences while they were in START in significant ways. Third, since the interviews
were conducted at clinics where participants were enrolled in START and some were
currently receiving treatment there, they may not have felt free to answer questions candidly.
However, we assured each participant that the transcripts of the voice recordings would only
be shared amongst the Retention Study research team, and that information that might
identify individuals would be kept confidential. Finally, the community-based experiences
of the buprenorphine/naloxone participants in this trial may not represent the experiences of
patients receiving treatment in the more traditional office-based settings. Nevertheless, our
sample of 67 participants who did not complete START and the 38 participants who did
complete provides a wide range of perspectives of and experiences with buprenorphine/
naloxone treatment.

CONCLUSIONS

Findings contribute to the sparse literature on patient perspectives of barriers to retention
among individuals receiving treatment with buprenorphine/naloxone for opioid dependence.
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The themes identified underscore the complexity and nuances of providing a relatively new
medication for treating opioid dependent patients within community-based settings. They
also highlight the importance of considering each patient’s experience with and knowledge
about buprenorphine/naloxone and methadone, medication preference, personal
circumstances, and motivation to abstain from non-prescribed use of opioids, as they may
influence retention in with buprenorphine/naloxone treatment. Our findings suggest a
patient-centered approach to identify the treatment option that best meets the patients’ needs
at the time. Ongoing education of patients and staff about buprenorphine/naloxone,
especially in comparison to methadone, and support (from staff and peers) is essential.
Finally, local, state and federal regulations and policies may need to be revisited to increase
patient options to be treated with all FDA-approved medications for opioid dependence in as
many OTPs and physician office-based practices as possible.
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Table 1

Sample characteristics of participants in the Retention Study and START

Retention Study START
Characteristics Terminated Early” | Completed™ Total Total
(n=67) (n=38) (n=105) (N=740)

Male % 66 66 66 68
Race/ethnicity %

White 58 69 62 69

Black 6 13 9 9

Hispanic 21 13 18 13

Other 15 5 11 9
Mean age (SD)LZ 39.2 (11.4) 455 (10.1) 41.5(11.31) | 37.5(11.24)
Ever injected opiates % 78 66 - --
Mean longest period in years using opiates (SD) 10.4 (8.48) 13.8 (11.37) - --
Prior buprenorphine treatment % 28 24 -- -
Prior methadone treatment % 73 66 - -
Employment %

Full or part-time 22 29 - -

Student 13 5 - -

Retired/disabled 13 24 -- -

Unemployed 52 42 - -
On welfare % 48 47 -- -

'ZSignificant difference at p=0.0059 between Terminated Early and Completed groups

ZSignificant difference at p=0.0007 between buprenorphine/naloxone participants in Retention Study sample and total START sample

SD = Standard Deviation

-- Data not available

*
Status in START
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Characteristics of buprenorphine/naloxone participants who completed START by perceived facilitator of

retention (n = 38)

Characteristics

Facilitators of Retention in Treatment with Buprenorphine/naloxone

Medication “Worked” Personal Determination Support and
— Felt “Normal” and Commitment Encouragement from Staff
(n=12) (n=22) (n=4)

Age, average (range) 45(23-59) 46(24-65) 44 (29-54)
Male, No. (%) 10(83) 14(64) 1(25)
Ever injected opioids, No. (%) 8(67) 14(64) 3(75)
Average longest period using opioids, years 10(1-24) 16(2-49) 10 (4-20)
(range)
Prior buprenorphine experienceZ, No. (%) 5(42) 6(27) 3(79)
Prior methadone experience, No. (%) 11(92) 19(86) 4(10)0
Medication preference at enrollment, No. (%)

Buprenorphine/naloxone 8(67) 16(73) 3(75)

Methadone 4(33) 6(27) 1(25)

None 0(0) 0(0) 0(0)
Maximum dose in START, average, mg (range) 23(12-32) 23(8-32) 28 (24-32)
Race/ethnicity, No. (%)

White (non-Hispanic) 9(75) 13(59) 4(100)

Hispanic 1(8) 4(18) 0(0)

Prior experience includes detoxification and maintenance treatment, and/or illicit use of buprenorphine and/or methadone.
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