The Journal of Pain, Vol 25, No. 3 (March), 2024: pp 632-641
Available online at www.jpain.org and www.sciencedirect.com

USASP

US ASSOCIATION FOR THE STUDY OF PAIN

ELSEVIER

“Buprenorphine, It Works so Differently”: Adults with R
Sickle Cell Disease Describe Transitioning to
Buprenorphine for Treatment of Chronic Pain

Elizabeth Prince,* Paul Loeser," Macy Early,” C. Patrick Carroll,* Sophie Lanzkron,® and
Lydia H. Pecker®"

*Department of Psychiatry and Behavioral Sciences, Johns Hopkins University School of Medicine, Baltimore, Maryland, *La
Clinica del Pueblo, Hyattsville, Maryland, *Johns Hopkins University School of Medicine, Baltimore, Maryland, §Department of
Medicine, Division of Hematology, Johns Hopkins University School of Medicine, Baltimore, Maryland, TDepartment of
Gynecology and Obstetrics, Johns Hopkins University School of Medicine, Baltimore, Maryland

Abstract: A growing body of literature describes the use of buprenorphine for the treatment of
chronic pain in people with sickle cell disease. The experiences of people with sickle cell disease
who have tried buprenorphine have not yet reported. This qualitative descriptive study was
conducted to explore perspectives on buprenorphine for chronic pain in sickle cell disease. We
interviewed 13 participants with sickle cell disease who had been prescribed buprenorphine and
had a clinic visit between December 1, 2020, and April 2022 in our Sickle Cell Center for Adults.
Interviews were recorded, transcribed, and analyzed using thematic analysis. Eleven out of 13
participants were taking buprenorphine at the time of the interview, with a mean treatment
duration of 33 months (SD 18, range 7-78 months). Five major themes were identified: 1) dis-
satisfaction with full agonist opioids; 2) navigating uncertainty with autonomy in deciding to try
buprenorphine; 3) functional and relational changes after starting buprenorphine, 4) enduring
systemic barriers to pain treatment, and 5) trusting treatment relationships are necessary when
approaching patients about buprenorphine. The experience of adulthood living with sickle cell
disease before and after starting buprenorphine is qualitatively different with significant im-
provements in social functioning.

Perspective: This study examined the experience of adults with sickle cell disease and chronic pain
transitioning from full agonist opioids to buprenorphine. It is the first qualitative study of bupre-
norphine in people with sickle cell disease, contributing to a small but growing literature about
buprenorphine and sickle cell disease.

© 2023 Published by Elsevier Inc. on behalf of United States Association for the Study of Pain, Inc
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utilization, increased pain, and worse quality of life.*”

(SCD). In addition to acute pain crises, 54% of the

adults with SCD experience chronic pain defined as
pain on more than half of days, in addition to episodic
acute pain crises." Opioids are the mainstay of SCD pain
treatment and 23 to 27% of adults with SCD are prescribed
daily opioid therapy.”* Chronic opioid therapy is linked to
central sensitization, depression, greater acute care

P ain is the hallmark symptom of sickle cell disease

Opioid use also contributes to the stigmatization of pa-
tients with SCD, particularly as the opioid epidemic
rages.®®

Research on alternative chronic pain treatment strategies
in SCD is motivated by concerns about the inadequacies of
treating chronic SCD pain with high doses of full agonist

opioids.” " One such alternative, buprenorphine, is a high-
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affinity partial mu-opioid receptor agonist and kappa
opioid receptor antagonist approved for treating both
opioid use disorder and chronic pain.' Buprenorphine of-
fers a favorable side effect profile due to its partial agonist
properties, including lower physical dependence and a
ceiling effect on respiratory depression that decreases risk
of overdose deaths.'® For example, patients with chronic
non-cancer pain who transitioned to buprenorphine re-
ported improvement in pain and quality of life."” Initial,
limited studies describing the use of buprenorphine in
people with SCD suggest safety and efficacy.”'* In the
largest report to date, 36 patients treated at our Center
had a 72% reduction in acute care utilization after
switching to buprenorphine, which was prescribed in the
context of comprehensive sickle cell care.'” In this care
model, adults with SCD receive longitudinal expert care
informed by hematologists with expertise in SCD and psy-
chiatrists with expertise in SCD and complex chronic pain
who supervise advanced practice providers delivering daily
care to outpatients, inpatients, and patients seen for acute
SCD complications at our infusion center.'® Decisions about
offering buprenorphine to patients are made during multi-
disciplinary meetings which also include our Center social
worker. These decisions occur in tandem with in-
dividualized recommendations designed to optimize SCD
treatment with, for example, hydroxyurea or chronic red
blood cell transfusion therapy. Little is known about how
adults with SCD decide to try buprenorphine nor about
how their experience taking buprenorphine compares to
their experience with full agonist therapy. Buprenorphine
is already being prescribed for patients with SCD and be-
cause it is an United States Food and Drug Administration-
approved medicine, rigorous randomized controlled trials
which would capture patient-reported outcomes are un-
likely to be performed. Qualitative data are needed to in-
form the use of buprenorphine as a treatment for chronic
pain in people with SCD and may be used to design stan-
dardized patient-reported outcome measures for people
taking buprenorphine. The purpose of this qualitative
study of adults with SCD with current or historic bupre-
norphine use was to understand their perspective on bu-
prenorphine and to gather information about which adults
with SCD might be considered buprenorphine candidates.

Methods

Recruitment and Sampling

This study was approved by the Johns Hopkins
Institutional Review Board. Participants were recruited
from the Sickle Cell Center for Adults between
December 2020 and April 2022. The inclusion criteria
were: age 18 years or older, diagnosis of SCD, taking
buprenorphine now or in the past, English fluency, and
capacity to consent to the study. Research staff con-
tacted eligible participants to describe the study and
invite participation during routine follow-up visits in
the clinic, by telephone, or text message between
December 2020 and April 2022. Oral informed consent
was obtained from interested, eligible participants. A
convenience sampling approach was used. The research
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protocol followed the COREQ framework for con-
ducting qualitative research and reporting.'®

Data Collection

Participants completed a one-on-one audio-recorded
telephone interview with a research team member, a
male M.D. in his third year of a combined Medicine-
Pediatrics Residency Program with clinical experience
caring for people with SCD and prescribing buprenor-
phine (PL). He did not have a treatment relationship
with any of the participants. Interviews were su-
pervised by LHP, a female M.D., M.H.S. with training in
qualitative research methods, along with clinical ex-
pertise in the management of children and adults with
SCD. She did not have a treatment relationship with
any of the participants. LHP informed interview guide
development and met with the interviewer (PL) fol-
lowing the interviews. The interviewer followed a
semi-structured interview guide, querying participants
on their decision to try buprenorphine, experience
with buprenorphine compared to their previous pain
medication regimen, and advice to other people with
SCD considering this therapy (Supplementary 1). The
semi-structured interview guide was not modified
through the interview process. Interviews were con-
ducted between December 2020 and April 2022. The
mean interview duration was 35 minutes (SD
12.5 minutes). Participants received $35 compensation
for their time. Demographic, disease characteristics,
and opioid prescribing details including age, gender
identity, race, genotype, and baseline daily opioid
dosage were obtained by chart review.

Analysis

Interviews were audio recorded and transcribed by a
medical transcriptionist. Transcripts were analyzed
using NVIVO software.” Qualitative analysis occurred
iteratively using thematic analysis with inductive
coding.”’ Two study members (PL, ME) individually
coded the first 3 transcripts using inductive coding, and
created a codebook with the senior investigator (LHP),
resolving coding discrepancies by discussion until con-
sensus was achieved. Subsequent transcripts were coded
using the codebook. Categories were later grouped into
themes and subthemes. Figures were developed to vi-
sually present the themes in synthesized, conceptual
terms.

Results

Participant Characteristics

We contacted 30 eligible participants, 11 during
routine follow-up visits and 19 by telephone. All 11
patients recruited during follow-up visits completed
interviews, and 2 additional participants were recruited
by telephone. The 17 eligible participants contacted by
telephone who did not complete interviews either de-
clined to participate (n = 5) or could not be reached
(n = 12). A total of 13 participants were consented and
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Adults with Sickle Cell Disease

Table 1. Participant Demographic, Disease, and Opioid Characteristics

Ace GENDER IDENTITY Race GENOTYPE BASELINE ORAL MORPHINE EQUIVALENTS MONTHS TAKING BUPRENORPHINE

26 Woman Black HgbS Beta+ 170 37 months

26 Woman Black HgbsS 60 7 months (stopped before interview)
34 Man Black HgbS Betal 156 27 months

34 Woman Black HgbSS 740 52 months

35 Man Black HgbSS 126 29 months

42 Man Black HgbSS 500 18 months

42 Woman Black Hgbss 237 38 months

43 Woman Black HgbSS 96 40 months

46 Woman Black HgbS Betal 90 3 weeks (stopped before interview)
56 Woman Black HgbSS 156 35 months

57 Man Black Hgbss 450 78 months

58 Woman Black HgbSC 186 11 months

60 Woman Black Hgb SS 150 20 months

completed interviews (Table 1). They were 9 women
and 4 men, aged 26 to 60 years. Participants’ full agonist
opioid regimens before buprenorphine initiation
ranged from 60 to 500 oral morphine milligram
equivalents daily. At the time of the interview, most
participants (n = 11) were taking buprenorphine. One
participant stopped buprenorphine after developing
wheezing. The other described buprenorphine was in-
effective for their frequent acute pain crises. Quotes
from these 2 participants in the manuscript are identi-
fied. The average duration of buprenorphine treatment
was 33 months (SD 18, range 7-78 months). The mean
interview duration was 35 minutes (SD 12.5 minutes).

Interview Results

Five themes emerged from the interviews: 1) switching
to buprenorphine is motivated by dissatisfaction with full
agonist opioid treatment; 2) deciding to try buprenorphine
involves navigating uncertainty with autonomy; 3) flour-
ishing of functioning and relationships after starting

buprenorphine, 4) enduring social and structural barriers to
optimized pain management, and 5) approaching other
patients with SCD about buprenorphine should occur in
the context of trusting treatment relationships.

. “What I'm doing now isn't working”:
Readiness for Change

Participants described that full agonist opioids had
negative effects on their mental state, sense of well-
being, and ability to function (Table 2). A 34-year-old
woman said, “l just really felt like it was a fog. | was
always either sleeping or wanting to go to sleep or
tired.” A 57-year-old man said, “l was groggy, | was
mean. | was miserable. Always fussing. Wasn't pleasant.
It wasn't a good look.” A 43-year-old woman described
the intrusion and conflict she experienced with chronic,
high-dose full agonist opioids,

It's a very big dependency being on [full agonist
opioids]. And it's very hard for you to [get] your

Table 2. "What I'm doing now isn't working”: Reflections on the Negative Effects and
Uncontrolled Pain With Full Agonist Opioid Therapy

Negative effects of full agonist
opioids

A [full agonist opioid], it slows your thought process. You know what I'm saying? It slows your
brain or something—a 43-year-old woman

One of the problems that | had is that | had a lot of nausea and cramping [on full agonist opioids].
And so, | finally was like, you know, | don't like this feeling, so let's switch and try to do something

different.—35-year-old man

| was just fed up with having to take so many pills and being out of it, and I felt like it made me
depressed to have to take so much medication.—42-year-old woman

| became medically addicted to [full agonist opioids] because I've been taking that ever since | was a
child... | could not stand it. | couldn't take it anymore. | mean over 30 years, 40 years, really, of
being on it, | probably became immune to it...and my body was dealing with the side effects of
telling me it was time to take it—a 60-year-old woman

Uncontrolled pain on full agonist
opioids

I was always in pain. | was always checking the clock to when | could take the next pain medication.
| was always tired. It wasn't doing anything for my pain.—34-year-old woman

I had to carry them everywhere with me. And they weren't particularly effective. It was more or less
short-term pain management. Usually after 2 hours I'd end up in pain again and obviously severely
limited the activities | could take part in.—34-year-old man

| was in pain every day. And it was severe pain. It wasn't just a little bit of aches here and there. It
was bad pain that was keeping me in the house all day.—26-year-old woman




Prince et al

mind off. “I don't need this. | don't need this,”
when your body is telling you, "I need it. | need it.
| need it.

Participants were motivated to try buprenorphine
due to unresolved pain with full agonist opioid therapy.
A 26-year-old woman who had stopped taking bupre-
norphine before participating said, “[Before buprenor-
phine] | thought about my current level of pain and
how desperate | was to really try anything that could
take care of that.” Many described full agonist opioid
therapy as ineffective. A 34-year-old woman said, “I was
on a lot of opioids... a really high dose, and | was still
uncomfortable. And | just didn't have a good quality
of life.”

Il. “You have the right to say yes or no":
Navigating Uncertainty With Autonomy

When deciding to try buprenorphine, participants
navigated ambivalence, fear, and hope (Fig 1). A 34-
year-old woman described her uncertainty,

What if it doesn’t work? Should | take a chance on
it? What's the worst thing that can happen? | was so
used to the [full agonist opioids] that it was kind of
hard to give it up because at least | know this will
work for 15 minutes. | dont know what buprenor-
phine is going to do because | never tried that.

Participants described the fear that buprenorphine
would not control pain. A 57-year-old man worried that
buprenorphine might not be “enough to hold my pain
down”. A 35-year-old man said, “initially the only fear
was whether it was going to be able to manage my pain
as well as what | had already been used to.” Participants
also felt skeptical; a 43-year-old woman said bluntly, “I
thought, ‘This shit is not going to work, I'll be in too
much pain.”” To address their uncertainties and con-
cerns, participants gathered information from their
treatment team, by talking to others with SCD, con-
ducting independent research, and in discussion with
their families.
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| would Google... | had joined the sickle cell page
to see what other people do who took medication
and see, were they responsive and how it affected
them.—the 46-year-old woman who stopped bu-
prenorphine before participation

[Clinicians] just continually talk to me all the time,
that's how | decided to just give it a chance. Of
course, with prayer and talking to my family.—34-
year-old woman

Retaining autonomy was central to participants de-
cision-making process.

Everything they offered me was optional. You can
take this or you can’t take this... not a “you take it
or else.” ... you have the right to say yes or
no.—26-year-old woman

Give them the facts and allow them to decide for
themselves if they want to try [buprenor-
phine].—42-year-old woman

lll. “Things just started changing for me”:
Relationship Changes

After starting buprenorphine, participants described
transformed relationships to pain medications and SCD
care overall, to their sense of well-being, and to their
level of functioning in multiple domains of life (Fig 2).
Most, but not all, described strong feelings that bu-
prenorphine was effective for pain.

If you was in pain ... a few minutes after you take
that strip, | swear... it works. And this is coming
from a person who has been in a lot of damn
pain.—43-year-old woman

Pain medication became part of a medication routine
instead of an intrusion into daily life.

Back when | was taking [full agonist] opioids, it
was at the forefront of your thoughts, you can't

‘ [The Team] expressed

I was scared. | had been
on [full agonists] for so
long. And change is
what made me nervous

Fear

' I really didn't see how

it would help my pain
but | was willing to do
it just so | can get off

the oxy.

that while it won’t
necessarily work for
everyone, they had
seen some success in
other patients at the
center.

Figure 1. What tips the scale? Navigating the fear, ambivalence, and hope associated with trying a new approach to opioid

therapy.

Ambivalence

Hope



636 The Journal of Pain

Fullagonist opioidtherapy

Adults with Sickle Cell Disease

Partial agonistopioid therapy

Always at Background,
the forefront routine
Continued need for
daily medicine
Clouded, Clear,
tired, All opioids have side productive,
unmotivated effects engaged
Stigma is associated
with any opioid use
More acute Fewer acute
care Visits care visits

Figure 2. “It works so differently” and “I don't see no difference”: Participants described mixed experiences with full agonist
opioids and the partial agonist buprenorphine for chronic pain in sickle cell disease.

leave the house without medication, you have to
take it everywhere. but taking buprenorphine, it
can just kind of fade into the background.—34-
year-old man

SCD treatment focus shifted. A 57-year-old man reported
fewer acute care visits after starting buprenorphine, “I just
been functioning real good. No hospital stays. And | was in
the hospital every other month.” Another participant, a 42-
year-old woman, reported fewer “instances where | need

to go to the infusion center or the emergency room or
have to be hospitalized.”

Participants felt more able to engage with their lives.
A 58-year-old woman said, “the buprenorphine, it
works so differently. My mind is clear.” A 42-year-old
man reflected, “I'm more aware, I'm more focused, I'm
more involved.” One 57-year-old man explained,

| can function, | can really focus and not be dozing
off and not looking in the space and not in a

Table 3. “lI can do more”: Improvement in Functioning in Multiple Domains of Life With

Buprenorphine

Daily life | can do more. | can get up and go. With taking [full agonist opioids] and stuff, | mean, you can get up and go do stuff, but
you're groggy.—43-year-old woman
With [buprenorphine], | was able to do everything that | wanted to do as far as go to the stores or going shopping or do things
around the house. | was able to get it done and keep it moving. | had a lot more energy. I'm not saying that the buprenorphine
gave me that, but me just not being on the [full agonist opioids] allowed me to be more active.—34-year-old woman

Parenting With my children, | can do a lot more with them. I'm able to help with homework and go to school and pick up my son like |
need to.—42-year-old woman
Being able to be more active and more playful with my children. So being able to. go out for walks or go to the playground and
running around with them, I’'m able to do that more.—35-year-old man
And | don’t be coming to the infusion center all the time no more. | can go and do stuff with my kids now.—43-year-old
woman

Social life I'm out of the house, whereas the [full agonist opioids] kept me in the house ... | can’t believe | went to a movie and it was
absolutely wonderful being able to go out with a friend.—58-year-old woman
| can actually make my mom dinner ... or talk to my friends for longer than a few minutes or hang out with my family.—26-
year-old woman

Driving I don’t doze at the wheel no more, | used to doze at the wheel sometimes. So, there’s a difference. I'm more aware, I'm more

alert.—42-year-old man

I’'m able to drive and go out the house. We do more errands because | don’t have to worry about being drowsy while driving as

well.—35-year-old man

With [full agonist opioids] my reaction time wouldn’t be as on point. | wouldn’t think about getting behind the wheel myself,
especially with my children. But now with the [buprenorphine], because it doesn’t make me as out of it, | will be able to drive a

car—42-year-old woman
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Table 4. "Already stigmatized”: Navigating Stigma Associated With Sickle Cell Disease and

Buprenorphine

SICKLE CELL DISEASE STIGMA

BUPRENORPHINE STIGMA

People with sickle cell disease are already stigmatized as being
chronic drug users.—46-year-old woman who stopped
buprenorphine before participation

Sickle cell patients do encounter a lot of stigma as being drug-
seekers or as faking their pain and things like that... I've overheard
conversations between doctors and nurses wondering whether I'm
faking my pain just because I'm using the coping mechanisms I've
developed, listening to music or distracting myself playing games on
my phone.—35-year-old man

Even back when | was still on full opioid medication, | would still be
approached with caution and scrutiny in the emergency room if |
didn't go to a hospital that was versed in sickle cell patients. So
yeah, it was a concern. A bit more heightened but it's not an
entirely new experience.—34-year-old man

[Buprenorphine] has a stigma behind it already... | was more
concerned about getting rid of the pain than | was about the stigma.
| thought the stigma was purely from people not knowing what it
was.—26-year-old woman

I worried about...the stigma of being on [buprenorphine]...they told
me that it was for people that use street drugs... | don't like telling
people that | take bup because they automatically think that you're
taking it because you were using other drugs... But there's a stigma
if you take drugs, period.—42-year-old woman

| was concerned about the stigma associated with [buprenorphine].
If | go to an emergency hospital, they may not know... why I'm
taking buprenorphine. And I'm usually undergoing a crisis, so I'm
not particularly talkative or want to give an explanation of why I'm
taking a certain type of drug.—34-year-old man

subdued world...I'm more productive...I'm more
active, I'm not just laying around groggy.

Interpersonal relationships flourished. Participants
described increased engagement with others in their
familial, communal, and workplace roles (Table 3). A 42-
year-old woman said, “I'm able to work now and do
more with my children and clean up my house and do
things that | wasn't able to do before.” Multiple parti-
cipants described changes in their ability to parent after
initiating buprenorphine. A 35-year-old father said,

...having to take [full agonist opioid] ... prevented
me from being able to care for [my children] prop-
erly. [With buprenorphine] | can be more engaged
with them. | can be ... overall a better parent, and |
think they noticed that as well. Because they ask me
to play with them a lot more. They ask me to do
things and be involved as much as possible.

IV. “Not an entirely new experience”:
Unchanged Dimensions of Life and Care

Despite many benefits, participants identified that
some social experiences and structural barriers persisted
after switching to buprenorphine (Fig 2). Stigma asso-
ciated with taking opioids endured (Table 4), as did
difficulties with pain management in the emergency
department and the need to navigate prior authoriza-
tions and take daily pain medicine.

The last time | went to the emergency room they
actually mismanaged my care specifically be-
cause...| was taking buprenorphine ... so when
you go to an emergency room where they're ar-
guing, where they're not versed about sickle cell,
you have to tell the physician how to handle your
care, help to kind of justify why you're taking the
medications—34-year-old man

At the pharmacy, they give me more problems with
taking this medicine... got to get a pre-

authorization every 3 months.—42-year-old man |
don’t see no difference because both of them is a
dependency no matter how you look at it...It's just
switching from 1 medicine to another.lt ain't like |
can go a day without taking buprenorphine.—42-
year-old man

Finally, buprenorphine does not eliminate pain. A 57-
year-old man said, “I still get pain. Now, don’t get me
wrong. When it come, it come.”

One participant, a 26-year-old who described buprenor-
phine as ineffective for acute pain crises, explained she
stopped taking it because “l was constantly going back and
forth between the buprenorphine and [full agonist
opioids], | don't feel like | got the full experience of what
the buprenorphine would have been like.”

V. “Know who your patient is”: Approaching
Patients About Buprenorphine

Participants thought patients on daily opioids and/or
with frequent acute care visits should be offered bu-
prenorphine.

If they're like me... getting tired of taking so many
pills throughout the day and also if they're having
to go to the infusion center a lot or the emergency
room a lot, it makes a difference.—42-year-old
woman

If a doctor notices that a patient is running out of
medication more often than not or landing in the
emergency room because of pain, yeah, they're
definitely candidates.—34-year-old man

Participants described the need for trust between pa-
tient and clinicians when recommending buprenorphine.

If you know who your patient is and what their
goals and dreams are, | think that's a better way to
attempt to prescribe something to someone.—34-
year-old woman
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Participants recognized buprenorphine as a compo-
nent of comprehensive SCD care.

It's not just the [buprenorphine] that has made a
difference, I'm also on monthly blood exchanges,
which helps out a lot, and...helps to cut down on
the sickle cell crisis.—42-year-old woman

Finally, for others like them, participants recommended
counseling on what to expect during the transition to bu-
prenorphine.

It's not necessarily going to be an easy transition.
It's not something that's going to happen over-
night...be realistic as far as that it's not necessarily
going to be an easy process or a quick process to
get where you want to be.—35-year-old man

Discussion

This study examined the experience of adults with
SCD transitioning from full agonist opioids to bupre-
norphine and is the first qualitative study of bupre-
norphine in people with SCD, contributing to a small
but growing literature about buprenorphine and
SCD.”'* After starting buprenorphine, participants re-
ported improvements in daily functioning and re-
lationships. Yet buprenorphine is not a panacea for all
SCD-related pain challenges. Participants continued to
face barriers to optimal pain management including
difficulties refilling prescriptions and with emergency
department care. Participants stressed the need for
decision-making autonomy regarding whether to in-
itiate buprenorphine and the need for trusting treat-
ment relationships when making this treatment change.

Adults with SCD report markedly reduced quality of
life””. Buprenorphine resulted in functional improvements
for most participants suggesting that chronic, high-dose
full agonist opioid therapy is a risk factor for poor quality
of life for some adults with SCD. Isolating the effect of full
agonist opioid therapy on the quality of life in SCD is
complex because the relationship is confounded by co-
morbid complex chronic pain.>?* Yet all participants in this
study had chronic pain and, despite continued chronic pain,
the majority described stark differences in their lives when
taking full agonist opioids compared to buprenorphine.
When taking full agonist opioids, participants described
living in “a subdued world,” “still uncomfortable,” and
feeling “fed up"” with taking so many pills. They articulated
an internal conflict between wanting to stop full agonist
opioids, but fearing cravings, pain, and withdrawal. Many
described that this conflict resolved when they started
taking buprenorphine and pain treatment moved “to the
background”. Participants’ report marked improvement in
social relationships when switching from full agonist
opioids to buprenorphine. This finding suggests that full
agonist opioid therapy exacerbates SCD-associated social
isolation and that buprenorphine improves this experience.
Social relationships are protective against the negative ef-
fects of chronic pain.”* Buprenorphine might protect
against chronic pain in part by enabling improvements in
social relationships, a possibility that needs further study.

Adults with Sickle Cell Disease

Such research could also help unconfound the relationship
of poor quality of life, chronic pain, and high-dose full
agonist opioid therapy.

Participants readily identified opioids as a source of
conflict and stigma. Adults with SCD are stigmatized by
both interpersonal prejudice and structural racism.” Dis-
ease-specific discrimination is related to pain management
that often requires opioids. Feeling stigmatized is asso-
ciated with worse patient-reported outcomes of disease
severity and higher acute care utilization.”® Participants
considered full agonist opioids and buprenorphine stig-
matizing medicines because they are both prescribed to
people with opioid use disorder. They identified that
taking buprenorphine did not resolve certain interpersonal
and structural care barriers, noting persistent challenges
with managing pain in the emergency department, ob-
taining medication refills, waiting for prior authorization
to obtain pain medications and identifying pharmacies that
dispense needed medications. However, buprenorphine
may ultimately moderate some of these experiences. For
example, the emergency department is a well-recognized
site of stigmatizing and unpredictable interactions for
adults with SCD?’, a reality that leads many affected people
to try to avoid this care site.”® Since buprenorphine reduces
acute care utilization, it reduces emergency department
encounters for people with SCD. Successful treatment with
buprenorphine may thus help address disease severity by
reducing stigmatizing experiences associated with SCD and
the need for care.

As the avoidance of unpredictable emergency depart-
ment encounters suggests, trust is a key factor in the
quality of SCD pain management.”” Trust as a component
of a therapeutic alliance is particularly salient when ac-
cepting a new treatment like buprenorphine. Participants
revealed aspects of the decision-making process that en-
gendered trust. These included having pre-existing treat-
ment relationships and being offered decisional autonomy
for deciding to start buprenorphine. Patients and their fa-
milies value shared decision-making approaches to opioid
management in SCD.*° While shared decision-making
cannot completely resolve the inherently asymmetric
power dynamic between patients who wish to direct their
own care and clinicians who retain prescribing control of
opioids, some elements of shared decision-making may
help address this inherent inequality.>’ People cared for at
our Center are counseled about buprenorphine by mem-
bers of their longitudinal care team in the context of an
established treatment relationship. Participants in this
study valued this approach. Ensuring adults with SCD have
access to comprehensive SCD care is necessary to ensure
that offering buprenorphine to patients can honor their
needs for decisional autonomy and trust.*”**

Most, but not all, participants elected to continue bu-
prenorphine therapy, and most, but not all, endorsed
benefit from treatment. Participants thought they met the
clinical profile of a “buprenorphine candidate” and sug-
gested that buprenorphine be offered to the subset of
patients on high-dose chronic opioid treatment with fre-
quent hospitalizations. Perhaps uncoincidentally, quanti-
tative data from our center matches participants’
qualitative descriptions. An earlier report from our Center
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identified that buprenorphine was initiated in people with
SCD with a mean acute care visit rate of 10.50 every 6
months and baseline full agonist opioid dose
158.15 + 109.89 oral morphine equivalents per day.'® This
group constitutes a small proportion of adults with SCD as
the overwhelming majority of patients have little hospital
use and low opioid dosages.® Participants defined other
not yet considered characteristics required to try bupre-
norphine including being “severely limited,” by full agonist
opioids and “desperate” to try something else. They also
described feeling that full agonist opioid therapy was not
helping with pain and feeling ready for change. These
perspectives regarding the decision to try buprenorphine
may help clinicians develop a language for discussing bu-
prenorphine treatment with patients and for identifying
people who are cognitively prepared for change. Further
studies are needed to define which people with SCD are
candidates for buprenorphine therapy.

This study illustrates the need for further studies that
identify facilitators and barriers to continued buprenor-
phine use. David et al identified that 13.9% of the pa-
tients discontinued buprenorphine within 6 months of
induction.’® In the present study 15.4% had discontinued
by the time of interview. In this study, the 2 participants
no longer taking buprenorphine were taking the lowest
daily oral morphine equivalents. Future studies will help
establish whether higher daily opioid doses are asso-
ciated with treatment continuation. Participants de-
scribed the transition from full agonist to partial agonist
opioid therapy as challenging. One of the 2 participants
who discontinued buprenorphine described difficulty
transitioning between full agonist opioids for acute pain
and buprenorphine for chronic pain management. Dis-
continuing buprenorphine may reflect inadequate pain
control with therapy. However, it may also reflect the
failure of our treatment system to successfully manage
buprenorphine induction and reinduction. Research that
defines the optimal sites and systems for buprenorphine
induction and reinduction along with rigorous studies of
patient-reported outcomes is needed.

In this study, participants attributed functional im-
provements to discontinuing full agonist opioids,
starting buprenorphine, and other dimensions of SCD
treatment. Our comprehensive approach for patients
with complex chronic pain includes intensifying routine
outpatient care, using disease-modifying therapy to
treat SCD, optimizing non-opioid pharmacotherapy to
reduce pain,'®**>° deploying a multi-disciplinary team
including psychiatrists with expertise in SCD and chronic
pain,*®*" and using individualized acute care plans for
the emergency department.”>**> Not all children or
adults with SCD have access to comprehensive SCD care
centers.***> Buprenorphine alone cannot substitute for
the complex and chronic care needs of people with SCD
and may be less successful or altogether inappropriate if
offered without opportunities for expert SCD care.

This study has limitations. All participants are from a
single SCD Center and 4 of the study authors (EP, LHP, CPC,
SL) provide care in this Center, so perspectives on our own
care model influenced the analysis. However, the primary
coders (PL and ME) were trainees who do not work in the
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Center and therefore brought an outside perspective. The
convenience sampling approach had the potential for self-
selection bias and participants with stronger opinions, po-
sitive or negative, may have been more likely to partici-
pate. The study was conducted during the COVID-19
pandemic, which reduced the number of in-person clinic
appointments. This may have affected recruitment as in-
person recruitment was strongest for this study. During
the pandemic, the Sickle Cell Center's urgent care system
remained intact and the Center rapidly implemented ef-
fective telemedicine.”® More counseling regarding bupre-
norphine occurred by telemedicine, but the induction
process continued in person.'? It is possible that the social
reorganization imposed by the pandemic affected partici-
pants' perception of improvements in functioning. How-
ever, the pandemic likely increased the isolation of adults
with SCD, and yet, participants described less isolation and
more outward-focused behavior with buprenorphine. In
our experience, buprenorphine is associated with a reduc-
tion in clinic visits. The inability to reach 12 of the eligible
patients may reflect the reality that some buprenorphine-
treated people with SCD have markedly reduced interest or
need for certain kinds of interactions with the SCD Center.
Retrospective interviewing is a limitation of this study in as
much as recall bias may inform assessments. Prospective
research involving repeated qualitative measures as people
switch from full agonist opioids to buprenorphine may
offer additional insights.

In this first study to describe the perspectives of adult
patients with SCD regarding buprenorphine use, subjects
reported improvement in pain and functioning with tran-
sition to buprenorphine as part of a larger SCD treatment
paradigm. Buprenorphine does not altogether resolve the
need for emergency department care. Ongoing education
and partnership with emergency department clinicians are
needed to ensure individualized care plans can be executed
for all people with SCD, including those taking buprenor-
phine. Future prospective multi-center studies are needed
to identify patients that most benefit from buprenorphine,
determine the optimal process of buprenorphine induc-
tion, and quantify benefits to functioning and symptoms.
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