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ABSTRACT

Background: Individuals with opioid
dependence experience stigma and
discrimination. Stigma can potentially
reduce treatment-seeking and negatively
affect treatment outcomes. We aimed to
study the course of stigma and its correlates
among patients receiving opioid agonist
treatment (OAT).

Methods: We recruited 51 subjects (aged
between 18 and 45 years) registered in the
OAT clinic from February to September
201g. We excluded subjects dependent

on alcohol and other drugs (except for
cannabis and tobacco), with severe mental
illness, intellectual disability, and organic
brain disease. \We assessed the internalized
and enacted stigma and quality of life at
the treatment entry and after 3 months.
Relationship of stigma with quality of

life, socio-demographic, and other clinical
variables were examined at the treatment
entry.

Results: Mean age of the subjects was 26.7
(+ ) years. At the end of three months,

33 (64.7%) patients were retained in the
treatment. Internalized stigma correlated
negatively with the social and environmental
domains of quality of life. The strength of
the correlations was modest. No significant
correlation was found between demographic
and clinical variables and internalized
stigma and enacted stigma scores. Both
internalized and enacted stigma scores
reduced significantly at 3 months follow-up.
The significance levels were retained even
after controlling for the baseline quality of
life scores. Stigma at the treatment entry did
not predict early dropout.

Conclusion: Despite higher severity at the
treatment entry, the level of internalized
and enacted stigma reduced significantly
within three months of an outpatient-
based OAT program.

Keywords: Buprenorphine, enacted stigma,
internalized stigma, opioid dependence,
quality of life

Key Messages

» Stigma and discrimination are common
in individuals with opioid use disorder.

« In patients on opioid agonist treatment
(OAT), internalized stigma had modest
negative correlation with the social and
environmental domains of quality of life.

« Internalized stigma and enacted stigma
scores reduced significantly at the
follow-up assessment in patients on the
OAT, suggesting a possible role of OAT in
stigma reduction.

he National Institute of Drug

Abuse (NIDA) has included un-

derstanding and reducing stigma
as one of the strategic plans to meet the
public health challenges of drug use dis-
orders (DUD).! Stigma can exist at the
individual, institutional, and commu-
nity levels.> At the individual level, stig-
ma might affect the willingness to seek
treatment or remain in the treatment;
at the institutional level, it could reduce
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the motivation of policymakers and
treatment providers to allocate resources
and time; finally, at the community level,
stigma might negatively influence the
public perception and attitude toward
people with DUD.: Stigma at the institu-
tional and community levels gives rise to
enacted stigma, that is, direct experience
of discrimination and rejection from the
broader community.#s Self or internal-
ized stigma is a by-product of the public
stigma and associated discriminatory
practices. Social and economic structures
and public awareness and perception dif-
fer significantly across countries. Hence,
the level and nature of stigma might also
vary accordingly. However, research on
stigma in patients with DUD has been
primarily limited to developed countries
and most are cross-sectional studies.3
Stigma for DUD might reduce, follow-
ing the interventions.® However, the
literature on the effect of the interven-
tions is limited to self-stigma. All three
published studies are from the USA, and
two of these were published in the late
1960s.7? This research suggested that
drug education, with the depiction of
positive stories of recovery and therapy,
conducted in a group setting, might re-
duce the level of stigma following treat-
ment.”®

Opioid use disorders account for more
than 80% of the healthy life lost because
of premature deaths and disability, and
66% of mortality attributed to DUD.*
Opioid agonist treatment (OAT) or med-
ication-assisted treatment for opioid
use disorders could reduce the odds
of mortality, morbidity, and relapse to
illicit drug use.™* Despite the evidence
of efficacy, OAT is grossly underutilized:
globally, less than 10% of those in need
of treatment receive OAT." Reasons cited
for this underutilization include stigma-
impacting treatment-seeking, reluctance
to use OAT by healthcare providers, and
resistance from the patients' family or
12-step programs.'

Research on correlates of stigma
experienced by individuals with opioid
dependence consistently demonstrated
an association of stigma with the quality
of life (QoL). The locality, socioeco-
nomic and educational status, and the
duration of drug use were some other
demographic and clinical correlates of
stigma.’s

We hypothesized that over time, OAT
would reduce the stigma among individ-
uals with opioid dependence. The study’s
primary objective was to examine the
change in the levels of internalized and
enacted stigma among patients with
opioid dependence over three months of
buprenorphine-based agonist treatment.
The secondary objectives were to explore
the correlates of baseline levels of stigma
and sociodemographic variables (such
as age, locality, education, and socioeco-
nomic status) and clinical variables (such
as duration of opioid dependence and
presence of cannabis dependence and
medical disorders), and to assess the rela-
tionship between baseline stigma and
QoL with treatment dropout.

Methods
Study Sample and Design

Patients registered in the OAT clinic
were recruited consecutively between
February and September 2019. A written
informed consent was obtained from
all the participants. It was a prospective
study and the participants were assessed
twice: at the treatment entry (within one
week of initiation of OAT) and at the end
of three months (+ two weeks) of OAT.
The Institutional Ethics Committee
approved this study.

Sample Size Calculation

The study’s primary objective was to
examine the changes in the level of
stigma. Hence, the sample size calcu-
lation was based on the changes in the
scores on internalized stigma between
the treatment entry and at the end of
three months. The study would require
a sample size of 27 (number of pairs) to
achieve a power of 90% and a level of sig-
nificance of 5% (two-sided) for detecting
an effect size of 0.67 between pairs. The
effect size was based on a previously pub-
lished study.® Assuming 40% dropout,
we intended to recruit 50 patients.

Selection Criteria

We included patients with opioid depen-
dence aged 18 to 45 years. A total of 51
participants were recruited. We excluded
patients with alcohol dependence but

not those with tobacco and/or cannabis
dependence. The reason for retaining
tobacco and cannabis dependence was
the high comorbidity of these disor-
ders with opioid dependence; hence,
excluding these participants would have
compromised the study’s generalizabil-
ity.® Patients with HIV, hepatitis C, or
other medical comorbidities were also
included. However, patients with severe
mental illness, intellectual disability, or
organic brain disease were excluded. The
study flow diagram is given in Figure 1.

Opioid Agonist Treatment
Program

The multidisciplinary team of the OAT
program consisted of two psychiatrists, a
psychiatric social worker, a trained addic-
tion counselor, and a nursing officer. The
psychiatrists were responsible for initial
evaluation, intake, and periodic monitor-
ing of all patients. Comorbid psychiatric
disorders and medical illnesses, too, were
dealt with by the psychiatrists. We
administered  the  buprenorphine-
naloxone fixed-dose combination as the
outpatient OAT program. Medications
were dispensed for one week. We fol-
lowed the principle of recovery-oriented
OAT, aiming at the final goals of volun-
tary sobriety, citizenship, and personal
health. All patients on OAT participated
in weekly, open, group sessions of 45 to
60 minutes. The content of the group
sessions consisted of psychoeducation
on medical models of opioid depen-
dence, management of craving, stress
and anger management, and advice
for positive lifestyle changes. Members
were also encouraged to talk about their
recovery goals, problems in achieving
those, and experience with the OAT. The
groups were led by trained psychiatric
social workers or addiction counselors.
Families of the patients were involved
during the detailed evaluation and initi-
ation of OAT. They were informed about
the medical model of opioid dependence,
OAT, and plan of treatment. They were
encouraged to accompany the patients to
the clinic at least once a month. During
their visits, the counselors asked about
their views of the patient’s improvement
in clinical and functional status and dis-
cussed practical difficulties experienced
by them and their solutions.
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Assessment Tools
Sociodemographic Profile

The socioeconomic status was calculated
according to the updated version of the
Kuppuswamy’s scale, which involves the
measurement of three parameters: occu-
pation and education of the head of the
family and income of the patient.>®

Internalized Stigma of Substance
Abuse (ISSA)

The Internalized Stigma of Substance
Abuse (ISSA) scale was adapted from the
29-item Internalized Stigma of Mental
Illness scale, which has been used in the
Indian context.>»** It assesses internal-
ized stigma and perceived public stigma.
It has high internal consistency for three
subscales assessing aspects of self-stigma
(alienation, stereotype endorsement,
stigma resistance) and two subscales
assessing aspects of perceived public
stigma (perceived discrimination and
social withdrawal). Overall, the internal
consistency reliability coefficient (alpha)
is 0.90 and the test-retest reliability coef-
ficient, 0.92.>

The Substance Use Stigma Mechanism
Scale (SU-SMS)

This was derived from the HIV Stigma
Mechanism scale and has been validated
in patients on methadone mainte-
nance treatment. It measures enacted
stigma in the context of the family and
health care professionals and has high
internal consistency (alpha = 0.90).» A
theory-based scale, it was initially val-
idated in a diverse sample, and later,
its Turkish version, too, was developed
with excellent psychometric property.>2
Therefore, the application of SU-SMS is
unlikely to have a cultural influence.

WHO Quality of Life-BREF
(WHOQOL BREF)

Hindi version of this instrument was
used to assess the QoL. The WHO-QOL-
BREF contains 26 questions, four
domains (physical health, psychological
health, social relationship, and the envi-
ronment), and 24 facets.>

Statistical Analysis

Statistical analysis was carried out using
SPSS version 21 (IBM Corp., Armonk, NY,
USA).>** Demographicand clinical variables
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were represented using descriptive sta-
tistics (e.g., frequencies and percentages
for categorical variables and mean-stan-
dard deviation for continuous variables).
The change in the levels of stigma (both
subtypes) between baseline and after
three months of OAT was compared
using paired t-test. Pearson’s correlation
coefficient was used to study the cor-
relation between the QoL and stigma
scores, while Spearman’s correlation
coefficient was used to study the correla-
tion between stigma and socioeconomic
status and educational qualification.
Correlations between stigma scores and
locality, medical disorders, and cannabis
dependence were tested by point-biserial
correlation. General linear model anal-
ysis was performed with the follow-up
stigma scores as dependent variables and
WHOQOL-BREF score as a covariate.
Finally, we tried to examine the relation-
ship between baseline stigma scores and
treatment drop out using binary logistic
regression analysis. The tests were two-
tailed. P-value of < o0.05 was set as the
cut-off for the level of significance.

Results

Participants’ Demographic
and Clinical Characteristics

A tortal of 51 participants were recruited.
Thirty-three (64.7%) were retained at
the end of three months. The mean
(+ SD) age of the participants was 26.72
(% 4.97) years (range: 18—41 years, median:
25 years). Heroin (80.4%) was the most
commonly used opioid, and the pre-
dominant route of administration was
intravenous (80.4%). Please see Table 1
for the detailed clinical and demographic
characteristics.

Stigma-Profile of the
Participants at the Baseline
and After Three Months of
Treatment

The most frequently reported stig-
matized experiences were seen in the
alienation domain of the Internalized
Stigma scale. This was followed by
domains in stereotype endorsement, discrim-
ination experience, and the least scores
were in stigma resistance. At baseline, 96%
reported that having a substance abuse
problem spoiled their lives, and this
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reduced to 63.1% at the follow-up. On
initial assessment, 84.3% of participants
accepted that stereotype about people
with Substance Use Disorders (SUD)
applied to them, which reduced to 54.6%
on follow-up. Initially, 82.7% of partici-
pants agreed that people with SUD could
not live a good rewarding life, which
reduced to 48.5% on follow-up. Also,
84.3% of patients agreed that people
thought they could not achieve much in
their lives, while 48.3% of participants
reported being discriminated because
of their substance use. At follow-up,
both these statements were endorsed by
45.4% of participants.

For enacted stigma, at initial assess-
ment, 64.7% agreed that their family
members thought that they were not
trustworthy, which reduced to 36.4%
at follow-up. The baseline assessment
revealed that 13.8% perceived that health
care workers did not listen to their con-
cerns. However, none of the participants
endorsed this item at the follow-up
assessment.

Correlation of Stigma and
Demographic and Clinical
Variables

As depicted in Table 2, there was no
significant correlation between age of
patients, duration of opioid dependence,
presence of comorbid medical /psychi-
atric disorder, socioeconomic status, or
locality with total ISSA score or enacted
stigma scores. Internalized stigma scores
of the patients correlated negatively with
the social and environmental domains of
QoL (r = —0.45, P = 0.001 and r = —0.43,
P = 0.001, respectively).

Change in the Level of
Stigma Over Three Months
of Treatment

Stigma scores at the baseline and at three
months were compared using paired
t-test. At baseline, internalized stigma
scores were 53.48 + 11.62, which reduced
significantly to 36.18 + 15.11 at follow-up
(P < 0.001). At follow-up, enacted stigma
reduced significantly compared to base-
line scores (14.94 + 4.38 vs. 11.39 + 36).
The effect sizes measured by Cohen’s d
were 0.93 and 0.74 for internalized and
enacted stigma, respectively.
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TABLE1.
Socio demographic and

(Table 1 continued)

L. Variable Frequency (% / SD)
cllnllca-l profile of the = 18 (35.20)
partlupants Dermatological 5(9.80)

Variable ‘ Frequency (% / SD) disorders
Marital Status HBV 2(3:92)
Single 28 (54.9) HIV ghie
Married =) Seizure disorder 1(1.96)
Divorced a0) Psychiatric disorders 17 (33-33)
REOTT Depressive disorders 6 (11.76)
Nuclear 30 (58.8) Anxiety disorders 5(g.8)
Toli 21 (41.2) Personality disorders 4(7.84)
Occupation Deliberate self harm 3(5.88)
Employed 12 (23.5) 0ocb 1(1-96)
Unemployed 15 (29.4) Mean age (SD) 26.72 (4.97)
Others 24 (48.) Mean'a.ge at first use 20.39 (4.20)
of opioids (SD)
Education " " 3.99)

: eanagea 21.59 (3.99

Middle 6 (11.8) dependence on

Matric 12 (23.5) opioids (SD)

10+2/diploma 23 (454) Mean duration of use 55.71(52.47)

Graduate 10 (19.6) ?ng)pmld inmonths

Socio economic class Mean duration of P p—

Upper lower 10 (19.6) dependence of opioid

Lower middle 30 (58.8) in months (SD)

Upper middle 11 (21.6) Meanageat 2518 (4.98)
— treatment seeking

Religion (SD)

Hinduism 31(60.8) Mean dose of 5.29 (2.22)

Sikhism 18 (35.2) BPNX(SD)

Others 2 (4.0) Mean duration of 2.27 (2.43)

. BPNX in weeks (SD)

Locality
Positive Urine CIA 8 (15.68)
Urb 6 (51.
roan 26 (51.0) for opioids at three
Rural 25 (49.0) months
Type of opioid used BNX: Buprenorphine-naloxone fixed dose combina-

. tion; CIA: Chemiluminescence immunoassay HBV :
A 4 (e Hepatitis B Virus infection; HCV: Hepatitis C Virus
Inj. Buprenorphine 2(3.9) infection; HIV: Human Immunodeficiency Virus in-

h fection; IV: Intravenous; OCD: Obsessive Compulsive
Others 2 (4.0) Disorder; SD: Standard Deviation
Mixed 6 (11.8)
Present mode of opioid use
il 8 (157) In the general linear model, follow-up
v 41(80.4) stigma scores were entered as dependent
Oral 2(3.9) variables, and the total baseline QoL
Past mode of opioid use score was entered as a covariate. The
Chasing 28 (54.9) enacted and internalized stigma scores
v 9 (27.6) were entered into two different models.
The results revealed that the reductions
Oral 14 (27.5) . . . .
in both the internalized stigma as well
Any other substance dependence .

: as enacted stigma at the three months
Cannabis Elize! follow-up were statistically significant
Tobacco 36 (73-5) (P < 0.01 and P = 0.04, respectively). The
Comorbid disorders effect sizes, measured by adjusted partial
Medical disorders ‘ 26 (51) eta Squared, were small: 0.22 and 0.07,

(Table 1 continued)

respectively, for internalized and enacted
stigma.

The total QoL score at the treatment
entry (71.07 + 9.63) improved significantly
df = 32, t = —9.24, P < 0.001) at three
month follow-up (90.36 + 10.49).

We used binary logistic regression to
examine the effect of baseline stigma
on early dropout from treatment (those
who dropped out within three months
of starting OAT). Retention on treatment
was entered as the dependent variable,
while scores on stigma in various scales
and QoL were included as independent
variables. As shown in Table S1, none of
these variables could predict the initial
dropout.

Discussion

This was an exploratory study to
examine the level of stigma experienced
by patients with opioid dependence and
to observe the change in stigma among
this group of patients three months after
the initiation of OAT. We also explored
the sociodemographic and clinical
correlates of stigma. We adjusted for
possible confounding factors to discern
whether the change in the level of stigma
was independent of the QoL (which had a
significant association with stigma-level
at the treatment entry).

Our study revealed (a) high internal-
ized (self) and public stigma among
patients with opioid dependence, (b) a
significant reduction of both self and
public stigma after three months of
OAT, the change in the level of stigma
retaining statistical significance even
after adjusting for the baseline QoL, (c)
internalized stigma having a modest
and significant negative correlation with
social and environmental dimensions
of the QoL, and (d) stigma during treat-
ment entry not predicting early dropout
from the treatment program.

The high level of internalized stigma
spanned all five dimensions: alienation,
stereotype endorsement, the experience
of discrimination, social withdrawal,
and stigma-resistance. Previous studies
from elsewhere, too, showed high self or
perceived stigma in patients with opioid
dependence and DUD.>*3' Except for
one study from China, all others were
from the USA, Europe, and Australia.
The only other study from India, with
a mixed group of the substance-depen-
dent population, also revealed that a
substantial majority (more than 60%)
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TABLE 2.
Correlation of participants’ level of stigma, domains of Quality of life, and other clinical variables
(N=51)
Socio
Qol* QoL 2* QoL 3* QoL g* Duration of economic Cannabis Medical
Stigma Age* | (Physical) | (psychological) | (social) | (Environmental) | dependence * | status** | Education** | Locality # | dependence# | disorders#
r(P)
Internalized | 0.3 -0.20 -0.21 -0.45 -0.43 0.02 -0.06 -0.27 -0.05 -0.23 -n
(0.36) (0.15) (0.12) (0.001) (0.001) (0.85) (0.68) (0.06) (0.71) (0.10) (0.45)
Enacted 0.15 -0.24 -0.30 -0.09 -0.10 0.15 -0.1 -0.25 0.08 0.19 014
(0.27) | (o.09) (0.30) (0.51) (0.45) (0.27) (0.46) (0.08) (0.57) (0.16) (0.32)
QoL: Quality of Life, * Pearson correlation, ** Spearman’s correlation , # point bi-serial correlation
TABLE 3.
Change in the level of Stigma over the 3-months of treatment
Baseline Follow-up Multivariate Partial eta Squared
Stigma (mean £ SD) (mean £SD) df t-valueP | Cohen’s D F analysis P (adjusted)
Internalized 53.48+11.62 36.18+15.1 32 6.66 <0.001 0.93 15.17 <0.001 0.24 (0.22)
Enacted 14.94+4.38 11.39+3.60 32 5.33 <0.001 0.74 4.66 0.04 0.09 (0.07)

(Multivariate analysis:- Dependent Variable : Follow up stigma scores, Covariate: baseline quality of life)

of patients had “severe” internalized
stigma.® Having a similar finding in
our study from India suggests the cross-
cultural occurrence of self-stigma
among patients with DUD. In addition
to internalized stigma, our patients
experienced stigma at the level of
family, society, and health care services.
However, compared to studies from
the developed countries, the severity of
public stigma appeared to be less.>> Pos-
sible reasons for this are (a) the Indian
society is collectivistic and, therefore,
might be more tolerant to deviation. All
our patients, despite having interper-
sonal problems, lived with the family
members. (b) Studies from different
parts of India in primary health care
settings revealed that more than 8o
percent of the clients were satisfied with
the general experience, behavior, and
treatment provided by the health care
workers. This positive rating was despite
patients’ discontent with the physical
environment.3»* We could not find any
published literature among patients
with substance use disorders. Neverthe-
less, from our personal experience and
extrapolating from the aforementioned
research, we believe that the Indian
patients, generally, might have lower
expectations, higher tolerance, and a
“less demanding” nature. Therefore, the
lesser level of stigma from health care
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professionals should be interpreted in
light of the patients’ expectations in the
Indian context. The modest and signif-
icant positive correlation between self
and public stigma shows the interdepen-
dent nature of these constructs.

The level of internalized (self) stigma
correlated significantly with the social
and environmental dimensions of
the QoL, that is, patients with higher
perceived social and environmental
restrictions had higher internalized
stigma. The absence of a significant
correlation was reflective of the varying
constructs of the physical health dimen-
sion of QoL and dimensions measured
by the internalized stigma scale. A
previous study, however, showed that
opioid-dependent patients with severe
internalized stigma had significantly
lower scores in all dimensions of QoL.*
Unlike those researchers, we did not
classify the patients based on their level
of internalized stigma. Besides, the
other study assessed internalized stigma
with the Internalized Stigma of Mental
Illness Scale (ISMIS), whereas we used an
instrument specific to stigma in patients
with substance use disorders.

There was no correlation between
the level of stigma and the duration of
dependence or socioeconomic status.
These results were similar to a previous
study.’s
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The level of self (internalized) and
enacted stigma reduced significantly
within three months of the OAT
program. Previous studies on patients
with SUD and mental illness had
shown a reduction in the internalized
stigma following acceptance-based
treatment and psychoeducation®* In
addition to the pharmacological treat-
ment with buprenorphine, the weekly
group counseling sessions based on the
medical model of opioid dependence,
experience sharing, lessons on coping,
and problem-solving might also have
contributed to the improvement in the
self-stigma. Nonetheless, in the absence
of a controlled trial, the possibility of
group sessions’ effect on self-stigma
remains only speculative. Indepen-
dent improvement in the public stigma
was also an interesting finding. This
could be explained by the following:
(@) involvement of the families in the
patients’ treatment, at least during the
detailed intake and initiation of OAT,
and periodic involvement as and when
required, (b) all our health care workers
were trained addiction professionals;
the knowledge, training, and experi-
ence with patients on OAT could have
helped reduce their negative attitudes
towards patients,” and (c) the inter-rela-
tionship between self and public stigma,
reduction of self-stigma, too, might have
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contributed to the improvement in the
public stigma. Nevertheless, the effect
size estimated for the reduction in public
stigma was much less than that for self-
stigma. The improvement in the QoL
was in line with the existing literature
that had shown that OAT improves the
QoL, even in short term.®

Finally, we wanted to see whether
the patients with higher levels of
stigma selectively dropped out from
the treatment, spuriously suggesting
the improvement of the stigma scores
among retained participants. The logistic
regression showed there was no relation-
ship between the stigma at the treatment
entry and dropout. Hence, the reduction
of self and public stigma, shown in the
results, was unlikely to be influenced by
the dropout from treatment. A previous
study from the USA also showed that
retention in methadone maintenance
treatment was not predicted by per-
ceived stigma.®

To the best of our knowledge, this was
the first prospective study from India
among patients on OAT. This has become
important in the backdrop of the magni-
tude of problem opioid users (7.7 million)
in the country, accompanied by very
poor coverage of OAT (less than 20 of
100 people who inject drugs receive OAT
per year).+#+ Besides, ours was one of the
few studies with the objectives of assess-
ing internalized and enacted stigma at
the treatment entry and observing their
changes during an OAT program. Our
study was adequately powered to detect
changes in the level of stigma.

Our study had some limitations,
which are listed as follows: (a) all our
participants were men. This was not
by design, but the predominant treat-
ment-seeking population in India is
men.’s> (b) The outcome was assessed
after three months. A longer follow-up
might have informed us about the per-
sistence of the improvement in stigma.
(c) We could not examine the effect of
stigma on treatment-seeking because our
study was done on clinic-based patients.
A study in the community, among
nontreatment-seeking patients, may
produce a different result. Future studies
could be on a larger, community sample.
(d) Our study was not designed to deter-
mine the effect of OAT (and or group
intervention) on stigma reduction. Only
a controlled clinical trial could answer

this question. (e) The tools used for the
assessment of stigma in our study were
not translated and validated.

Conclusion

Our study showed that, despite the
higher severity at the treatment entry, the
level of self and public stigma reduced
significantly within three months of
an outpatient-based OAT program.
Improvement in self-stigma might
improve other treatment outcomes and
treatment persistence and help achieve
the final goal of recovery. Improvement
in public stigma might change the atti-
tude of society and family toward opioid
dependence and OAT. A mixed-method,
controlled study could inform us regard-
ing the effect of treatment and help us
understand the treatment-related factors
on the reduction of stigma.
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