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ABSTRACT

Introduction The COVID-19 pandemic has driven
unprecedented social and economic reform in efforts

to curb the impact of disease. Governments worldwide
have legislated non-essential service shutdowns and
adapted essential service provision in order to minimise
face-to-face contact. We anticipate major consequences
resulting from such policies, with marginalised populations
expected to bear the greatest burden of such measures,
especially those with substance use disorders (SUDs).
Methods and analysis We aim to conduct (1) a scoping
review to summarise the available evidence evaluating the
impact of the COVID-19 pandemic on patients with SUDs,
and (2) an evidence map to visually plot and categorise
the current available evidence evaluating the impact

of COVID-19 on patients with SUDs to identify gaps in
addressing high-risk populations.

Ethics and dissemination Ethics approval is not required
for this scoping review as we plan to review publicly
available data. This is part of a multistep project, whereby
we intend to use the findings generated from this review
in combination with data from an ongoing prospective
cohort study our team is leading, encompassing over 2000
patients with SUDs receiving medication-assisted therapy
in Ontario prior to and during the COVID-19 pandemic.

INTRODUCTION

The COVID-19 pandemic has driven unprec-
edented social and economic reform in
efforts to curb the impact of disease. Govern-
ments worldwide have legislated non-
essential service shutdowns and adapted
essential service provision in order to mini-
mise face-to-face contact. Despite reducing
disease burden, we anticipate major conse-
quences resulting from such policies,"™ with
marginalised populations expected to bear
the greatest burden of such measures, espe-
cially those with substance dependence. We
are already seeing increased rates of opioid
overdoses across Canada.
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Strengths and limitations of this study

» This will be the first scoping review and evidence
map evaluating the impacts of COVID-19 on patients
with substance use disorders.

» This review will address both classically measured
treatment outcomes (eg, retention in treatment) and
patient-important outcomes (eg, job stability).

» The utilisation of novel methods, namely evidence
mapping, allows for user-friendly visual presentation
of our findings.

» The combined expertise of our scientific team (in-
cluding methodologists, statisticians, clinical addic-
tion experts and guideline developers) will ensure
wider uptake of evidence gained from this study.

» Our evidence map will allow us to develop efficient
pragmatic strategies that tailor treatment intensity
based on risk stratification, an essential component
of pragmatic guidelines given the limited resources
and financial strain of the healthcare system.

Patients with substance use disorders
(SUDs) exhibit higher rates of mental illness,"
overdose,5 poly-substance use,6 homeless-
ness’ and financial instability’—all of which
independently puts them at a disadvantage
during a pandemic.® From the exacerbation
of mental illness stemming from social isola-
tion, to increased COVID-19 transmission
among populations with transient housing,
we foresee the potential harmful effects to
disproportionally impact patients with SUDs.
Additionally, the shift to virtual care delivery
for outpatient management of SUDs may
prove less accessible among patients of low
socioeconomic status who may not have access
to an electronic device. To make matters
worse, some integral services for maintaining
sobriety including structured peer support
programmes such as Alcoholics Anonymousg
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have been altogether stopped, leaving a large number of
patients vulnerable to relapse and overdose. Additionally,
as governing bodies have advised physicians to loosen
prescription practices for methadone and buprenor-
phine, patients are being less supervised in treatment
and having less contact with their care team. Patients are
no longer providing routine urine samples for toxicology
screening given the limitations of telemedicine, and are
instead receiving more take-home doses to minimise the
risk of contracting the virus at the pharmacy while going
in for a routine observed dose. The stress of the pandemic
and social isolation itself, compounded by the lack of
close follow-up and peer-support therapy, an integral
part of treatment, is certainly going to have detrimental
effects on these patients’ health and well-being. As such,
we anticipate the magnitude of serious epidemics, such
as the opioid crisis, to worsen in the wake of COVID-19."
In addition to being especially affected due to their
social context and SUD, they are also at higher risk to
suffer deleterious consequences from contracted COVID-
19. This is because respiratory illnesses (ie, COVID-19)
compromise one’s respiratory reserve thus putting them
at higher risk of respiratory depression and death from
sedating substances, including opioids and benzodiaze-
pines.'! This is exceedingly concerning given social sepa-
ration practices will mean that individuals using opioids,
be it prescribed or illicit, will often be unsupervised and
thus less likely to have someone administer the lifesaving
antidote, naloxone.' Unintentional overdose is already
the leading cause of accidental death in the USA."
This is a particular concern during the pandemic with
expected increase in all-cause mortality. Taken together,
the compounded deleterious consequences of this popu-
lation’s mental, physical and social predispositions easily
render them the most disadvantaged during this crisis.

STUDY OBJECTIVES

We aim to conduct (1) a scoping review to summarise the
available evidence evaluating the impact of the COVID-19
pandemic on patients with SUDs and (2) an evidence
map to visually plot and categorise the current available
evidence evaluating the impact of COVID-19 on patients
with SUDs to identify gaps in addressing high-risk popu-
lations. We focus this review on the COVID-19 pandemic
in light of the unique policies affecting social separa-
tion and health service delivery which have never been
imposed previously.

Where possible, we aim to stratify associations by sex
differences. Our team has previously shown that men
and women are affected by substance use differently,'*"°
therefore we would expect the impacts of social isola-
tion and economic shut down to affect men and women
uniquely. Are the previously established sex-driven differ-
ential health outcomes maintained or potentially magni-
fied during COVID-19? Given women more likely suffer
from depression,'" which may be exacerbated by social
separation, are they at higher risk of overdose than men

during this time? These questions highlight important
areas requiring investigation to help appropriately tailor
our delivery of sex and gender aware safe treatment
schedules.

METHODS

The scoping review will be conducted as per published
guidelines,” and provides a summary of the available
evidence evaluating the impact of COVID-19 on patients
with SUDs. We are adapting traditional evidence mapping
methodology usually applied to systematic reviews of
direct comparison interventions to address risk factors
and prognosticators during the COVID-19 pandemic.*! #*
The evidence map is a relatively recent study design that
provides a bird’s-eye view of the landscape of available
evidence, allowing us to identify trends and gaps in
research using visual presentation.”’ ** We will follow
reporting guidelines as per the Preferred Reporting
Items for Systematic Reviews and Meta-Analyses extension
for Scoping Reviews.*

The following databases will be searched from
December 2019 (ie, first case of COVID-19) to present:
OVID Medline, EMBASE, PsycINFO, Web of Science,
Cochrane Central Register of Controlled Trials, WHO
Trial Registry, ClinicalTrials.gov and CINAHL. The search
strategy was developed in consultation with an experi-
enced health sciences librarian, and included multiple
search terms related to COVID-19%* and SUD (table 1).
We will use previously validated search filters for SUD
used by the Cochrane Collaboration. Additionally, we will
manually search reference lists of included studies for
any relevant missed articles. The search will be limited to
human studies. No demographic, geographic or language
constraints will be placed.

Titles, abstracts and full texts will be screened for rele-
vance by two reviewers independently and in duplicate.
Disagreements between reviewers will be resolved by
consensus, or by consulting a third reviewer if neces-
sary. Studies will be included if they meet the following
eligibility criteria: (1) peer-reviewed primary studies, (2)
among persons with SUDs as defined by classification
systems (the Diagnostic and Statistical Manual of Mental
Disorders, fifth edition” and International Classifica-
tions of Diseases®® and (3) reporting on the effect of the
COVID-19 pandemic on patient well-being, regardless of
how it is defined by authors.

Stage 2: data collection

A standardised data collection chart will be developed by
the research team. It will be pilot tested a priori in order
to ensure that it is accurately capturing the necessary
information. Two reviewers will independently manually
extract the following data: author, year of publication,
journal name, country, study design, sample size, study
setting, participant demographics including age, sex,
marital and employment status, type of SUD, intravenous
drug use history, HIV and hepatitis C status, COVID-19
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Table 1 Complete search terms

Coronavirus (((((Coronavirus [MeSH Major Topic]) OR
Coronavirus Infections [MeSH Major Topic])
OR covid-19) OR coronavirus) OR covid-19)
OR (nCoV* or 2019nCoV or 19nCoV or
covid-19* or covid-19 or SARS-COV-2
or SARSCOV-2 or SARSCOV2 or Severe
Acute Respiratory Syndrome Coronavirus
2 or Severe Acute Respiratory Syndrome
Corona Virus 2) OR ((new or novel or “19”
or “2019” or Wuhan or Hubei or China or
Chinese) adj3 (coronavirus* or corona virus* or
betacoronavirus* or CoV or HCoV)))

Substance  ((((((((((((Substance-Related Disorders [MeSH

use disorder Major Topic]) OR Opioid-Related Disorders
[MeSH Major Topic])OR Heroin Dependence
[MeSH Major Topic]) OR Cocaine-Related
Disorders [MeSH Major Topic]) OR Alcohol-
Related Disorders [MeSH Major Topic])

OR Alcoholism [MeSH Major Topic]) OR
Crack Cocaine [MeSH Major Topic]) OR
Cocaine [MeSH Major Topic]) OR Marijuana
Abuse [MeSH Major Topic]) OR Inhalant
Abuse [MeSH Major Topic]) OR Substance
Abuse, Intravenous [MeSH Major Topic]) OR
Benzodiazepines [MeSH Major Topic]) OR
Substance Abuse Treatment Centres [MeSH
Major Topic]) OR [MeSH Major Topic] OR
addiction) OR substance use disorder) OR
((drug* or substance* or heroin or cocaine or
marijuana or meth* or fentanyl or opioid* or
opiate* or morphine or dilaudid or oxyco*) adj2
(abuse or use* or using or addict* or depend*
or misus®))

MeSH, Medical Subject Headings.

status, retention in treatment, continued substance use
and any other outcomes assessed in the study. Outcomes
will be coded as being patient important or not, as what
was previously defined among a substance use popula-
tion.”” For the purpose of evidence mapping, data will be
grouped according to outcome, prognostic factors and
whether outcomes selected were patient-important.

Stage 3: reporting the results

Results will be summarised narratively in text and tables
that were designed a priori. We will generate an evidence
gap map using the 3ie EGM software.”®* Where sufficient
data exist, we will graphically display findings using a
three-dimensional evidence gap map by outcome (y-axis;
eg, retention in treatment), prognostic factors (x-axis; eg,
unemployment) and patient preferences (z-axis; patient
important outcome (yes/no)). Where possible, findings
will be plotted for men and women separately, as well
as a third plot for all other non-binary identifications of
sex, allowing the reader to visually appreciate the differ-
ential outcomes by sex, stratified by prognostic factors
including social determinants of health (ie, the x-axis).
Additionally, where possible, secondary analyses will be

conducted whereby we plan to study each type of SUD
separately. We summarise quantitative results but do not
plan to perform statistical analyses as we acknowledge the
heterogeneity in the included studies.

Patient and public involvement

As this is an exploratory scoping review, we are seeking
to identify trends and gaps in current evidence. As such,
patients or the public were not involved in the design
or conduct of this protocol. However, on completion of
this study, we hope to involve patients with SUDs and the
public to use our findings in helping design strategies
to enhance outcomes among patients with SUDs during
times of a pandemic.

DISCUSSION

Our scoping review and evidence map will allow us to
describe the impact of COVID-19 on patients with SUDs,
identify prognostic factors of poor outcome and characterise
research gaps to highlight high-risk subpopulations among
substance users that are overlooked in research and clinical
care. Evidence maps are a novel and efficient tool that allows
the reader to visually appreciate trends in available literature
and certain outcomes or populations that may be overlooked
in the research or more negatively affected by the pandemic.
‘We may find that the majority of research lies in a single quad-
rant of the evidence map, for instance, suggesting a particular
population may have been neglected in research studies. We
plan to use our findings alongside quantitative data we are
collecting from an ongoing prospective cohort study (9 years,
pre-COVID-19 and post-COVID-19) investigating predictors
of treatment outcomes among patients with SUDs. Collec-
tively, our findings will guide us in identifying areas for future
research and developing cost-effective practice recommen-
dations for physicians in the treatment of patients with SUD
during COVID-19, which can be adapted globally for future
unexpected natural disasters, pandemics or shutdowns. In
addition to gaining a comprehensive understanding and
addressing the current state of SUDs, we aim to capitalise on
our expertise to project the downstream needs of this patient
population to proactively formulate recommendations to
strategically adapt our clinical practice to meet the antici-
pated surge in care demands that will persist even after the
resolution of the pandemic. Our evidence map will allow us
to develop efficient pragmatic strategies that tailor treatment
intensity based on risk stratification, an essential component
of pragmatic guidelines given the limited resources and
financial strain of the healthcare system.

Strengths and limitations

Our study is strengthened by the use of novel research
methods to synthesise data in a userfriendly manner using
a 3D evidence map. We place a focus on patientimportant
outcomes and highlighting the proportion of research studies
taking these into account. Our broad search and eligibility
criteria will allow us to capture a large proportion of research
studies on the topic of SUDs during these unprecedented
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times of the COVID-19 pandemic. Our study findings may
be limited by the fact that we are likely to rely primarily on
retrospectively collected data and smaller cohort studies,
limiting our ability to claim causality. Additionally, given the
widespread COVID-19 pandemic, studies will likely lack an
comparator group. However, as this is an exploratory study,
we plan to use the data to identify trends and gaps in current
evidence, and interpret data in the context of our ongoing
prospective cohort study, as aforementioned.

Ethics and dissemination

Ethics approval was not required for this scoping review
as we plan to review publicly available data. This is part of
a multistep project, whereby we intend to use the findings
generated from this review in combination with data from
an ongoing prospective cohort study our team is leading,
encompassing over 2000 patients with opioid use disorder
receiving medication-assisted therapy in Ontario prior to
and during the COVID-19 pandemic. We plan to dissemi-
nate data through traditional peer-reviewed publications,
conference presentations, national discussion boards of
practising addiction medicine physicians, department
rounds and clinical practice guidelines. The combined
expertise of our scientific team (including methodolo-
gists, statisticians, clinical addiction experts and guideline
developers) will ensure wider uptake of evidence gained
from this study.
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