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Abstract

Developing new, effective treatments for substance use disorders (SUDs), especially cocaine and
opioid use disorders (CUD and OUD), are of immense importance. These are chronic, relapsing
brain diseases characterized by dysregulated circuits manifesting from neuroplastic change
brought on by repeated exposure to substances of abuse. A potential treatment is therapeutically
inducing neuroplastic change in targeted dysregulated circuits. One such intervention, repetitive
transcranial magnetic stimulation (rTMS) has gained traction over the past two decades as a
method of noninvasively stimulating cortical structures in order to induce subcortical neuroplastic
change. By doing so, rTMS ameliorates symptoms that are consequent of dysregulations in
disease-related circuits, such as craving, and reduces drug use. Although rTMS has been
successfully applied as a treatment for other clinical disorders, progress toward treatment
applications for SUDs has been stymied by what we dub “known unknowns”. These are
fundamental lines of research within the rTMS-SUD field that have yet to be systematically
understood which could help to optimize TMS as an intervention for SUDs. Because progress in
treatment for CUD and OUD is imperative given the widespread severity of OUD and the lack

of treatment for CUD, it is necessary to critically reflect on the ways in which rTMS research

for these disorders can most effectively move forward to help patients. We articulate six “known
unknowns” and outline a direction of research to address each. Briefly, the “known unknowns”

in the field are: 1) Cortical target selection, 2) subcortical circuit engagement, 3) optimizing
rTMS sequences, 4) rTMS as an adjuvant to existing interventions, 5) manipulating brain state,
and 6) selecting outcome measures. We also outline research design approaches to address these
“known unknowns” in the rTMS-SUDs field. Unification of efforts across research laboratories is
necessary to develop empirically validated treatments that will benefit patients in a timely fashion.
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Addiction is a complex neurobiological disease exhibited as compulsive substance use in
the face of known negative consequences (Volkow et al., 2016). This chronic, relapsing
brain disease is characterized by dysregulated circuits manifesting from neuroplastic change
brought on by repeated exposure to substances of abuse (Volkow et al., 2016). Several
cognitive and affective differences have been identified between individuals with and
without substance dependence. Broadly, substance dependent individuals, relative to non-
dependent individuals, have dysregulation in attention, working memory, reward processing,
executive control (e.g., response inhibition and error-processing) (Goldstein and Volkow,
2011; Jovanovski et al., 2005; Koob and Volkow, 2010; Spronk et al., 2013; Steele

etal., 2017; Volkow et al., 2012). These systems engage brain regions implicated to

be dysregulated by the disease including dorsolateral prefrontal cortex (dIPFC), anterior
cingulate cortex (ACC), inferior frontal gyrus (IFG) orbitofrontal cortex (OFC), striatum,
hippocampus, basolateral amygdala, and insula (Goldstein and Volkow, 2011; Koob and
Volkow, 2010; Spronk et al., 2013). Dopaminergic dysfunction is thought to be at the heart
of many of these group differences (Molkow and Morales, 2015) specifically dopamine
(DA) released from the ventral tegmental area (VTA) into the nucleus accumbens (NAcc),
prefrontal cortex (PFC), and amygdala. This DA system dysfunction is linked to initiation
and maintenance of addictive behaviors (Goldstein and Volkow, 2002). Drug use increases
DA release in the mesocorticolimbic (MCL)-DA system (Jay, 2003; Kelley, 2004; Nestler,
2005), which is an important element in learning, goal-directed behavior, and reward
processing (Everitt and Robbins, 2005; Kalivas and O’Brien, 2008). Allocation of attention
with respect to goal-directed behavior is linked to DA release (Berridge and Robinson,
1998). Chronic drug use is associated with hypodopaminergic states (Everitt and Robbins,
2015; Melis et al., 2005; Volkow et al., 2007) suggesting treatments targeting the MCL-DA
system may be essential for treating addiction. Explicit modulation of the MCL-DA system
by eliciting craving, reward processing, and executive control will inherently require the
activity within dIPFC, ACC, IFG, OFC, striatum, hippocampus, basolateral amygdala, and
insula; all areas implicated in addiction and are hypothesized to serve as targets for potential
modulation.

Because substance use disorders (SUDs) are thought to develop from dysregulations in
circuit neuroplasticity, novel interventions could be designed to induce neuroplasticity in
dysregulated circuits with a targeted treatment for SUDs (Steele, 2021; Steele et al., 2019a).
Cocaine use disorder (CUD) and opioid use disorder (OUD), the focus of this special

issue, hold unique treatment challenges as individuals suffering from these diseases are in
need of effective interventions. There are no effective CUD treatments, and current OUD
treatments are not sufficient to curb the opioid overdose crisis currently gripping the nation
(Jones et al., 2015). Noninvasive brain stimulation (NIBS) holds tremendous promise for
treating CUD and OUD by targeting and modulating (i.e., inducing neuroplastic change)
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dysregulated circuits. However, optimization of NIBS is necessary to develop effective
treatments.

Here, we briefly review transcranial magnetic stimulation (TMS), a form of NIBS, and its
potential as an intervention for OUD and CUD. After a brief introduction of the background
literature, we review the current empirical support for using TMS to treat these diseases. We
integrate several suggestions to thoroughly examine the parameter space while addressing
when and how to most effectively apply TMS to treat SUDs. Importantly, we outline specific
methods to assess neuromodulation with functional magnetic resonance imaging (fMRI),
electroencephalography (EEG), and event-related potentials (ERPS).

Before proceeding, we make three notes. First, there are many TMS coil types and
applications available for the researcher and clinician with many more future possibilities
for surface (e.g., cortical) and ‘deep’ stimulation (Deng et al., 2014, 2013). We focus on
surface stimulation for two reasons: 1) the figure-of-eight surface coils are prevalent in both
research and clinical settings and 2) identifying neuroplastic changes with fMRI induced
by ‘deep’ TMS coils proves difficult (see discussion Lee et al., 2020). Second, we discuss
TMS broadly. The overarching term “TMS’ is used here to cover all types of stimulation
parameters and the term ‘rTMS’ (repetitive TMS) to generally cover low (e.g., 1-Hz),

high (e.g., 10 Hz), continuous, and intermittent theta-burst stimulation (cTBS and iTBS,
respectively). When necessary, specific stimulation parameters (e.g., 10 Hz or iTBS) are
identified. We use TMS and rTMS generically to review these applications without focusing
on the specific detailed sequences of each application. This is not to say that sequences are
unimportant, but rather to simplify nomenclature for ease of comprehension. Finally, much
of what is outlined here for using rTMS to treat CUD and OUD could be extended to all
SUD:s as there is a common circuit dysregulation (Steele et al., 2017; Volkow et al., 2016)
which is targetable for intervention (Steele, 2021; Steele et al., 2019a) across the disease.

Fully unpacking how different types of rTMS are applied, if/what neuroplastic change they
induce, and when they induce said change in clinical populations are important research
questions. Presented here is a summary of the issues at hand and suggestions for researchers
to use as a framework moving forward.

TMS Background

TMS is applied to a stimulation target on the scalp. By inducing alternating magnetic
pulses, TMS changes the neuronal polarization of the neurons in the cortex directly under
the cortical stimulation target, which may also modulate subcortical regions downstream
from the targeted site (i.e., the targeted subcortical circuit) (Barker et al., 1985; George

et al., 2003; Hallett, 2007; Parkin et al., 2015). With a patterned, repetitive sequence of
TMS (i.e., rTMS), long-term changes in the baseline electrical steady-state of the region
may be achieved, potentially causing behavioral change. Historically, acute applications of
low frequency (e.g., <5 Hz) rTMS is thought to induce inhibitory effects (e.g., long-term
depression) and high frequency (e.g., = 10 Hz) rTMS is thought to induce excitatory effects
(e.g., long-term potentiation; Pascual-Leone et al., 1998) lasting for about an hour. The
field is slowly uncovering the complexity and impact of individual differences related to
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inhibitory and excitatory effects of rTMS (Liu, et al., 2020; Steele, 2020a), suggesting

that a more nuanced implementation is needed. Other sequences such as cTBS and iTBS
applied acutely are thought to be inhibitory and excitatory, respectively (Huang et al., 2005),
with effects that last for about an hour. In clinical settings, chronic applications of rTMS
(multiple rTMS sessions within or between days) are applied as a treatment regimen which
can produce lasting clinical improvements.

A common rTMS cortical target is the left dorsolateral prefrontal cortex (I-dIPFC).
Regimented stimulation at this location is a Food and Drug Administration (FDA)-approved
intervention for treatment-resistant depression (TRD) (George et al., 2010; Pascual-leone
et al., 1996), but also has been applied in other disorders (Wassermann and Zimmermann,
2012). The I-dIPFC is a node in the executive control network (ECN; Seeley et al., 2007)
which could be a window into modulating a larger network that is dysregulated across
clinical populations (Goodkind et al., 2015; McTeague et al., 2017). Although the true
mechanism is yet unknown, rTMS applied to I-dIPFC and the ECN is thought to affect
neuroplastic change downstream in the subgenual anterior cingulate cortex (SgACC), which
leads to behavioral change (Fox et al., 2012). Specifically, there is substantial evidence

that this intervention reduces depression symptoms (Berlim et al., 2014; Blumberger et al.,
2018). I-dIPFC rTMS-induced circuit malleability is supported by broad activity changes
(Fox et al., 2012) and increases in DA release in the caudate nucleus (Keck et al., 2002;
Strafella et al., 2001) . Thus, I-dIPFC is one of the many prime targets for rTMS as an
intervention in disorders of the DA system, such as SUDs (Diana et al., 2017; Feil and
Zangen, 2010; Jansen et al., 2013).

rTMS and SUDs

Identification of malleable circuits related to SUDs with an acute rTMS application

would support testing chronic applications of rTMS as an effective intervention. Initial
circuit targets for SUD intervention include circuitry that underlie cue reactivity, affective
processing, reward processing, executive control, and intrinsic network connectivity (Fedota
et al., 2016; Fink et al., 2016; Garavan et al., 2000, 1999; Gu et al., 2010; Hu et al., 2015,
2015; McHugh et al., 2016; Steele, 2021; Steele et al., 2019a, 2018, 2017, 2014). Little is
known as to which (if any) of these circuits is malleable with rTMS and thus holds most
promise as an rTMS target. Research focused on CUD and OUD treatment is particularly
necessary given that there are no FDA-approved treatments for CUD and the severity

of the current opioid overdose crisis in the United States. Results from clinical research
testing rTMS as a treatment for SUDs are quite promising, but substantial study variations
limit translation to clinical interventions. Such variations, including laterality of stimulation,
rTMS frequency, number of pulses, and number of sessions have made it difficult to attain
systematic progress and standardized clinical interventions in SUDs.

As described recently (Ekhtiari et al., 2019), a few patterns have emerged over the past 20
years to guide future studies. First, the I-dIPFC is the most common anatomical target, which
is consistent with the well-established role of the dIPFC in top-down control and cognitive
functions related to addiction, including motivation and inhibition (Goldstein and Volkow,
2011). Preclinical models of optogenetic stimulation also motivate this selected target
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(Chen et al., 2013). Correspondingly, the majority of studies applying rTMS in addiction
samples stimulate the left prefrontal cortex, following the approach of depression research
and treatment, despite some reports indicating no laterality effect on craving reduction in
addiction samples after rTMS (Jansen et al., 2013; Mishra et al., 2015). Similarly, a recent
meta-analysis found changes in addiction-related cognitive tasks (e.g., Go/No-Go, Delay
Discounting) from both right- and left-sided dIPFC stimulation in addiction samples (Naish
etal., 2018).

Beyond a common cortical target of stimulation, several trends in application are apparent.
Second, Ekhtiari et al. report that over three-quarters of the 50 reviewed TMS studies

used high frequency (= 10 Hz) stimulation with the remainder applying low frequency

(€5 Hz) stimulation (Ekhtiari et al., 2019). Third, the authors identify four primary time
points at which rTMS is most often administered to treat SUDs: (1) before the participant
seeks standard treatment, (2) when the participant is treatment seeking but before receiving
standard treatment, (3) within the first month of standard treatment, and (4) after one

month following treatment completion (Ekhtiari et al., 2019). Fourth, the majority of studies
(76% of the reviewed NIBS studies) use drug craving as their primary outcome measure;
however, there is a high degree of variability in the instruments used (i.e., 18 different
instruments to measure craving) (Ekhtiari et al., 2019). Efforts to rectify this by proposing
common methods for craving are underway (Ekhtiari et al., 2020). Although a few studies
objectively track drug use behavior with urine toxicology or a breathalyzer test, a majority
use self-report reduction in frequency of use or amount of use following rTMS intervention.
Fifth, manipulation of the “brain state” by coupling pharmacotherapies and cognitive
interventions with rTMS for addiction treatment is an emerging trend. Additional brain

state manipulations should also be considered, such as a recent trend of drug cue exposure to
induce craving prior to or during stimulation, with the goal of increasing inhibitory control
of craving as a function of stimulation (e.g., Steele et al., 2019b). Manipulating brain state
with cue induction, pharmacotherapy, or cognitive training/therapy in conjunction with TMS
may facilitate neuroplastic changes greater than either intervention alone (Spagnolo et al.,
2020; Steele, 2020b, 2020a).

Preliminary behavioral evidence suggests acute applications of rTMS reduce drug craving
in nicotine (Li et al., 2013), alcohol (Mishra et al., 2010), heroin (Shen et al., 2016),
methamphetamine (Liang et al., 2018), and cocaine (Camprodon et al., 2007; Hanlon et al.,
2015a; Politi et al., 2008) users, although the direct mechanisms related to this behavioral
change are yet unknown. Acute rTMS shows promise in reducing short-term craving, and
chronic application may successfully produce more sustained behavioral change. Chronic
application of excitatory rTMS (i.e., 15 Hz or iTBS) to the I-dIPFC for CUD, for example,
in an open-label fashion, has shown promise in reducing cocaine use and craving (Sanna

et al., 2019; Steele et al., 2019b; Terraneo et al., 2016). Also, in cocaine users, inhibitory
stimulation (i.e., cTBS) applied to the medial PFC (mPFC) reduced blood oxygenation
level dependent (BOLD) signal in the ventral striatum (Hanlon et al., 2015a) suggesting the
importance of rTMS stimulation sequence and target location when attempting to modulate
down-stream connections. Adding rTMS to treatment as usual (TAU) has been effective in
smoking cessation treatment (Dieler et al., 2014) and could be added to TAUs targeting other
substances of abuse. Although many preliminary findings suggest rTMS to be an effective
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treatment for SUDs, several questions should be answered to increase effectiveness of the
intervention.

Thus, although rTMS as a treatment for SUDs is promising and a few patterns of research
have emerged over the past two decades, as outlined above, there are still significant gaps
in knowledge hindering effective implementation toward treating SUDs. There are some
commonalities across studies that report reductions in amount and/or frequency of use, but
there is no strong evidence to support a single set of parameters (e.g., laterality, frequency,
number of pulses, number of sessions, should participants be engaged before or during

the TMS treatment, etc.). Applying high frequency rTMS in many sessions and pulses is
generally most effective in reducing craving scores (Moretti et al., 2020; Song et al., 2019;
Ward et al., 2020); however, there is an emphatic gap in knowledge about if, how, and to
what extent each of these variables affects treatment outcome.

As in any clinical intervention, prior to implementation of large-scale rTMS studies,
preliminary double-blind, placebo/sham-controlled studies with long-term follow-up are
necessary. These studies should have sufficient sample sizes to make robust interpretations
from the results. Unfortunately, such studies are inherently difficult to complete and are
lacking in the TMS and SUD field. An array of “known unknowns” when applying rTMS
makes the design and implementation of these studies even more difficult. Deciding on
parameters for such a study when there are no standard parameters to follow only increases
the challenge in undertaking such a substantial project. Because CUD and OUD are brain
diseases of dysregulated circuits (Molkow et al., 2016) and targeting these circuits is a viable
treatment (Steele, 2021; Steele et al., 2019a), we seek to outline several “known unknowns”
for researchers to consider when designing future studies . We also propose a structured path
forward to uncover these “known unknowns” and ultimately translate to effective clinical
applications.

Known Unknowns and a Path Forward

Known Unknown #1: Cortical Target Selection

When rTMS is applied therapeutically in the context of inducing neuroplasticity in a
specific subcortical circuit, the targeted cortical location could be selected in several

ways. One straightforward and easily implemented approach is to place the coil in

relation to specific EEG electrode location to target specific brain structures (e.g., I-dIPFC
stimulation at F3 or mPFC stimulation at FP1) by identifying scalp landmarks and making
simple measurements (Borckardt et al., 2006). This elegant solution evidences relatively
high concordance with structural locations (Mir-Moghtadaei et al., 2015) and is easily
translated to clinical settings. However, idiosyncrasies in the human brain, such as skull
thickness, cerebrospinal fluid distribution, and fundamental structural differences, could
make optimizing target location for inducing circuit modulations within-participant difficult
and may, in part, explain non-universal effectiveness in rTMS as a clinical intervention.
Alternatively, to increase specificity within participants, an MRI-guided rTMS approach
could be implemented. This method would account for participant-specific idiosyncrasies
and thus facilitate targeting specific circuits for modulation. Preliminary evidence suggest an
MRI scan could benefit cortical target selection by accounting for neuroarchitecture, such
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as the distance between the coil and cortex, gray matter volume at the target location, and
white-matter integrity from the target location to downstream circuit connections (Hanlon et
al., 2019). Furthermore, electric field modeling (Thielscher et al., 2015) has recently gained
traction in the field as an additional within-participant tool to optimize stimulation location.
Accounting for these participant-specific structural idiosyncrasies could increase treatment
effectiveness.

Once within-participant idiosyncrasies can be accounted for, additional decisions must be
made. First, one must identify an addiction-related cortical-subcortical circuit to target.
For example, rTMS applied to the I-dIPFC modulates downstream connection with the
SgACC (Fox et al., 2012) and applied to the mPFC modulates downstream connections

to the ventral striatum (Hanlon et al., 2015a). In each case, subcortical connections are
modulated by cortical stimulation. In new participants, the subcortical region of interest
to be modulated (e.g., SJACC or ventral striatum) could be seeded and projected to the
scalp to identify the optimal cortical rTMS target. Identifying the subcortical seed could be
achieved using an a priori definition of the region of interest. Alternatively, the cortical
seed could be identified using a functional task probing the network of interest (e.g.,

cue reactivity, affective processing, reward processing, and executive control) or using
structural pathways (i.e., white matter tracks) from the subcortical target’s projections

to the cortex. These steps could lead to maximal neuroplastic change within the target
cortical-subcortical circuit. These approaches could resolve the unanswered question of
optimal target location, including which hemisphere to stimulate, as the decision would be
data-driven and participant-specific.

This step toward sophistication in rTMS targeting could increase effectiveness in modulating
targeted circuits, although each individual may respond differently to stimulation (see
Known Unknown #3). MRI-guided rTMS targeting, however, does require an MRI scan

to measure structure and function for each individual. Although this scan may seem to be a
financial constraint, the ~$1,000 expense for adding an MRI scan, radiological evaluation,
and technical staff may be cost effective, provided it yields an effective and accessible
treatment. This is particularly salient given that the cost of prescription opioid abuse alone
was almost $58 billion in 2013 and the annual cost of 25 million Americans using illicit
drugs is $193 billion when accounting for crime, lost work productivity, and health care
issues (Birnbaum et al., 2011; NDIC, 2010). An effective treatment targeting CUD and
OUD, albeit more expensive than the current cost of medication-assisted treatment for OUD,
will likely prove to be cost-effective.

Known Unknown #2: Subcortical Circuit Engagement

Once an rTMS cortical target is selected, researchers should then validate that the associated
subcortical targeted circuit is in fact modulated with cortical rTMS. Stimulation dosing

(i.e., stimulation intensity) is often calibrated to an individual by measuring their resting or
active motor threshold (RMT; AMT). A percentage, ranging from 80-120% of their RMT
or AMT, depending on the type of stimulation and clinical population, is then applied to

the selected target (e.g., I-dIPFC or mPFC). The assumption is that the selected percentage
of RMT or AMT applied to the target is sufficient to depolarize neurons under the coil
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and thus modulate the underlying circuit. Little empirical work supports a definitive answer
to the generalizability of this assumption beyond stimulation of the motor cortex with
recorded motor-evoked potentials (MEPs). Without depolarizing cortical neurons under the
coil, modulation to the downstream circuit seems unlikely. Instead, a direct measure of
neuronal depolarization (i.e., target engagement) in relation to TMS pulses is needed when
establishing rTMS dosing. Simultaneous EEG/ERP and TMS is a technique that could

help uncover how best to evaluate TMS target engagement (Rogasch and Fitzgerald, 2013).
With the temporal resolution of EEG, it is possible to measure the neuronal cascade of
downstream network activation post-TMS and thus assess subcortical circuit engagement.

Once dosing is verified (e.g., the necessary stimulation needed to depolarize the cortical
target to modulate the circuit of interest is identified), rTMS can be applied. To know
whether rTMS induces neuroplastic change (i.e., circuit malleability) in dysregulated circuits
of SUDs, studies should include EEG/ERP or fMRI measures and probe targeted circuits
before and immediately after an rTMS session. Manipulating the brain state before or
during the rTMS intervention may also be key to subcortical circuit engagement (see
Known Unknown #5). With this method, a robust within-participant comparison is possible
to elucidate acute circuit neuroplasticity that could lead to an effective intervention (c.f.
Hanlon et al., 2015b). We outlined this measure for acute rTMS applications, but measuring
subcortical circuit engagement pre- and post-chronic rTMS treatment (e.g., a course of
rTMS over days or weeks) would be beneficial to assess additive effects of multiple

rTMS sessions. Researchers could consider starting with a simple resting-state network
connectivity measurement pre- and post-rTMS to assess intrinsic network connectivity
across the whole brain. Then, researchers could probe a targeted cognitive function (e.g.,
cue reactivity, affective processing, reward processing, and executive control) with a task
pre- and post-TMS to assess specificity of modulation. Studies with similar designs are
essential to elucidate the induced neuroplasticity in SUD samples and whether rTMS does
in fact modulate the targeted circuits. Although SUDs are thought to manifest from common
circuits, it is possible that not all circuits are malleable and not consistently so across
substances of abuse, let alone individuals. Therefore, the prescribed method should be
repeated across individuals and SUD groups to understand the extent of generalizability.

Known Unknown #3: Optimizing rTMS Sequences

Individual differences in the effects of rTMS are yet to be fully uncovered. Like many
areas of science, current rTMS research is based on historical precedent. Generally, the field
adheres to the notion that low frequency (< 5 Hz) rTMS is inhibitory and high frequency
(> 5 Hz) is excitatory (e.g., Pascual-Leone et al., 1998). It may be that inhibitory and
excitatory effects are simply governed by rTMS frequency; however, the effects between
participants and clinical populations are likely more complicated. There are two aspects
that need to be addressed on this topic. First, most foundational reports of inhibitory or
excitatory rTMS are applied over motor cortex with an output measure of MEPs (Huang
et al., 2005; Pascual-Leone et al., 1998). It may be, however, that rTMS effects are not
universal across brain structures such that applying high frequency over I-dIPFC or mPFC,
for example, will induce excitatory activation as anticipated by previous work in the motor
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cortex. In fact, a preliminary report contradicts this assumption of generalizability beyond
the motor cortex (Calley et al., 2019).

Second, it is possible that individual differences in response to different sequences of rTMS
(in addition to other “known unknowns” discussed here) may result in poor treatment effects
(Yesavage et al., 2018). A quick and reliable test should be developed to identify how to best
modulate the targeted circuit within each participant. The test would simply include EEG

or MRI measures to assess neuroplasticity induced by rTMS to identify a sequence most
effective in modulating each participant’s circuits. This assessment should be completed
prior to initiating any rTMS intervention such that when the intervention is applied, it would
be optimized for each individual, similar to dosing rTMS discussed above.

Knowing the optimal number of pulses and sessions to induce the desired neuroplastic
change is essential for designing an effective rTMS intervention that will induce clinically
significant behavioral change. The FDA-approved regimen for TRD calls for 3000 pulses
per session, five times per week for 4-6 weeks (20-30) sessions (Horvath et al., 2010;
O’Reardon et al., 2007). Based on a treatment success rate of 25%-40% (Bakker et al.,
2015; Blumberger et al., 2018; Yesavage et al., 2018) this regimen is likely suboptimal
(potentially due to dosing or number of pulses applied) for treating most patients with TRD.
Increasing the number of pulses beyond an agreed upon, although arbitrary, standard in

a session (e.g., Hanlon et al., 2015b; McCalley et al., 2021) or number of sessions per

day (e.g., Steele et al., 2019b) have induced brain and behavior changes but are not yet
optimized for each individual. Inducing neuroplasticity may benefit from spacing sessions
within a single day (Nettekoven et al., 2015, 2014) or between days (Schulze et al., 2018).
On the other hand, a rapid treatment of 10-iTBS sessions per day (with ~50 minutes between
sessions) is effective in reducing suicide risk in acutely suicidal patients (Williams et al.,
2018). Neuroplastic variability was recently identified within-participant between sessions
(McCalley et al., 2021; Ozdemir et al., 2021) questioning the reliability of an acute session
to elicit predictable neuroplasticity. Replicating these findings and extending into SUD
populations would facilitate addressing this known unknow. Therefore, the optimal number
of rTMS pulses and sessions for treatment is yet unknown. Future research parametrically
testing numbers of pulses and sessions is necessary to optimize how best to apply pulses and
sessions to effect the greatest positive change in SUD patients. Accounting for individual
differences will make this a difficult task but one that is extremely important to address
when trying to combat such a significant disorder.

Known Unknown #4: rTMS as an Adjuvant to Existing Interventions

Simply applying rTMS to the identified, malleable circuit may not be sufficient, nor
practical, to induce long-term neuroplastic or behavioral change. Using rTMS as an adjuvant
to a TAU, especially pharmacological treatment (Jones et al., 2015; Ma et al., 2019;
Matusow et al., 2013), could prove more effective than either treatment alone (Spagnolo

et al., 2020). As methadone maintenance is difficult to maintain because it necessitates daily
visits, a combined rTMS-methadone approach may be helpful to ameliorate some of these
treatment-specific burdens. Likewise, a combined rTMS-buprenorphine-naloxone approach
may address the myriad of reasons medication-assisted treatment (MAT) is underused,

Pharmacol Biochem Behav. Author manuscript; available in PMC 2022 October 01.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Steele and Maxwell

Page 10

namely due to lack of accessibility, physical side effects, and perceived unacceptability

by patients (Evans et al., 2019). Importantly, discontinuing MAT to begin rTMS treatment
could be dangerous for participants. Accordingly, a recent case report regarding a patient
with co-morbid OUD and CUD, resistant to standard medication-assisted treatment, reported
reduced craving scores following 7 sessions of rTMS targeting the I-dIPFC (Mahoney et al.,
2020).

Because there are no medications to treat CUD, rTMS may be successful as an adjuvant
treatment in combination with behavioral interventions that have known efficacy. One such
intervention is contingency management (CM) which reduces cocaine use (Higgins et al.,
2000). Unfortunately, the attenuated cocaine use is diminished once CM is discontinued
(Silverman, 1996). Similarly, although cognitive behavioral therapy (CBT) may reduce the
severity of CUD, the delayed effects of this behavioral approach may be a barrier to many
treatment-seeking patients (Carroll, 1994; Rawson et al., 2002). Implementing rTMS in
conjunction with or after CM or CBT may boost the effectiveness of each treatment. For
example, anhedonia is associated with poor outcomes in CM for CUD (Wardle et al., 2017).
Correspondingly, initial evidence suggests that rTMS to the I-dIPFC improves symptoms of
anhedonia in a CUD sample (Pettorruso et al., 2018). A recent study provides preliminary
evidence that the combination of rTMS and TAU is an effective treatment (Garza-Villarreal
et al., 2021). Thus, it may be that rTMS, in conjunction with TAU, can be used as an
effective means of targeting circuits to treat CUD and OUD while also increasing treatment
retention.

Addressing this “known unknown” of combined rTMS-TAU treatment is complicated and
essential. Developing a successful treatment may require combining rTMS with a TAU to
affect the greatest long-term neuroplastic and behavioral change. Many questions remain
within this topic such that a path forward is less clear than the other “known unknowns”.

We recommend combining rTMS with TAU, yet admittedly there is currently no evidence to
support when during the treatment cycle (e.g., prior to treatment, during treatment, at the end
of treatment, or after treatment) to apply rTMS. That is, when is the circuit most susceptible
to the beneficial neuroplastic change induced by rTMS? Notably, the timing between each
intervention may be an additional variable to take into account when constructing TMS-TAU
paradigms. For example, in the classic preclinical memory retrieval-extinction paradigm,
drug-induced reinstatement is attenuated when drug-associated memory retrieval is 10-60
minutes, but not 6 hours, before extinction session (Xue et al., 2012). Thus, there may be a
transient period of neuroplasticity during which the interaction between TMS and TAU are
most highly effective. Measuring neuroplastic change via EEG/ERP or fMRI, as outlined in
“Known Unknown #2” should, however, give, the field a better understanding of when to
intervene. Only then can firm recommendations be provided regarding when to implement
the combination of rTMS and TAU with greatest efficacy.

Known Unknown #5: Manipulating Brain State

The physiological state of the brain is another parameter that should be taken into account
when designing future rTMS studies for treating SUDs. For example, concurrent rTMS
and behaviorally-induced subcortical circuit engagement could also enhance an rTMS
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intervention. Presenting drug cues (e.g., visual images of the participant’s drug and route
of choice) induces drug craving and activates the related circuits in participants (Garavan

et al., 2000). When participants are instructed to inhibit the induced craving, the targeted
inhibitory circuit may be specifically malleable to change. Thus, by asking participants to
inhibit their craving while viewing visual drug cues during stimulation, rTMS may increase
inhibitory control of craving (c.f., Steele et al., 2019b). A thorough empirical assessment of
this assumption is necessary to optimize whether and how to engage the circuit related to a
specific cognitive function as highlighted in this example of craving.

Further complicating the issues is poly-substance use. In a recent study, 30% of individuals
with OUD enrolled in a buprenorphine treatment reported a one-month history of
methamphetamine use (Tsai et al., 2021). Reduced cortical motor plasticity is evident in
both preclinical and clinical samples using methamphetamine (Huang et al., 2017), heroin
(Shen et al., 2017), and cannabis (Martin-Rodriguez et al., 2021).. These findings suggest
that a similar pattern of reduced plasticity may be present in the prefrontal cortex which
could complicate rTMS applied as a treatment in samples with co-occurring substance

use. Chronic administration of rTMS may help facilitate recovery of cortical plasticity and
thus allow the brain to be in a more optimal ‘state’ for effective treatment, even in the

case of co-occurring SUDs. This approach, however, is also reliant on optimizing rTMS
sequences (Known Unknown #3) for treatment based on an individual’s entire clinical and
neurophysiological picture. Other brain states and their effect on rTMS effectiveness are
yet unknown. Further research is needed to elucidate the effect of sleep state, hormonal
cycles, and comorbidities with other psychiatric, neurological, and/or medical disorders
that may alter rTMS malleability. For example, sleep deprivation decreases motor cortical
excitability (Manganotti et al., 2001), which is particularly important given that RMT and
AMT (i.e., dosing) are based on motor cortex stimulation. Drug use also has a significant
impact on sleep (Garcia and Salloum, 2015; Mahoney et al., 2014), potentially confounding
the situation further. Likewise, the menstrual cycle has an effect on cortical excitability
(Hausmann et al., 2006; Smith et al., 1999), and, intriguingly, a recent report indicates
within-person structural brain changes associated with changing progesterone levels across
the menstrual cycle (Taylor et al., 2020), suggesting structural connectivity changes based
on hormonal levels. Furthermore, the effect on circuit malleability of co-morbidity between
other clinical diagnoses and SUDs is unclear. This is especially relevant as SUDs are highly
co-morbid with other psychopathologies, particularly mood disorders and anxiety disorders
(Brook et al., 2016; Lai et al., 2015).

Known Unknown #6: Selecting Outcome Measures

Understanding the short and long-term effects of chronic rTMS as an interventional tool

is an important aspect for optimization. Short-term outcomes are easily measured with
EEG/ERP or fMRI. Long-term outcomes post-rTMS intervention are commonly measured
with craving scores and time-line follow-back (TLFB) interviews. Although self-report can
be a reliable measure of substance use (Simons et al., 2015), this method is not without
limitations. For example, from the perspective of addiction as disease of dysregulated brain
circuits (Volkow et al., 2016), drug craving is a symptom of addiction and therefore a distal
measure of the underlying disease itself. Correspondingly, craving may be a poor proxy for
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the disease because relapse to drug use does not necessitate craving (Wray et al., 2013). A

more sensitive measure of the disease may be most impactful for patients. Similarly, TLFB
is designed to track the behavior of the disease but may be limited by rapport built between
the research staff and the participant.

In contrast to craving, which is a distal measure of addiction, measuring underlying
dysregulated circuits is a proximal measure of this brain-based disease. Probing circuits
before and after an rTMS intervention could be the most sensitive measure of efficacy of
modulating the dysregulated circuits that underlie the disease (see “Known Unknown #2”).
Again, however, the neuroplastic change of these circuits as a function of chronic rTMS
intervention and the durability of that change (e.g., how long the change persists after
treatment) remains unknown. Multiple measures are necessary to uncover this longitudinal
effect of rTMS. First, a baseline measure is essential for within-participant comparisons
across time. Second, a measure assessed immediately following chronic rTMS treatment
gives a snapshot of neuroplastic change induced by the intervention. Third, long-term
measures are needed to uncover the trajectory of neuroplasticity post-rTMS intervention.
A schedule of collecting these measures 1-, 3-, and 6-month follow-ups post-rTMS
intervention may effectively address this “known unknown”. Not only will such data help
uncover the trajectory of neuroplasticity following an rTMS treatment, but they could help
elucidate predictors of relapse directly from the dysregulated circuits.

Machine learning models developed from brain-based measures of treatment outcomes
could facilitate many aspects of treatment development and application. Such models are
effective in identifying circuits that differentiate OUD and CUD relapse (Lichenstein et

al., 2019; Yip et al., 2019) and treatment completion (Fink et al., 2016; Steele et al.,

2018, 2014). For example, functional connectivity measured prior to rTMS for TRD predict
whether rTMS will be beneficial (Ge et al., 2019, 2017). Baseline measures of ventral
striatum activation induced by cue-reactivity is predictive of subsequent rTMS modulation
effects (Kearney-Ramos et al., 2019). Baseline EEG helps to identify who will and will

not improve from a pharmacological intervention for TRD (Wu et al., 2020). Functional
connectivity measures and biotypes may be useful for deciding who should or should not
receive rTMS as a treatment for TRD (Drysdale et al., 2017). Furthermore, multimodal
models produce stronger predictions (Meng et al., 2016) such that models that include both
brain-based and self-report measures of craving could provide the most accurate predictions
of future relapse. Finally, machine learning models could help assign individuals to a
specific, and most effective, treatment. Together, rTMS with appropriate applications of
advanced computational methods (Scheinost et al., 2019; Yip et al., 2020) could be a key

to unlocking individualized treatment approaches for SUDs. Although this is a lofty goal,
with a cooperative, concerted effort, the field could be years, and not decades, away from a
solution.

Conclusion

Here, we outlined six “known unknowns” of highest priority to be addressed by the field:
cortical target selection, subcortical circuit engagement, optimizing rTMS sequences, rTMS
as an adjuvant to existing interventions, manipulating brain state, and selection of outcome
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measures. We outlined these to specifically address OUD and CUD, although many clinical
applications of rTMS would benefit from addressing these “known unknowns”. For nearly
all applications of rTMS, the first three should be addressed and the last three can be used
as a roadmap for considerations for other clinical populations. As outlined in this review,
systematically addressing these six “known unknowns” will substantially benefit the field’s
understanding of how to apply rTMS effectively to treat SUDs. With a combined effort
across research laboratories, finding answers to these “known unknowns” could rapidly
occur. Of course, preclinical research into the mechanisms of rTMS should not be ignored.
For example, elucidating the role of neurotransmitters beyond dopamine (e.g., glutamate)
related to rTMS effects in SUD samples (Moretti et al., 2020) and development of animal
rTMS models (Chen et al., 2013) are important. Recent developments in focal coils designed
for rodent rTMS applications (Cermak et al., 2020; Meng et al., 2018) are precisely what is
needed to influence human rTMS applications.

Importantly, one aspect of safely applying rTMS as an interventional tool is measuring and
reporting “off-target” effects, which include adverse events and behavioral side effects not
intended by the rTMS intervention. Reporting off-target effects is an essential aspect of
each published report for at least two reasons. First, understanding the safety guidelines of
rTMS is important for the entire field. Although most authors follow the prescribed safety
parameter guidelines (Rossi et al., 2009; Rossini et al., 2015), a recent review found adverse
events occurred due to the use of TMS parameters outside these guidelines (Lerner et al.,
2019). Ethically, no researcher should perform a study to identify the safety parameters of
rTMS (i.e., identify the number of pulses and/or sessions needed to induce a seizure in

a given population). Although it is unlikely that there are a large number of unreported
adverse events (e.g., seizures), there could potentially be a few. Reporting adverse events

in our papers, and requiring them in papers we review, will help researchers and clinicians
establish and use the appropriate safety parameters when applying TMS in their population.

Second, tracking off-target effects of rTMS is important to fully characterize the use of
rTMS in a special population. Measured off-target effects should include mood changes
and behavioral changes (e.g., sleep) as well as use of other drugs of abuse beyond those
targeted in the treatment. For example, mood, sleep and anxiety scores improved with rTMS
intervention in treatment-seeking methamphetamine users (Zhao et al., 2020) and improved
mood and reduced use of other substances were found in an open-labeled rTMS study on
CUD (Steele et al., 2019b). There is a potential pattern to uncover with these reports of
off-target effects, specifically whether mood and non-targeted drugs of abuse are affected
by rTMS interventions. With comorbidities within clinical populations and poly-substance
users, it is essential to understand how clinical and substance use measures are modulated
together and separately.

Overall, addressing the “known unknowns” outlined here will rapidly move the field
forward. As these are addressed, new “known unknowns” will come into focus and allow
further optimization of applying rTMS as an effective treatment for CUD and OUD.
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Fig. 1.
The brain-based model of addiction proposes dysregulations in specific brain structures that

manifest in cognitions and behavior related to each of three cyclical stages of addiction:
Binge and Intoxication (Blue), Withdrawal and Negative Affect (Red), Preoccupation
and Anticipation (Green). Repeated drug exposure increases cycle iterations and, with
neuroplasticity, exacerbates dysregulations within and between stages. With sufficient
exposure and iterations, an individual eventually meets criteria for a substance use
disorder (SUD). Unique regions may become specifically malleable and thus targetable
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for modulation within each specific stage. For example, the anterior cingulate cortex
(ACC) is implicated during the Preoccupation and Anticipation phase (Green; i.e., craving).
Modulating and thus normalizing processing of the ACC may be uniquely possible during
this specific stage. This perspective highlights potential target regions and thus generates
testable hypotheses related to transcranial magnetic stimulation as a potential treatment for
SUDs. (figure reprinted with permission from NEJM; Volkow et al., 2016).
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