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Abstract

Background: Sleep disturbance is a prominent and common complaint in people with cocaine use disorder (CUD),
either during intake or withdrawal. Repetitive transcranial magnetic stimulation (rTMS) has shown promise as a
treatment for CUD. Thus, we evaluated the relationship between self-perceived sleep quality and cocaine use
pattern variables in outpatients with CUD undergoing an rTMS protocol targeted at the left dorsolateral prefrontal
cortex.

Methods: This is a retrospective observational study including 87 patients diagnosed with CUD according to the
DSM-5 criteria. Scores in Pittsburgh Sleep Quality Index (PSQI), Cocaine Craving Questionnaire (CCQ), Beck
Depression Inventory-Il (BDI-Il), Self-rating Anxiety Scale (SAS), and Symptoms checklist 90-Revised (outcome used:
Global Severity Index, GSI) were recorded at baseline, and after 5, 30, 60, and 90 days of rTMS treatment. Cocaine
use was assessed by self-report and regular urine screens.

Results: Sleep disturbances (PSQI scores > 5) were common in patients at baseline (mean = SD; PSQI score
baseline: 9.24 +3.89; PSQI > 5 in 88.5% of patients). PSQI scores significantly improved after rTMS treatment (PSQI
score Day 90: 6.12 + 3.32). Significant and consistent improvements were also seen in craving and in negative-affect
symptoms compared to baseline. Considering the lack of a control group, in order to help the conceptualization of
the outcomes, we compared the results to a wait-list group (n = 10). No significant improvements were observed in
the wait-list group in any of the outcome measures.

Conclusions: The present findings support the therapeutic role of rTMS interventions for reducing cocaine use and
accompanying symptoms such as sleep disturbance and negative-affect symptoms.
Trial registration: ClinicalTrials.gov.NCT03733821.
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Background
Cocaine use disorder (CUD), one of the most prevalent
drug use disorders [1], has an estimated 2% prevalence
among young European adults during the past year, and
is the third most frequent reason for access to substance
abuse treatment programs in Europe [2]. Recovery from
CUD is hampered by vulnerability to relapse during the
first weeks of abstinence [3]. Several commonly recog-
nized abstinence/withdrawal symptoms such as sleep
disturbances, negative affect or craving, may be critical
contributors to relapse [3]. In particular, sleep distur-
bances are often reported by individuals with CUD dur-
ing either cocaine intake or abstinence [4]. Importantly,
poorer self-reported sleep quality has been associated
with more frequent use in CUD [5]. Furthermore, in the
first weeks of abstinence, polysomnography (PSG) shows
worsening sleep, with reductions in duration of rapid
eye movement sleep (REM), slow-wave sleep (SWS), and
total sleep, and increases in sleep latency [3, 6-9]. These
sleep abnormalities are long-lasting [6] and related to
the severity of withdrawal symptoms and clinical out-
comes [10]. However, the causal relationship between
sleep disturbances and CUD still needs to be clarified
[11]. Interestingly, sleep deprivation and psychostimu-
lants share similar neurobiological effects on several
neurotransmitter pathways, including the dopaminergic
system [12-16]. Hence, the development of interven-
tions aiming to rewire the affected brain circuitry might
lead to clinical improvements of addictive behaviors and
better regulation of the sleep patterns in CUD patients.
Recently, CUD and other addictive disorders have been
treated with transcranial magnetic stimulation (TMS), a
well-known and safe neuromodulatory technique, which
consists in inducing electrical activity in the human brain
through the application of magnetic pulses [17, 18]. Compel-
ling evidence has demonstrated that repetitive TMS (rTMS)
has short- and long-term effects on neural activity, both lo-
cally, under the stimulating coil, and at the brain-network
level [19]. Furthermore, rTMS may have a positive long-
term impact on behaviors related to craving, drug intake,
and relapse. Indeed, clinical pilot studies on CUD, albeit pre-
liminary, are now supporting the potential role of rTMS in
decreasing cocaine craving [20-23] and intake [20, 23, 24].
Polysomnographic studies in healthy volunteers have shown
that rTMS induces opposite changes in sleep architecture to
those found in people with CUD, such as a prolongation of
REM latency [25] or a marked increase in slow-wave sleep
[26]. TMS may also have therapeutic effects on insomnia,
restless-leg syndrome, and sleep disturbances associated with
epilepsy, depression, and post-traumatic stress disorder [27].
In particular, rTMS stimulation of the dorsolateral prefrontal
cortex (DLPFC) has shown benefits in patients with chronic
primary insomnia, by reducing sleep latency and increasing
total sleep time and REM latency [27, 28].
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Together, these findings support the hypothesis that
rTMS could modulate sleep architecture in ways that
might benefit people with CUD. To our knowledge, so
far only two studies attempted to investigate the effect of
a rTMS treatment on sleep disturbances in substance
use disorders. One study assessed the sleep quality in ab-
stinent inpatients dependent on heroin or methampheta-
mine [29] using the Pittsburgh Sleep Quality Index
(PSQI). The authors found that five sessions of rTMS
stimulation over the primary motor cortex (M1) admin-
istered for six consecutive weeks significantly improved
the sleep quality of substance dependent inpatients in
early abstinence compared to both sham and control
wait-list groups. Another study evaluated the sleep dis-
turbances in CUD patients, who underwent a high fre-
quency rTMS protocol over the left-DLPFC, by using
the Insomnia Severity Index (ISI) [30]. They found a glo-
bal improvement of the ISI score that, however, did not
reach the statistical significance. The conflicting nature
of these findings is dependent on several factors, includ-
ing sample size, stimulation protocol parameters, open
label-design, outcome measure tools.

In the present study, we hypothesized that rTMS treat-
ment would be accompanied by an improvement in
sleep disturbances reported by CUD patients during the
abstinence/withdrawal period. Therefore, we investigated
the modulation of sleep quality reported by CUD pa-
tients undergoing an rTMS stimulation protocol applied
to the left DLPFC [20], before treatment (baseline) and
during the treatment at 5, 30, 60, and 90 days. We also
assessed accompanying withdrawal symptoms, such as
craving, depression, and anxiety, during the whole
period of treatment.

Methods

Participant selection

This current study is a retrospective chart review of data
from 87 patients with CUD who were treated with an
rTMS protocol from 2015 to 2017 in an open label, no
sham control study. On the day of clinical intake, pa-
tients provided a written informed consent authorizing
the use of their data for research. Patients were informed
that the data collected would be managed according to
the law on privacy and the Legislative Decree N°. 196 of
June 30, 2003, “Personal Data Protection Code”, war-
ranting anonymity. The approval for the protocol, lim-
ited to the retrospective chart review, was obtained from
the Ethical Committee for the Psychological Research of
the School of Psychology, University of Padova (protocol
number: 2551).

The current retrospective analysis is listed at www.
clinicaltrials.gov (Registration Number: NCT03733821).
Participants were recruited after referral to a specialty
outpatient clinic, Center for Addiction in Padua (Italy).
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Participants were 22 to 57 years old and met diagnostic
criteria for CUD according to the Diagnostic and Statis-
tical Manual of Mental Disorders — 5 (DSM 5), as
assessed by a clinical psychiatrist specialized in sub-
stance use disorders (SUDs) [31]. Each patient was
followed by the same clinician. Data were entered by the
clinical staff into the electronic medical records of the
outpatient clinic. Considering the study’s design and the
lack of a control group, to help conceptualize the results,
we compared the outcomes of the recruited sample to a
wait-list group. Ten participants, with comparable clinic
characteristics, were assessed 30 days before the begin-
ning of treatment and at Day 0. A 30-day period is the
maximum time allowed for the waiting time in our clin-
ical setting considering the severity of the disease.
Exclusion criteria included a prior history of other psy-
chiatric diseases, including major depression, schizo-
phrenia, bipolar disorder or other psychosis, current
alcohol, and other substance abuse or dependence (ex-
cluding cocaine, nicotine, and caffeine), pregnancy or
breastfeeding, personality disorders or sleep disturbances
deemed to be the primary disease, current unstable med-
ical illness, substantial neurological illness, and any
contraindication for rTMS (including implanted metal
and devices in the body, or history of epilepsy). Partici-
pants were required to keep medication use stable
throughout the study. During the whole period of obser-
vation, cocaine use was assessed either via a urine drug
test, at each visit, or via reports from the patient or sig-
nificant others. The urine drug screen panel also in-
cluded the following: morphine, methadone, THC,
phencyclidine, amphetamine, and methamphetamine.

Outcome measures

The primary outcome measure, the perceived sleep qual-
ity, was assessed by the Pittsburgh Sleep Quality Index
(PSQI) [32], commonly used in clinical and research set-
tings [33]. Secondary outcome measures were craving,
depression, anxiety, and other negative affect symptoms,
assessed with the following scales: Cocaine Craving
Questionnaire (CCQ) [34], Beck Depression Inventory —
II (BDI - II) [35], Self-rating Anxiety Scale (SAS) [36],
and Symptoms checklist 90 - Revised (SCL-90-R) [37].
Participants were assessed at baseline, immediately after
completion of the first week of treatment (Day 5), and
30, 60, and 90 days after the beginning of treatment (Day
30 — Day 60 — Day 90). The instructions of BDI-II re-
quire the participant to consider the last 2 weeks preced-
ing the test; thus, it was not included in the assessment
at Day 5. Several participants did not complete every
scale at every time point, for the main following reasons:
clinical response, missing follow-up visit, missing TMS
session, and refusal. We included all participants who
completed outcome measures for at least two time
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points, including the baseline. Therefore, of the 142 pa-
tients initially assessed for eligibility, 55 were excluded
for the lack of outcomes measure other than baseline. A
flow diagram describing the progress of the patients
throughout the study is shown in Fig. 1.

rTMS treatment

The rTMS stimulation protocol was administered by a
trained clinical physiologist. All patients were seated in a
comfortable chair while TMS stimuli were delivered to
the left DLPFC (MNI coordinates: x=-50, y=30, z=
36). The stimulator device was a MagPro R30 with a
Cool-B80 butterfly coil (MagVenture, Farum, Denmark).
The target site of stimulation was identified by using an
optical TMS Navigator (LOCALITE, St. Augustin,
Germany) and a magnetic resonance image (MRI) tem-
plate. Resting motor threshold (rMT) was evaluated as
previously described by Terraneo [20]. The stimulation
protocol parameters were: 15Hz frequency, 100% of
rMT, 40 trains, 60 pulses per train, 15 s intertrain inter-
val, and 2400 pulses per session. Patients received 2 ses-
sions per day for the first consecutive 5days of
treatment (10 sessions), and 2 sessions per week for the
next 12 weeks. The time interval between the two ses-
sions each day was 45-60 min. The number of rTMS
sessions was adjusted according to the specific needs of
each patient and the clinical response during the 90 days
of treatment. At each session, adverse events were also
selfreported. Each patient received multidisciplinary sup-
port tailored to his or her needs.

Statistical analysis

Two independent paired-sample t tests were performed
to compare the number of days of cocaine use during
the 30 days before the beginning of treatment and the
use in the first 30 days and last 30 days of treatment.
One-way ANOVAs using the time-point as a 5 levels in-
dependent variable (“Baseline”, “Day 5”, “Day 30”, “Day
60”7, “Day 90”) were computed for each dependent vari-
able (PSQI, CCQ, BDI-II, SAS, GSI) in order to estimate
the overall effect of treatment. For pairwise comparisons
between timepoints, we used Tukey tests. Thereafter, for
examining the best predictor of change and because not
all participants provided complete data, we used multi-
level models, which, unlike repeated-measures analysis
of variance (ANOVA), do not require listwise deletion
for missing data. By assuming a different “baseline” for
each subject, we controlled the innate between-subject
differences. For each dependent variable, we initially
tested the following predictors: number of days since the
beginning of rTMS treatment, years of education, age at
the beginning of rTMS treatment, age at the first experi-
ence with cocaine, and age at the time of addiction to
cocaine. As time-varying covariates, we included the
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number of rTMS sessions in the preceding 30 days and
cocaine use, as defined by the number of positive urine
specimens or use reported to the clinician in the preced-
ing 30 days. We used a random intercept for each par-
ticipant. We did not test for sex differences because
most participants were male. For each model, we re-
ported the estimated fit by maximum likelihood and the
t-tests with Satterthwaite degrees of freedom.

Lastly, considering the lack of a control group and try-
ing to give a better context to the results, we compared
the outcomes to a wait-list group (# =10). A small sam-
ple of equal numerosity and controlled for PSQI severity
at baseline, years of education, age at the beginning of
r'TMS treatment, age at the first experience with cocaine,
and age at the time of addiction to cocaine, was ran-
domly selected from the 87 patients recruited for the
study. Patients of the wait-list group were assessed 30
days before the beginning of treatment and at Day 0. A
comparable 30-days-window of observation was chosen
from the active sub-sample randomly selected (Day 0 —
Day 30). ANOVAs for each dependent variable with the

interaction Group (“active” Vs “wait-list”) * Time-point
(“Pre” Vs “Post”) was run. For pairwise comparisons be-
tween timepoints and groups, we used Tukey tests.

Data were expressed as mean + standard deviation
(SD), unless otherwise specified; alpha was set at < 0.05,
two-tailed. All the analyses were performed using RStu-
dio versions 1.1.453 [38] with R version 3.5.0 [39] and
the packages Ime4 [40], ImerTest [41], and effects [42].

Results

Demographic and clinical characteristics and treatment
parameters

Full demographic and clinical characteristics of the par-
ticipants are presented in Table 1. The total sample con-
sisted of 87 patients, 2 females and 85 males, aged
between 22 and 57 (37.67 +7.53). Treatment variables
are specified in Table 1. After the first week of treat-
ment, the number of rTMS sessions was not uniform
across patients, because it was adjusted based on clinical
response and because several participants missed ap-
pointments. Between Day 5 and Day 30, one patient out
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Table 1 Demographic and clinical characteristics of the
participants

Variables All (n =87)
Age (years) 37.67 (7.53)
Gender (female/male) 2/85
Education (years) 12.51 3.2)
Age at first experience (years) 20.55 (5.65)
Age at addiction (years) 2862 (8.8)
Cocaine use 30 days before baseline (n. of days; %) 19.17 (11.45)
Daily 47%

Weekly 33%
Monthly 20%

rTMS sessions number 29.17 (6.34)
PSQI score = 5 at baseline [%] 88.5

CCQ score at baseline 1266 (10.93)
BDI-II score at baseline 18.98 (9.91)
SAS score at baseline 4793 (10.01)
GSI score at baseline 65.91 (16.53)

Data are presented as mean (standard deviation), unless otherwise specified.
BDI-Il Beck Depression Inventory-Il; CCQ Cocaine Craving Questionnaire; GS/
Global Severity Index of the Symptoms checklist 90 - Revised; PSQ! Pittsburgh
Sleep Quality Index; rTMS repetitive Transcranial Magnetic Stimulation; SAS
Self-rating Anxiety Scale

of 87 (1.15%) did not receive any rTMS treatment; the
other 86 patients (98.85%) received 2-22 sessions
(6.91 + 2.68). Between Day 30 and Day 60, 82 patients
(94.25%) received 1-12 sessions (7.47 +2.55). Between
Day 60 and Day 90, 61 patients (70.11%) received 2—17
sessions (5.55 + 3.09).

Cocaine use

At the beginning of treatment 47% of patient reported a
daily use of cocaine, 33% used weakly, and 20% monthly.
The mean number of cocaine uses per patient was of
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19.17 days (SD +11.45) that significantly decreased at
Day 30 (0.51+0.95; t (81)=14.56, p<.001) and was
stable at Day 90 (0.84+1.5; t (64)=12.66, p<.001).
71.9% of patients were abstinent during the first 30 days
of treatment and 66.1% were abstinent at the end of
treatment. Conversely, patients from the wait-list group
did not show any significant changes of the cocaine use
during the 30-day waiting period (t (9) = 0.68, p = .50).

Primary outcome: changes in subjective quality and pattern
of sleep

The first goal of our analyses was to investigate changes
of subjective quality and pattern of sleep in outpatients
undergoing rTMS of left DLPFC for CUD. Changes of
PSQI score during the observation period are summa-
rized in Table 2. At baseline, most patients 88.5% (77
out of 87) had a PSQI score greater than or equal to 5,
indicated sleep disturbance. PSQI scores significantly
improved at each timepoint after the first week of rTMS
treatment (F (4,303) =20.81, p <0.001). Pairwise com-
parisons showed that PSQI scores at Day 5 were signifi-
cantly lower than those at baseline (Day 5: 5.09 + 3.33);
Baseline: 9.24 + 3.89; p <0.001). This improvement was
maintained through the three subsequence time points:
Day 30 (5+3.13; p<0.001), Day 60 (5.28+3.47; p<
0.001), and Day 90 (6.12 + 3.32; p < 0.001, Fig. 2).

In a separate model, we showed that improvements in
PSQI score were significantly related to the number of
rTMS sessions in the preceding 30 days (t (196.33) = -
3.31, p=0.001), with greater number of rTMS sessions
associated with a lower PSQI score (i.e., higher global
sleep quality) (Fig. 3). This model controlled for number
of cocaine use over the same time period (associated
with worse sleep: t (225.4) = 4.94, p < 0.001), with greater
use of cocaine associated with a higher PSQI score (i.e.,
lower global sleep quality), and for age at the first

Table 2 Clinic outcome scores: change from baseline during rTMS treatment for overall study population

Baseline Day 5 Day 30 Day 60 Day 90
PsQr’ 9.24 (3.89) 509 (3.33) 5(3.13) 5.28 (347) 6.12 (3.32)
Change from Baseline —4.15 (0.53) * —4.24 (0.58) * —3.96 (067) * —3.12 (0.66) *
ccQ® 12.67 (10.93) 2.21 (3.29) 1.34 (2.79) 1.84 (4) 38 (6.5)
Change from Baseline —1045 (1.15) * -11.32 (1.20) * —-10.81 (141) * —8.86 (1.38) *
BDI-II 1899 (9.91) S 5.09 (6.45) 533 (767) 6.72 (7.2)
Change from Baseline —13.89 (1.38) * —13.65 (1.64) * —12.26 (1.58) *
SAs? 4793 (10.01) 36.11 (845) 35.97 (9.44) 3533 (9.52) 38.09 (7.38)
Change from Baseline -11.81 (2.04) * —-11.96 (1.54) * -12.60 (1.87) * —-983 (1.77) *
GSI* 6591 (16.53) 46.69 (12.17) 47.67 (14.46) 44.49 (10.92) 46.46 (9.56)
Change from Baseline —19.22 (2.08) * —18.24 (2.25) * —2142 (267) * —1945 (2.59) *

Data are presented as Mean (SD);

* p value <.001; ® BDI-IIl was not administered at day 5 because it refers to the last 2 weeks;
2 Pittsburgh Sleep Quality Inventory — general sleep quality index; ® Cocaine Craving Questionnaire; < Beck Depression Inventory - II; ¢ Self-rating Anxiety Scale;

€ Global Severity Index from Symptoms Checklist — 90 - Revised
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10
81
()
S 6
5]
7]
g
1) - - -
o
Cut-off
41
21
01
Baseline Day 5 Day 30 Day 60 Day 90
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experience with cocaine (t (82) =-1.9, p=0.051), sug-
gesting that CUD subjects with an earlier cocaine experi-
ence tend to show the greater sleep improvement. From
the t of - 3.31 and the degrees of freedom [43], we can
calculate a model-adjusted reg. size between session
frequency and subsequent sleep disturbance: r=-.23
(95% CL - 0.42 to — 0.02). In this model, the main effect
of Time was not significant (t (197.35) = - 0.876, p = .38;
Teffect = —-06 (—.15 to .27), suggesting that time in treat-
ment had little benefit over and above that of rTMS dos-
age and cocaine abstinence.

Secondary outcomes: craving, depression, and anxiety

Like sleep disturbances, these affective symptoms signifi-
cantly decreased over time, as reflected in: CCQ (F (4,
255) =32.27, p<0.001), BDI-II (F (3,219)=46.34, p<
0.001), GSI (F (4,306) =32, p<0.001), and SAS (F (4,
245) = 22.51, p <0.001). All the secondary outcome mea-
sures showed a significant improvement at Day 5 of
treatment (CCQ: 2.21+3.29, p<0.001; GSL 46.69 +
12.17, p<0.001; SAS: 36.11 + 8.45, p <0.001). This im-
provement was stable across the subsequent three time
points: Day 30 (CCQ: 1.34+2.79, p<0.001; BDI-IL
5.09 £ 6.45, p<0.001; GSI: 47.66 + 14.46, p < 0.001; SAS:
35.96 + 9.44, p < 0.001), Day 60 (CCQ: 1.84 + 4, p < 0.001;
BDI-II: 5.33+7.67, p<0.001; GSL 44.49+10.92, p<
0.001; SAS: 35.33 £9.52, p<0.001), and Day 90 (CCQ:
3.8+6.5, p<0.001; BDI-II: 6.72+7.2, p<0.001; GSIL
46.46 + 9.56, p < 0.001; SAS: 38.09 +7.38, p < 0.001).

In separate models, we found that these improvements
were associated with both the number of rTMS sessions
and the use of cocaine in the preceding 30 days. The
number of rTMS sessions was associated with the degree
of reduction in craving as assessed by CCQ (t (162.09) =
-2.99, p=0.003), in a model that controlled for fre-
quency of cocaine use during the same period (t
(200.86) =6.01, p <0.001). From the t of —2.99 and the
degrees of freedom, we can calculate a model-adjusted
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cocaine craving: r=-.23 (95% CL -0.42 to -0.02). In
the model for CCQ, the main effect of Time was not sig-
nificant (t (172.96) = - 1.341, p =.18; refrect = —.10 (-.30
to .11), again suggesting that time in treatment had little
benefit over and above that of rTMS dosage and cocaine
abstinence.

Similar associations occurred for reductions in BDI-II
scores (number of rTMS sessions, t (183.68) = — 4.255,
p<0.001; use of cocaine, t (207.82) =2.789, p =0.005)
(Fig. 3), GSI scores (number of rTMS sessions, t
(193.01) = - 3.087, p = 0.002; use of cocaine, t (220.54) =
3.143, p=0.001), and SAS anxiety scores (number of
rTMS sessions, t (165.11) = - 4.026, p < 0.001; use of co-
caine, t (195.19) = 2.637, p = 0.009). Model-adjusted regect
sizes for rTMS dose effects on subsequent BDI, GSI and
SAS were, respectively, 0.30 (- 0.48 to -0.10), 0.22 (-
0.41 to -0.01), and 0.30 (- 0.48 to —0.10). In each of
these models, the main effect of Time was significant
(Fefrect Sizes 0.27 to 0.33), suggesting that, for depression
and anxiety, time in treatment did confer some general-
ized benefit over and above that of rTMS dosage and co-
caine abstinence (Table 3).

Wait-list comparisons

Changes of outcome scores during the 30-days observa-
tion period are summarized in Table 4. With regard to
PSQ]I, results of ANOVA showed a significant main ef-
fect of Time (F (1,36) =5.43, p =0.02) and of the inter-
action Time*Group (F (1,36)=7.73, p=0.008; Fig. 4).
Pairwise comparison showed no differences between ac-
tive and wait-list group at first assessment (t (36) =
1.649, p = 0.10), whilst become significant 30 days later (t
(36) = — 2.283, p = 0.02). Patients in the active group sig-
nificantly improved overtime (t (36) =3.615, p <0.001),
while patients in the wait-list remained stable (t (36) = -
0.317, p =0.75). Similarly, CCQ scores remained stable
in the wait-list patients (t (36) =0.611, p = 0.54) and sig-
nificantly improved in the active group (t (36) =3.748,

Tefect Size between session frequency and subsequent p<0.001). There was no statistically significant
Table 3 Beta values of the significant effects in each model

Predictors PsQP cced BDI SAs GSI®

TMS last 30 days —0.11 (0.03) * -0.22 (0.07) * —0.37 (0.08) ** —0.34 (0.08) ** —040 (0.13) *
Use last 30 days 0.13 (0.02) ** 0.37 (0.06) ** 0.20 (0.07) * 0.18 (0.07) * 0.33 (0.10) *
Time —0.09 (0.02) ** —0.07 (0.01) ** —0.13 (0.02) **
First experience -0.50 (0.17) *

Addiction age
Age

Education

Data are presented as estimate (Standard Error)
*p<0.071; ** p<0.001;

2 Pittsburgh Sleep Quality Inventory — general sleep quality index; ® Cocaine Craving Questionnaire;

< Beck Depression Inventory — II; ¢ Self-rating Anxiety Scale;
€ Global Severity Index from Symptoms Checklist — 90 - Revised
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Table 4 Changes of outcome scores during the 30-days observation period in active and in wait-list group

Active group (n =10) § Wait-list group (n =10)

Day 0 Day 30 Day - 30 Day 0
PsQr® 9.00 (4.85) 33 (1.56) 64 (3.33) 6.9 (3.54)
Change from first assessment -57(157)* 05 (1.57)
ccQ® 18.8 (9.25) 1.00 (2.82) 24.8 (13.79) 219 (12.93)
Change from first assessment —17.8 (4.74) * -29 (4.74)
BDI-II 18.7 (8.17) 2.7 (231) 15.6 (7.48) 14.1 (7.35)
Change from first assessment —-16 (3.01) * —-15(3.01)
SAS? 47.62 (9.04) 3262 (6.54) 45.12 (8.21) 43.00 (8.94)
Change from first assessment —15 (3.68) * -2.12 (3.68)
GSI°® 68.13 (17.90) 4208 (7.31) 61.95 (9.70) 57.85 (11.74)
Change from first assessment —26.05 (5.50) * —4.1 (5.50)

Data are presented as Mean (SD);

* p value <.001; § A small sample of equal numerosity and clinical characteristics of wait-list randomly selected from the 87 patients recruited for the study

2 Pittsburgh Sleep Quality Inventory — general sleep quality index; ® Cocaine Craving Questionnaire; < Beck Depression Inventory - II; ¢ Self-rating Anxiety Scale;
€ Global Severity Index from Symptoms Checklist — 90 - Revised

difference in craving scores between groups at first as-  patients remained stable overtime (BDI-II: t (36) = 0.497,
sessment (t (36) = - 1.263, p=0.21). At the end of 30 p=0.62; SAS: t (36) =0.576, p = 0.56; GSIL: t (36) = 0.746,
days considered, the difference between groups was sig-  p = 0.46), compared to the improvement observed in the
nificant (t (36) = - 4.401, p <0.001). Same pattern was active patients (BDI-IL: t (36) =5.298, p <0.001; SAS: t
observed for the other secondary outcomes. Wait-list  (36) = 4.067, p < 0.001; GSI: t (36) = 4.731, p < 0.001).

12 ns
[
10 *
[
8
o
o @
o ¢
n 6 \ == Active
g == Wait-list
wn
a Cut-off
4
2
First assessment Second assessment
Fig. 4 Comparison of PSQI scores change between rTMS and wait-list group of patients in a 30-day-window of observation. “Baseline” and “Day
30" assessment for active group compared to “Day — 30" and “Baseline” for wait-list patients; ns non-significant; * p < 0.05
J
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Safety

None of these 87 patients reported any serious adverse
events during the course of the study. There were no
seizures, syncopes, neurological complications, or sub-
jective complaints about memory or concentration im-
pairment limiting the treatment and no patient
discontinued treatment prematurely due to intolerable
stimulation, pain, or other adverse effects such as head-
ache, vertigo, or fatigue.

Discussion

The main aim of this data analysis was to evaluate
changes in commonly experienced symptoms of cocaine
abstinence, including sleep disturbances, depression,
craving, and anxiety [44], in a large cohort of patients
with CUD undergoing rTMS of the left DLPFC. In
addition, we examined for the first time whether the
“dose” (number of sessions) of rTMS would predict sub-
sequent sleep quality, anxiety, and depressive symptoms
in people with CUD, over and above their frequency of
cocaine use.

At the beginning of treatment 41 (47.1%) of our 87
patients reported a daily use of cocaine. We observed
a significant decrease of frequency of cocaine use in
the first 30 days of treatment, which was maintained
at the end of our 90-day rTMS treatment period. No
change was observed in the wait-list group. With re-
gard to the perceived quality of sleep, at baseline, 77
(88.5%) of our 87 treatment-seeking CUD patients
had PSQI scores indicating a poor quality of sleep
[32]. This is in agreement with previous findings of
sleep disturbances associated with either cocaine de-
pendence or the early withdrawal/abstinence period
[45, 46]. At the end of the first week of rTMS treat-
ment (sessions twice a day, for 5 consecutive days),
PSQI scores improved. This improvement remained
stable throughout the 90-day rTMS treatment period.
Importantly, at Day 90 only 62.5% of the patients re-
ported a PSQI score equal or higher than 5.

Sleep disturbances in CUD patients are often treated
empirically with pharmacological agents, including seda-
tive, antidepressant, or antiepileptic drugs, with no
proven long-term efficacy. Moreover, the pharmaco-
logical approach does not affect the pattern of substance
use [45]. Only Modafinil (an FDA-approved medication
for sleepiness associated with narcolepsy, and shift work
sleep disorder) has been shown to improve sleep disrup-
tion in CUD patients [47]. However, results of its effi-
cacy on the cocaine use pattern are discordant, as some
studies reported an improvement of cocaine use and
craving [47-49] not confirmed by others [50-53]. Fur-
thermore, the occurrence of adverse events are often ac-
companied with dropouts [48-50, 53], which, instead,
were not observed in the present study.
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To our knowledge, this is the first study investigating
changes in sleep quality in patients with CUD undergo-
ing rTMS. Indeed, few published studies have examined
changes of sleep quality during or after rTMS treatment,
and the results have been mixed. In a randomized clinical
trial, people with methamphetamine use disorder under-
going high-frequency rTMS of left DLPFC showed signifi-
cant improvements in withdrawal symptoms, including
self-perceived sleep difficulties, compared to a sham con-
trol group [54]; however, no such improvement in sleep
disturbance was seen in a similar sham-controlled trial
[55]. The conflicting results could reflect differences in
sample size, duration of follow-up period, number of
r'TMS sessions, and intensity of stimulation [56].

Compelling evidence already supports a beneficial ef-
fect of rTMS for primary sleep disorders [28], and for
sleep disturbances comorbid with other neuropsychiatric
disorders, such as obsessive and compulsive disorder
[57], focal epilepsy [58], depression [59], and heroin and
methamphetamine addiction [29]. Both high and low-
frequency rTMS can modulate total sleep and total wake
times, sleep latency, sleep efficiency, and other aspects of
sleep architecture [28, 59, 60]. Disruption of sleep pat-
tern and CUD [3] might share common neurobiological
pathways and mechanisms, which may help explain the
improvements observed in our patients [61-64]. For ex-
ample, neuroimaging in humans shows that sleep
deprivation and psychostimulant intake modulate the re-
sponsiveness of dopaminergic signaling within the meso-
limbic system [65—68]. Acute sleep deprivation enhances
motivation for pathological reward, including drug seek-
ing and risk taking, and might impair signaling from
medial prefrontal cortex (mPFC) to nucleus accumbens
(NAcc) [64]. The key role of mPFC in the inhibitory
top-down cognitive and emotional control for the regu-
lation of impulsivity, addictive drug seeking, and relapse
has been well documented [20, 69-72]. Furthermore, a
positron emission tomography (PET) study showed that
impaired sleep patterns contribute to the reduction of
striatal dopamine D2/D3 receptor availability in people
with CUD [73]. Across species, there is a strong associ-
ation between low dopamine D2 receptor levels and high
impulsivity, a trait that is both a risk factor for, and a
consequence of, drug abuse [74, 75]. Taken together,
these findings suggest common mechanisms for sleep
pattern disturbances and drug-related symptoms [76].

Another interesting observation from our study is the
dose-response relationship between rTMS sessions and
improvements in sleep quality, along with affect-related
outcomes. Not surprisingly, our results suggest that reduc-
tions in cocaine use also accounted for these improve-
ments, but even after we controlled for that, we found a
relationship between 30-day session frequency and subse-
quent sleep quality. Accordingly, studies focusing on major



Gomez Pérez et al. BMC Psychiatry (2020) 20:153

depression suggest that multiple sessions of rTMS can ac-
celerate the clinical response [56, 77].

After controlling for rTMS dosage and cocaine abstin-
ence, we still observed a significant main effect of time
(number of days since the beginning of treatment) on
improvements in BDI-II, SAS, and SCL-90-R scores. The
corresponding main effects of time for PSQI and CCQ
scores were considerably smaller and not statistically sig-
nificant. Anxiety, depressive, and negative-affect symp-
toms may have improved through relatively nonspecific
mechanisms associated with patient entry into our clin-
ical setting, whereas sleep disturbances and cocaine crav-
ing appeared to be more specifically responsive to rTMS
dosage. Further studies are needed to investigate com-
bined rTMS and psychotherapy for CUD. Early findings
from studies on major depressive disorders show that
r'TMS coupled with psychotherapy leads to a consider-
ably higher remission of clinical symptoms [78].

Finally, we observed a positive relationship between age
at the first use of cocaine and current degree of anxiety
(SAS score). An earlier onset of CUD has been linked to
the development of cocaine addiction [79] and pattern of
treatment seeking [80]. Thus, the positive relationship be-
tween the age of the first drug experience and the SAS
score might be useful as a clinical measure of severity, al-
though a deeper investigation in controlled studies is
needed to comprehensively assess the role of these factors.

We are aware that the absence of a control-sham
group limits the interpretation of the data, however try-
ing to provide a better context to our results, we com-
pared the outcomes of the recruited sample to a small
group of wait-list patients who started treatment 30 days
later. Results showed no significant improvement in pa-
tients of the wait-list in none of the outcome measure.
Conversely, a small group of equal numerosity and with
comparable clinical characteristics randomly selected
from the total sample, showed a significant improvement
from baseline to Day 30, in sleep disturbances, craving,
anxiety, depression and other negative-affect symptoms.
This is not a sham-controlled double-blind design, and
thus, we cannot rule out a possible placebo effect. How-
ever, the improvement of clinical outcomes observed in
our r'TMS CUD cohort and the absence of any thera-
peutic interventions for the wait-list group suggest that
rTMS, as administered here, can be considered as a
therapeutic tool for CUD. Moreover, the stable clinical
improvement in the 90-day period of observation is in
line with our previous findings showing that rTMS treat-
ment is accompanied by long-lasting reductions of co-
caine use in a large cohort of CUD patients undergoing
to the rTMS treatment and clinically followed-up for 2
years and 8 months [81].

The naturalistic clinical setting in which our cohort of
CUD patients underwent the rTMS treatment provide
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new insights on clinical outcome measures and method-
ology that could be used in other drug addiction treat-
ment clinics. However, it also carries important
limitations that we acknowledge. First, as already pointed
out, the absence of a control-sham group. Second, the lack
of objective measures of sleep pattern changes as people
with CUD may be prone to a mismatch between subject-
ive and objective sleep quality outcomes during cocaine
abstinence [8, 82], such that objective indices worsen
while subjective quality improves. Furtger studies, includ-
ing TMS- Electroencephalography (EEG) studies with
sham-controlled, double-blind designs would greatly help
investigate the changes in the sleep architecture of CUD
subjects undergoing the rTMS treatment stimulating the
left DLPFC.

Conclusions

This study provides results that are consistent with our
previous findings, as well as other groups’, supporting
the role of rTMS, stimulating the left DLPFC, as a prom-
ising treatment of CUD, with low risk of serious adverse
events [20-22, 81, 83], and disorders in comorbidity
such as gambling [23]. Common self-reported with-
drawal/abstinence symptoms, including sleep distur-
bances, anxiety, depression, and other negative affect
states benefit from rTMS treatment. Future studies using
standardized approach are necessary to provide more
clarity on the contribution of nonspecific clinical factors.
Randomized, sham-controlled clinical trials, incorporat-
ing polysomnographic recordings, are also needed to
overcome the limitations of the present study and to as-
sess working mechanisms and the prediction of treat-
ment response.
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