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Abstract

Background: Pregabalin abuse liability is underestimated
and the evidence of abuse and dependence is emerging. It
has many health and social consequences especially in pa-
tients with chronic pain syndromes. Pregabalin abuse has
not been well studied among the Egyptian population.

Purpose: This study aims to estimate the prevalence and
associated correlates of pregabalin abuse among patients
with chronic pain syndromes in Egypt.

Study design: A descriptive cross-sectional study.

Methods: Two hundred patients with chronic pain syn-
drome were interviewed. Patients who fulfilled the diagnos-
tic criteria for pregabalin dependence according to DSM 5
criteria for substance use disorders were enrolled in pregab-
alin abuse group. The study group was categorized into two
groups; the control group (149 patients) and the pregaba-
lin abuse group (51 patients). Participants were evaluated
monthly for three consecutive months. History regarding
pain medication usage was strictly taken. Pain was scored
by 100 visual analogue scale for pain; additional informa-
tion was asked from pregabalin abusers including dose,
symptoms and dependence manifestations.

Results: Pregabalin abuse was more common among
males, heavy manual workers, smokers and patients with
other drug/substance abuse. Pain syndrome had more du-
ration in pregabalin abuse group. The higher the pain in-
tensity, the higher the direction for pregabalin abuse. The
most common clinical symptoms of pregabalin abuse were
fatigue, memory problems, dizziness and drowsiness.

Conclusion: Pregabalin has significant abuse potential, it
is considered as an attractive drug to patients with chronic
pain syndrome due to its sedating and psychedelic effects.
Misuse of this prescription drug is a serious emerging issue
which should be monitored carefully.
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Introduction

Abuse of prescription drugs is considered as a global prob-
lem, it is defined by the National Institute on Drug Abuse (NIDA)
as “taking a medication in a manner/dose other than pre-
scribed; taking someone else’s prescription, even if for a legiti-
mate medical complaint such as pain, or taking a medication to
feel euphoria” [1,2] Pregabalin is an analog of the neurotrans-
mitter Gamma-Amino Butyric Acid (GABA), it act as inhibitory
modulators of neuronal excitability, and it reduces the ectopic
neuronal activation of hyper-excited neurons without affecting
normal activation [3]. Pregabalin has been approved for the
treatment of partial onset seizures, neuropathic pain, fibromy-
algia, and general anxiety disorders [4-7]. Initially, it was thought
that pregabalin has a low misuse potential and it was classified
in the US as a schedule V drug (i.e. lowest potential for abuse)
[5]. The reported euphoria - as an adverse event - that occurs in
about 10% of patients is the suspected main cause of its abuse
[8]. Pregabalin has a significant abuse potential [9], its misuse
should be monitored carefully [10].

The serious emerging issue of pregabalin abuse is spreading
in Egypt as well as many countries in the world. When this drug
is taken in doses larger than its therapeutic doses; this might
lead to very serious adverse effects and death [11,12].

To the best of our knowledge; there is not any study that
explores and describes pregabalin abuse among chronic pain
syndrome patients. This study aims to estimate the prevalence
and associated correlates of pregabalin abuse among patients
with chronic pain syndromes in Egypt. The pattern of pregabalin
abuse was also studied.

Patients and methods

This study was designed as a descriptive cross-sectional
study. It was conducted between February 2017 and Septem-
ber 2019, at Suez Canal University Hospitals (Ismailia, Egypt).
Ethical approval was obtained from Institutional REC.

Two hundred patients suffering from chronic pain syndrome
were interviewed. Chronic pain is defined as pain that persists
past normal healing time; lacks acute warning function of physi-
ological nociception. Pain is considered as chronic when it lasts/
recurs for more than 3 to 6 months [13].

Patients who have predominant chronic pain syndrome due
to degenerative or inflammatory process, and those with a
proper diagnosis of the cause of pain according to proper inves-
tigations were included in the study.

Exclusion criteria ruled out patients with malignant causes
of chronic pain, patients with psychological causes of chronic
pains and those of vague causes of pain.

The patients were recruited from the Neurosurgery out-pa-
tient clinic at Suez Canal University Hospitals (Ismailia, Egypt).
All patients filled out a pre-designed questionnaire, it includes
socio-demographic data; data about history of their pains, in-
vestigations that had been performed; management offered
and pain medication usage. Pain intensity was measured using
100 visual analogue score (VAS). Follow up visits were conduct-
ed monthly for three consecutive months. At each visit; pain
medication usage was recorded via questionnaire and pain in-
tensity was measured using VAS for each patient.

Participants

A total of 200 patients (97 female, 103 male) of chronic pain
syndrome were interviewed for pregabalin abuse. Patients who
fulfilled the diagnostic criteria for pregabalin dependence ac-
cording to DSM-5 criteria for substance use disorders were en-
rolled in pregabalin abuse group. Those patients should have
one or more of the eleven abuse criteria in DSM—-5 within the
preceding 12-month period. The criteria are related to pregaba-
lin hazardous use; social/interpersonal problem related to its
use, legal problems, withdrawal symptoms, tolerance, use of
larger amounts of pregabalin, repeated attempts to quit use,
and physical and/or psychological problems related to pregaba-
lin use [14].

The patients were categorized into two groups: Control
group (149 patients) and Pregabalin abuse group (51 patients).
To include patient in pregabalin abuse group, he/she should had
been pregabalin dependent for at least 1 year, those who are
not pregabalin abusers were enrolled in the control group for
comparison.

In pregabalin abuse group, additional data were gathered
including dose of pregabalin per day, symptoms of pregabalin
abuse and dependence pattern of pregabalin abuse.

Results

A total of 200 (97 female, 103 male) chronic pain syndrome
patients with a mean age of 44.8 +20.1 years (range 20-74)
were interviewed for pregabalin abuse. The control group in-
cluded 149 versus 51 patients in the pregabalin abuse group.
The demographic data of both groups are presented in table 1,
it shows that the two groups are fairly non homogeneous.

The mean age in the control group was 45.3+13.6 years in
comparison to 39.2+18.7 years in the pregabalin abuse group.
Pregabalin abuse was high in male gender 60.8% in comparison
t0 48.3% in control group. Also smoking was common in pregab-
alin abuse group 60.7% versus 24.8% in control group. Other
drug/substance abuse was present in 39.2 % of the pregabalin
abuse group in comparison to 4.7% in control group.

On average, patients had pain symptoms duration for 28
months (range 6 —54 months). Patients in the control group had
mean pain symptoms duration for 24 + 18 months in compari-
son to 32 = 18 months in patients in pregabalin abuse group.

The diagnosis of patients in the study group was presented
in table 2; it showed that both groups of patients were homoge-
neous in regard to the cause of chronic pain syndrome. Chronic
low back pain and chronic radiculopathy were the most com-
mon causes of chronic pain syndrome (24.1 % and 22.1% in con-
trol group) versus (23.5.5% and 27% in pregabalin abuse group)
respectively.

We used the 100 visual analogue scale (VAS) to assess and
compare pain intensity in both groups of patients. The 100 VAS
score for pain showed statistically significant higher values in
pregabalin abuse group in comparison to the control group that
was evident all over the follow up period (Figure 1).

More data was studied in the pregabalin abuse group to clar-
ify dependence pattern. The average daily dose of pregabalin in
pregabalin abuse group was 450-600mg in 25.5% of patients,
600-900mg in 31%.3 of patients and 900-1200mg in 21.6% of
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patients. The clinical symptoms in pregabalin abuse group are

presented in table 4. These include fatigue in 49 patients (96%), VAS in both groups
memory problems in 39 patients (76.5%), dizziness in 35 pa- 20
tients (68.6%), drowsiness in 33 patients (64.7%), Blurred vision 80 \\
in 32 patients (62.7%), tremors in 31 patients (60.7%), irritabil- 70 ~—
ity in 29 patients (56.9%) vomiting in 20 patients (39.2%), and 60
suicidal thoughts in 20 patients (39.2%). 2 s0
Dependence symptoms of pregabalin abuse are presented S 26
in table 5. Experiencing withdrawal symptoms when pregaba- — Pregablin abuse
lin use is stopped was present in 48 patients (94.1%). Believing = o Group
that pregabalin has stopped working was present in 45 patients 10
(88.2%). Trying to quit pregabalin but failing was present in 39 0

Firstvisit 1 month 2 months 3 moths

patients (76.1%).

Figure 1: Comparison of pain score in both groups all over 3
months follow up period using 100 visual analogue scale (VAS).

Table 1: Demographic data of the study groups

Control group n=149 Pregabalin abuse n=51 Total N=200
N (%)
n(%) n(%) N(%)
Gender: Male 72 (48.3%) 31(60.8%) 103 (51.5%)
Female 77 (51.7%) 20(39.2) 97 (48.5%)
Age, yr. MeanzSD: 45.3113.6 39.2+18.7 44.8 +£20.1
Range: (21-74) (20-72) (20-74)
Age group
Age 20 - 16 (10.7%) 7 (13.7%) 23(11.5%)
Age 30 - 40 (26.8%) 13 (25.5%) 53(26.5%)
Age 40 - 42 (28.2%) 14 (27.5%) 56 (28%)
Age 50 — 31(20.9%) 12 (23.5%) 43(21.5%)
Age 60 - 20 (13.4%) 5(9.8%) 25(12.5%)
Occupation
Heavy manual work 48 (32.2%) 28 (54.9%) 76 (38%)
Light manual work 101(67.8%) 23 (45.1%) 124 (62%)
Residence
Urban 80 (53.7%) 28 (54.9%) 108 (54%)
Rural 69 (46.3%) 23 (45.1) 92 (46%)
Body mass index 29.9+3.7 26.9+4.6 27.4+3.9
Positive smoking history 37 (24.8 %) 31(60.7 %) 68 (34 %)
Other drug/substance abuse 7 (4.7 %) 20 (39.2 %) 27 (13.5 %)
Table 2: Diagnosis of chronic painin patients of both study groups Table 3: Daily dose of pregabalin among pregabalin abuse group
Control Group Pregabalin abuse Group Daily dose of pregabalin / mg N=51 n (%)
n=149 n=51
450- 600 13 (25.5%)
Chronic Radiculopathy 33 (22.1%) 14 (27.5%)
600-900 16 (31.3%)
Chronic Myelopathy 12 (8.1%) 3 (5.9%)
900-1200 11(21.6%)
Chronic low back pain 36 (24.1%) 12 (23.5%)
1200-1500 8 (15.7%)
Cervical Spondylosis 17 (11.4%) 4 (7.8%)
> 1500 3(5.9%)
Failed Back Syndrome 13 (8.7%) 7 (13.7%)
Peripheral neuritis 29 (19.5%) 9 (17.6%)
Other Diagnosis 9 (6.1%) 2 (3.9%)
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Table 4: Clinical Symptoms of pregabalin abuse group.

* Clinical symptoms of pregabalin n (%)
abuse n=51

Fatigue 49 (96%)
Memory impairment 39 (76.5%)
Dizziness 35 (68.6%)
Drowsiness 33 (64.7%)
Blurry vision 32 (62.7%)
Tremors 31 (60.7%)
Irritability 29 (56.9%)
Vomiting 20 (39.2%)
Suicidal thoughts 20 (39.2%)

*more than one choice are allowed

Table 5: Dependance symptoms among pregabalin abuse
group.

*Dependance symptoms of pregabalin abuse. N=51 n (%)
Withdrawal symptoms when pregabalin use is stopped 48 (94.1%)
Believe that pregabalin has stopped working 45 (88.2%)
Try to quit pregabalin but failed 39 (76.1%)
Continue to take pregabalin despite unpleasant physical 26 (50.1%)
side effects, relationship problems, or issues at work

Take pregabalin with alcohol or other drugs to cope with 20 (39.2%)
emotional pain or life circumstances

*more than one choice are allowed

Discussion

Pregabalin is a gamma-amino butyric acid (GABA) analogue
that increases neuronal GABA level and inhibits the release of
excitatory neurotransmitters like glutamate, noradrenaline.
Pregabalin has been approved for the treatment of partial on-
set seizures, neuropathic pain, fibromyalgia, and general anxi-
ety disorders [5,6,7].

Pregabalin is one of the most commonly reported prescrip-
tion narcotics that be abused worldwide [1]. Recent estimates
suggest that 1% of the general population misuse pregabalin
[15]. Reports of misuse normalized to prescription number sug-
gest that drug dependence is reported with pregabalin [16].
Schwan et al reported that pregabalin misuse is increasing [8].
Grosshans et al reported that pregabalin have a high misuse po-
tential due to its rapid absorption and fast onset of action [17].
Unsurprisingly, known substance misuse is associated with mis-
use of pregabalin [16-19].

To date, there is little data about pregabalin abuse in Egypt.
The current study highlighted the problem of pregabalin abuse
in Egypt; it also provided an overview about the problem of its
abuse.

The present study showed that pregabalin abuse was more
common among males, this result is similar to that of other stud-
ies which consider being a male as a risk factor for the addictive
behavior [1,20], it showed also that pregabalin abuse is more
common among heavy manual workers; this can be explained

by its highly sedative effect that encourage heavy manual work-
ers to misuse it.

The present study also reported that pregabalin abuse is
more common among smokers and patients with other drug or
substance abuse. This result agree with that Al-Husseini et al,
2017 who reported that pregabalin abuse is common among
cigarette smokers and poly-drug users [21]. This can be ex-
plained by that some pregabalin abusers mix it with other drugs
like tramadol and synthetic cannabinoid to potentiate its effect
[21].

Chronic pain syndrome had more duration in pregabalin
abuse group. Our study showed that the cause of chronic pain
syndrome is not associated with pregabalin abuse. It may be
postulated that neuropathic pain may predispose to pregabalin
abuse but this was not evident in our study.

Our study showed that the higher the pain intensity in chron-
ic pain syndrome, the higher the direction for pregabalin abuse.
This can be explained by that these patients try to use higher
that the prescribed dose to obtain more sedating effect. The
average daily dose of pregabalin abuse was 450-900mg in 56%
of patients. The most common clinical symptoms of pregabalin
abuse include fatigue, memory problems, dizziness and drowsi-
ness.

Our data suggest that pregabalin is liable to be abused
among individuals with chronic pain syndrome. Thus, vigilance
and caution are called for when patients are exposed to treat-
ment with pregabalin to limit the possibility of its misuse

Conclusion

Pregabalin has significant abuse potential and is an attrac-
tive drug to patients with chronic pain syndrome. Misuse of this
prescription drug is a serious emerging issue which should be
monitored carefully.

limitations of the study

Pregabalin abuse group was small in number, the study was
conducted only upon patient admitted Suez Canal university
Hospital in Ismailia city, It is recommended to conduct further
future studies in other cities .
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