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ABSTRACT Objective: Our aim was to evaluate the effect of low
dose pregabalin on weight, balance, gait, fatigue, and sleepiness in fib-
romyalgia patients in a twelve-week follow-up period in this study. Ma-
terial and Methods: Twenty-eight patients with fibromyalgia diagnosis
were included in the study. All patients used 150 mg/day pregabalin
during the study period and they were followed for twelve weeks. We-
ight, body mass index measurements, Tinetti Balance and Gait Test,
Epworth Sleepiness Scale, and Fatigue Severity Scale were performed
prior to the treatment, at the fourth week, and at the twelfth week of
the study. The results at these time points were compared. Results:
Among 28 patients who accepted to participate in the study, 11 patients
dropped out of the study. Seven of these patients dropped out due to ad-
verse effects. The weight significantly increased at the 4" (p=0.010)
and 12" weeks of treatment (p=0.008) compared to the pretreatment
measurements. The mean weight gain was 1.5+1.8 kg at the 4" week
and 1.7+1.9 kg at the 12" week compared to the baseline. There were
no statistically significant differences in the parameters of the Tinetti
Balance Test, Tinetti Gait Test, Epworth Sleepiness Scale, and Fatigue
Severity Scale scores before and after the treatment periods. Conclu-
sion: Low dose pregabalin induces weight gain in patients with fib-
romyalgia. Pregabalin does not have a significant effect on gait,
balance, sleepiness, and fatigue

Keywords: Fibromyalgia; pregabalin; weight gain; balance;
fatigue

OZET Amagc: Bu calismada 12 haftalik bir takip doneminde diisiik
doz pregabalinin fibromiyalji hastalarinda kilo, denge, yiiriiyis,
yorgunluk ve uyku hali iizerine etkisini degerlendirmeyi amacladik.
Gerec¢ ve Yontemler: Fibromiyalji tanisi alan 28 hasta ¢alismaya
dahil edildi. Calisma siiresince tiim hastalar 150 mg/giin pregabalin
kulland1 ve 12 hafta takip edildi. Tedaviye baslamadan once,
caligmanin 4. haftasinda ve 12. haftasinda agirlik, beden kitle indeksi
Ol¢timleri, Tinetti Denge ve Yiiriime Testi, Epworth Uykululuk
Olgegi ve Yorgunluk Siddet Olgegi uygulandi. Bu zaman
noktalarinda elde edilen sonuglar birbirleriyle karsilagtirildi. Bulgu-
lar: Calismaya katilmay1 kabul eden 28 hastadan 11’1 ¢alismadan
ayrildi. Bu hastalardan 7’sinin, ayrilma sebebi yan etkilerdi. Tedavi
oncesi Olgiimlere gore viicut agirliginda tedavinin 4. haftasinda
(p=0,010) ve 12. haftasinda (p=0,008) anlaml artig goriildii. Orta-
lama agirlik artig1 baslangica gore 4. haftada 1,5+1,8 kg ve 12. haf-
tada 1,7¢£1,9 kg idi. Tedavi Oncesi ve sonrasi degerler
karsilastirildiginda Tinetti Denge Testi, Tinetti Yirime Testi, Ep-
worth Uykululuk Olgegi ve Yorgunluk Siddet Olgegi sonuglarinda
istatistiksel olarak anlamli bir fark saptanmadi. Sonu¢: Diisiik doz
pregabalinin fibromiyalji hastalarinda kilo alimini indiikledigi,
yiiriiylis, denge, uykululuk ve yorgunluk tizerinde 6nemli bir etkisi
olmadig1 saptanmistir.

Anahtar Kelimeler: Fibromiyalji; pregabalin; kilo alimi; denge;
yorgunluk

Fibromyalgia (FM) is a syndrome involving
chronic widespread pain, multiple muscular tender
points, and associated symptoms like fatigue, sleep
disturbances or cognitive problems.!? Its prevalence
varies according to geographic location and diag-
nostic criteria used ranging between 1% and 6%.>* It
is more prevalent in female gender. The exact patho-

genesis of this disease is not completely understood.
It is thought as a central sensitivity syndrome with
altered pain processing in the central nervous sys-
tem.> There has been no definitive treatment for FM
yet and the current treatment options include phar-
macological and non-pharmacological therapies or
their combination.” Treatment is aimed at ameliorat-
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ing symptoms and increasing the quality of life.
Nonpharmacological therapies include exercise,
massage, physical therapy, acupuncture and cogni-
tive behavioral therapy.”® Pharmacological therapies
include tricyclic antidepressants, serotonin and nor-
epinephrine reuptake inhibitors, selective serotonin
reuptake inhibitors, cannabinoids and antiepileptics.’
Pregabalin is an antiepileptic drug approved for the
treatment of FM. It was reported to be effective in
the treatment of pain and other symptoms of fi-
bromyalgia.!*!! Its use is currently increasing for the
management of pain due to various causes.'? The use
of pregabalin is associated with several adverse ef-
fects. Dizziness, somnolence, peripheral edema, and
weight gain were reported to be the most common
side effects of pregabalin use due to various indica-
tions." In this study, we wanted to evaluate the ef-
fects of low dose pregabalin on weight, balance, gait,
fatigue, and sleepiness in FM patients in a twelve-
week follow-up period.

I MATERIAL AND METHODS

This prospective study was conducted in Nigde Omer
Halisdemir University, School of Medicine, Depart-
ment of Physical Medicine and Rehabilitation. This
study was carried out according to the Declaration of
Helsinki 2008 and approved by the Nigde Omer Hal-
isdemir University Ethics Committee. Verbal and
written informed consents were obtained from the
participants. The participants were recruited among
the patients admitted to the outpatient clinic in Phys-
ical Medicine and Rehabilitation Department of
Nigde Omer Halisdemir University. Twenty-eight pa-
tients with FM diagnosis who were found to be eligi-
ble for pregabalin use were included in the study. The
diagnosis of FM was made using 2016 revised Amer-
ican College of Rheumatology (ACR) diagnostic cri-
teria.! Patients who were pregnant or breast feeding,
who had other comorbid medical conditions that
could cause chronic pain like malignancies, multiple
major surgeries, traumatic injuries, or rheumatologic
diseases other than FM, patients with a history of sur-
gery or medical condition (e.g., stroke or knee re-
placement or vestibular disorder) or the use of
medications that may affect weight, fatigue, gait, bal-
ance were excluded. Those patients with neurologic

34

or endocrine diseases that may affect sleep onset or
maintenance were also excluded. All patients used
150 mg/day pregabalin during the study period. The
participating patients were followed for twelve
weeks. Weight, body mass index (BMI) measure-
ments, Tinetti Balance and Gait Test, Epworth
Sleepiness Scale (ESS) and Fatigue Severity Scale
(FSS) were performed before the beginning of treat-
ment, at fourth week, and at twelfth week of the
study.

TINETTI BALANCE AND GAIT TEST

This test is also called performance-oriented mobility
assessment scale.'* It is developed to assess the func-
tional mobility and stability in elderly patients.” It is
relatively easy and simple to use in clinical setting.
In the first part of the test, the balance of the patient
and its maintenance are tested during nine maneuvers
from daily life activities. The score from the first part
indicates the balance core. In the second part, obser-
vation of the gait and mobility was performed and it
is scored based on seven features of gait. The Turk-
ish version of this test was found to be valid and re-
liable.!¢

EPWORTH SLEEPINESS SCALE

This questionnaire measuring day time sleepiness
level was developed in 1991."7 In this self-adminis-
tered and simple questionnaire, the participants rate
their chance of falling asleep during eight different
situations of daily life in one of four scores from 0 to
3. The ESS score is obtained by adding the eight item
scores. Higher scores demonstrate higher daytime
sleepiness level. Its Turkish version was found to be
reliable and valid for measuring of daytime sleepi-
ness of Turkish patients.'®

FATIGUE SEVERITY SCALE

This short, self-administered questionnaire was de-
veloped to measure the severity of fatigue and its ef-
fect on function.” It includes nine items related to the
effects of fatigue on daily life and each item is rated
from 1 to 7 by the participants. The arithmetic mean
of the patients’ scores for each item is calculated as
the total score. The Turkish version of FSS was found
to be valid and reliable for measuring the severity of
fatigue in FM patients.?
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STATISTICAL ANALYSIS

Statistical analysis was performed using SPSS ver-
sion 20.0 (IBM Corporation, Armonk, NY). Quanti-
tative data were expressed as the meantstandard
deviations and qualitative data as proportions (%).
Repeated measures ANOVA was used to compare
the pretreatment, 4"and 12" post treatment week val-
ues of weight, BMI, Tinetti Balance, Tinetti Gait,
ESS and FSS scores. Post hoc tests using the Bon-
ferroni corrections were performed for the compari-
son of different time points. In all analyses, p values
<0.05 were considered as statistically significant.

I RESULTS

Among 28 patients who accepted to participate in the
study, 11 patients dropped out of the study. Seven of
these were due to adverse effects (5 patients due to
somnolence and 2 patients due to dizziness) and 4 pa-
tients dropped out due to personal reasons. Seventeen
patients completed the study. The mean age was
43.6+8.8 and all patients were female. The mean dis-
case duration was 2.4+1.3 years.

The values and comparison of study parameters
were given in Table 1. The weight of patients signifi-
cantly increased after the treatment at the 4™ week
(p=0.010) and at the 12" week (p=0.008) compared to
pretreatment measurements. The mean weight gain
was 1.5+1.8 kg at the 4" week and 1.7+1.9 kg at the
12" week compared to the baseline. There was no sig-
nificant difference between weight measurements after
the treatment at the 4% and 12" weeks. Fifteen (88%)
out of 17 patients had weight gain after the treatment
at the 4" week and 12" weeks. There were no statisti-

cally significant differences in the parameters of the
Tinetti Balance, Tinetti Gait, ESS and FSS scores be-
fore and after the treatment periods (Table 1).

I DISCUSSION

In this study, a significant increase in the body
weight and BMI was recorded in the fourth and
twelfth weeks of the treatment compared to the base-
line in patients with FM. But other parameters like
Tinetti Balance and Gait scores, ESS and FSS scores
did not change significantly compared to the base-
line. Weight gain is an adverse event frequently re-
ported in the studies evaluating pregabalin for the
treatment of fibromyalgia.'” Cabrera et al. reported
that nearly 17% of the patients on pregabalin treat-
ment for various indications had 7% weight gain
from baseline in a meta-analysis.?! They also re-
ported that FM patients had a mean weight gain of
2.0 kg and a 2.74% mean weight gain compared to
the baseline. Our patient group also had 1.5+1.8 kg
mean weight gain at the 4" week and 1.7+1.9 kg
mean weight gain at the 12" week compared to the
baseline. None of our patients dropped out of study
due to weight gain. The results of this study are com-
patible with those of the previous studies and indi-
cate that pregabalin treatment is associated with
weight gain in FM patients.

Somnolence, dizziness, fatigue, and daytime
sleepiness were other frequently reported side effects
of pregabalin use.?” Especially somnolence and dizzi-
ness were reported as the most common side effects
leading to drug discontinuation.'® Due to these com-
mon side effects, we investigated the effect of prega-

TABLE 1: Change in BMI, weight, Tinetti Balance and Gait, ESS and FSS.
Baseline (n=17) 4" week (n=17) 12 week (n=17)
MeanSD MeanSD MeanSD p
BMI 29.3+4.12 29.944.2° 30.44.2° <0.001
Weight 7314742 74.5+7.7° 74.747.8° <0.001
Tinetti balance 25.2+1.22 25.08+1.42 25.2+1.2¢ 0.379
Tinetti gait 8.6+0.6° 8.740.6 8.740.6 0.332
ESS 6.7£5.12 7.2+4.32 6.8+4.3¢ 0.518
FSS 474142 424142 3.941.3 0.226

Means that have no superscript in common are significantly different from each other. p values in the table demonstrate the significance of difference among groups .
BMI: Body mass index; ESS: Epworth Sleepiness Scale; FSS: Fatigue Severity Scale; SD: Standard deviation.
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balin on gait and balance using Tinetti Balance and
Gait test. Caglar Okur et al. also investigated the ef-
fect of pregabalin used for low back pain on gait and
balance.” They found a decrease in the balance and
gait scores at the first week but the scores at the 4
and 12" week were not different from baseline. Sim-
ilar to their study, the scores at the 4" and 12 were
not different from the scores at the baseline in our
study. These results suggest that pregabalin did not
have unfavorable effects on balance and gait in pa-
tients with FM in the short period.

In a study evaluating the effect of pregabalin in
patients with restless leg syndrome, it was reported
that day-time sleepiness was more prevalent in pa-
tients on pregabalin treatment compared to the
placebo group especially in higher doses.”* We did not
find a difference in the ESS scores of patient com-
pared to the baseline in our study. This may be due to
low (150 mg/day) dose of pregabalin used in our
study. These results suggest that pregabalin did not in-
crease sleepiness in patients with FM in 150 mg dose.

Pregabalin was also found to be associated with
fatigue in several studies in indications other than
FM.? Other studies reported that pregabalin was not
effective in reducing fatigue in FM patients.”® We
evaluated fatigue using FSS in FM patients and did
not find significant difference in FSS scores during
the twelve-week treatment period. Our results also
suggest that pregabalin has no positive or negative
effect on fatigue symptoms in FM patients.

There are several limitations of this study.
Firstly, the number of participants were low due to
high dropout rate. Seven out of 28 (25%) patients
dropped out due to adverse events. Similar to our
study, the dropout rate due to adverse events is high
in patients using pregabalin and it was reported to be
nearly 20% in patients with FM.>?¢ Secondly, only a
single test was used to evaluate the change in each of
the symptoms. We tried to choose the most practical
tests and tests which were found to be reliable and
valid for Turkish patients. Thirdly, pregabalin was
used as a low fixed dose (150 mg/day) during the
study period in this study.

In conclusion, the results of this prospective co-
hort study suggest that low dose pregabalin induces
weight gain in patients with FM. It does not have a
significant effect on gait, balance, sleepiness, and fa-

tigue.
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