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BACKGROUND: Although the pathophysiology of fibromyalgia is unknown, central monoaminergic transmission may play a role.
Antidepressants have proved to be successful in alleviating symptoms of fibromyalgia. Medications that act on multiple neurotransmitters
may be more effective in symptom management.

OBJECTIVE: To assess the efficacy of venlafaxine, a potent inhibitor of both norepinephrine and serotonin reuptake, in the treatment
of patients with fibromyalgia.

METHODS: Fifteen patients with fibromyalgia were assessed prior to and after treatment with fixed-dose venlafaxine 75 mg/d. Before
initiation of pharmacotherapy, patients were interviewed with the Structured Clinical Interview for Axis | disorders in the Diagnostic
and Statistical Manual of Mental Disorders, 4th edition. The study lasted for 12 weeks, and patients were evaluated in weeks 6 and
12. The primary outcome measures were the Fibromyalgia Impact Questionnaire (FIQ) total score and pain score. The anxiety and
depression levels of the patients were measured with the Beck Depression, the Beck Anxiety, the Hamilton Anxiety, and the
Hamilton Depression scales.

RESULTS: There was a significant improvement in the mean intensity of pain (F = 14.3; p = 0.0001) and in the disability caused by
fibromyalgia (F = 42.7; p = 0.0001) from baseline to week 12 of treatment. The depression and anxiety scores also decreased
significantly from baseline to week 12. The improvement in the FIQ scores did not correlate with the decrease of scores in both
patient- and physician-rated depression and anxiety inventories. Change in pain scores also was not correlated with the change in
depression and anxiety scores.

CONCLUSIONS: Venlafaxine was quite promising in alleviating the pain and disability associated with fibromyalgia. This effect seems
to be independent of its anxiolytic and antidepressant properties. Blockade of both norepinephrine and serotonin reuptake might be
more effective than blockade of either neurotransmitter alone in the treatment of fibromyalgia.
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F ibromyalgiais a syndrome of chronic muscul oskeletal
pain with typica symptoms of pain and stiffness, ten-
derness over specific trigger points, fatigue, and deep dis-
turbances.* The prevaence of fibromyagiais estimated to
be 2% in the US, and it was found to be 5% in a Turkish
community study.?® It is more common in females, and the
incidence increases with age.* The role of psychologica
factorsin the pathogenesis of fibromyalgiaisamuch de-
bated issue. Whether excessive levels of depression and
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anxiety in patients with fibromyalgiais the cause or the re-
sult of the disorder is amatter of interpretation. It has aso
been reported that the prevalence of depression is no higher
in patients with fibromyalgia than in patients with rheuma
toid arthritis or hedlthy controls®

Although the pathophysiology of fibromyalgiais un-
known, central monoaminergic transmission may play a
rolein its etiology. Two recent meta-analyses of trials of
anti depressants have shown tricyclic antidepressants to be
moderately effective in the treatment of patients with fi-
bromyagia5’ A systematic review showed that antidepres-
santsimproved deep, fatigue, pain, and well-being, but not
trigger points. Only 1 study revealed a correlation between
symptom improvement and depression scores.” The effects
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of serotonin-reuptake inhibitorsin fibromyagiaaso showed
discrepant findings. Placebo-controlled studies involving
citalopram and fluoxetine revealed conflicting results.®*?
The only study ng the efficacy of venlafaxine, apo-
tent inhibitor of both norepinephrine and serotonin reup-
take, was open-label and disclosed a positive responsein
the majority of fibromyalgia patients. In this study, the
presence of lifetime psychiatric disorders, particularly de-
pressive and anxiety disorders, predicted a positive re-
sponse to venlafaxine.** Our trial was designed to assess
the efficacy of the norepinephrine and serotonin-reuptake
inhibitor venlafaxine in fibromyalgia patients and to seek
any possible correlation of its efficacy with psychological
measures.

Methods

SUBJECTS

The study was conducted between December 2001 and April 2002 at
the outpatient clinics of Karadeniz Technical University (KTU) Medica
School, a university hospita based in the city of Trabzon in northeastern
Turkey. All consecutive patients diagnosed as having fibromyalgia ac-
cording to American College of Rheumatology (ACR) criteriain the
outpatient clinics of physica therapy and rehabilitation department were
interviewed.! Patients with current suicidal thoughts, severe heart disease
(congestive heart failure or coronary heart disease), or a debilitating neu-
rologic condition were excluded from the study, as well as patients using
psychotropic agents (antidepressants, anxiolytics, antipsychotics) and
analgesics (including nonsteroidal antiinflammatory drugs and aceta-
minophen) within the last month. Eighteen potential subjects were ex-
cluded from the study and 20 were found to be dligible. All patients pro-
vided informed consent and none refused to participate. There was no
sign of hepatic or renal impairment in our patients. All the eligible pa-
tients were women. Through the course of therapy, 5 patients | eft the
study and 15 patients completed it. The procedures followed were in ac-
cordance with the ethical standards of KTU Medical School and the
Helsinki declaration of 1975, asrevised in 1983.

PROCEDURE

All patients were diagnosed as having fibromyalgia according to the
operationa criteria proposed by the ACR.! At theinitial assessment, the
study group was evauated by using the Structured Clinical Interview for
Axis | Disorders (SCID) in the Diagnostic and Satistical Manual of
Mental Disorders, 4th edition.***> The subjects were given the following
scalesin addition to the sociodemographic data form: the Beck Depres-
sion® and Anxiety®” Inventories, the Hamilton Depression'® and Anxiety*
Scales, the Fibromyalgia Impact Questionnaire (FIQ),?° and the Short
Form-36. The intensity of the pain was recorded with a visual analog
scale (VAS) of 100 mm length by patients.?* All patients were able to
complete the questionnaires independently. With FIQ and VAS pain being
the primary outcome measures, 4 other scales were also given to patients
to investigate the much- debated association between psychological dis-
tress and symptom severity. Sdf-report scales (e.g., Beck Depression and
Anxiety) were administered to patients, as well as the Hamilton rating
scales for depression and anxiety, which were rated by physicians. The
subjects were given afixed dose of venlafaxine 75 mg/d after the initial
assessment, and therapeutic efficacy was assessed at weeks 6 and 12 of
treatment. No change was made in the dose of the medication from the
beginning to the end of the study. The patients were not initiated on any
new treatments for fibromyalgia, and they provided informed consent.

STATISTICS

Repeated-measures ANOVA was used to compare the measures be-
fore and after trestment. The Bonferroni method was used to detect which
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groups showed asignificant difference. Theimpact of current or past psy-
chiatric disorder on the measures was assessed with Mann-Whitney U-
test. Pearson correlation anaysis was performed to identify a possible as-
sociation with the change in depression and anxiety scores and the
change in pain and disability scores. Whether these relations were statis-
ticaly significant was investigated with 2 different correlation analyses
for every possible pair of variables; p < 0.05 was regarded as significant.

MEASURES

The 100-mm VAS was used with anchors of “no pain” and of “pain
asbad asit could be.” Most studies that compare VAS with numerical
and verbd ratings conclude that the VAS or numericd ratings are statisti-
caly preferable to the verbal rating scales®

The FIQ is asdlf-report instrument composed of 19 items.® The first
10 items comprise aphysica functioning scale; each itemisrated on a
4-point Likert-type scale. On items 11 and 12, subjects indicated the
number of days that they felt well or missed work because of fibromyal-
giasymptoms. Items 13 through 19 are 10-cm visual analog scalesaong
which subjects rated the difficulty in performing their job responsibili-
ties, pain, fatigue, morning tiredness, stiffness, anxiety, and depression.
All subscores, with the exception of the 2 work-related scores, were
summed to yield the total score of fibromyalgiaimpact, which ranges
from O (no impact) to 80 (maximum impact). FIQ iswidely used in pa
tients with fibromyalgia to evaluate both the clinical severity of the dis-
ease and the efficacy of different interventions. It has been found to be
valid and reliable in Turkish fibromyalgia patients.? The Beck Depres-
sion Inventory is a 21-item sdlf-report questionnaire that assesses severi-
ty of depression.’ Individuals are asked to rate themselves on a 0-3
spectrum (0 = least, 3 = most) with a score range of 0 to 63. The total
scoreisasum of al items. It was shown to be vaid and reliable in Turk-
idnll23

The Beck Anxiety Inventory is a 21-item self-report questionnaire.r”
Each item israted on a4-point Likert scae ranging from O (not &t al) to
3 (severdly, | could barely stand it). The total score ranges from 0 to 63.
It was shown to be valid and reliablein Turkish.2

The levels of depression and anxiety were also assessed by the psy-
chiatrists using the Hamilton Anxiety®® and Depression'® scales. These
scales have been demonstrated to be vaid and reliable in Turkish popu-
lation studies®%

Results

Within the first week of treatment, 5 patients dropped
out due to adverse effects of the medication. The most
commonly reported adverse effects were nauses, irritabili-
ty, insomnia, anorexia, and headache. One patient reported
aworsening of the pain after initiation of trestment. Half of
al patients suffered from 1 or more adverse effects. Fifteen
patients completed the study. These patients had amean +
SD duration of disease of 3.7 £ 2.8 years and a mean age
of 37.7 + 7.8 years. Fourteeen subjects were married. Five
had graduated from primary school, 4 from secondary
school, 4 from high school, and 2 were university gradu-
ates. Two of the patients in the study group reported a past
history of antidepressant treatment. Of these 15 women, 9
did not have any current psychiatric disorder, but 5 were
diagnosed as having generalized anxiety disorder and 1 as
having bipolar disorder. Of the 9 patients without a current
psychiatric disorder, 3 were found to have a past history of
major depressive disorder according to the SCID. Thein-
tensity of pain did not decrease significantly from basdine
to the sixth week of treatment, but showed a significant
improvement in the mean intensity of pain (F=14.3; p=
0.0001) and the disability caused by fibromyalgia (F =
42.7; p = 0.0001) from baseline to week 12 of treatment.
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The depression and anxiety scores also decreased signifi-
cantly from baseline to week 12 (Table 1).

There was no difference in the perceived pain scores of
patients with or without a current or past psychiatric disor-
der. The Beck Anxiety Inventory scores decreased signifi-
cantly in the sixth week of trestment from basdline and de-
creased further at the 12-week treatment. Anxiety levels as
reported by the Beck Anxiety Inventory dropped steadily
with treatment (F = 17.6; p = 0.0001). The Beck Depres-
sion Inventory scores did not show asignificant decreasein
week 6, but decreased significantly from basgline by week
12. There was a significant decrease of Beck Depression
Inventory scores from week 6 to 12 (F = 8.6; p = 0.002).
The Hamilton Anxiety Scale scores also showed a steady
and significant decrease during treatment. The differences
between basdline messure and in trestment measures were
significant (F = 23.5; p = 0.0001). The Hamilton Rating
Scalefor Depression scores a so showed a steadily decress
ing pattern in which differences were significant (F = 21.6;
p = 0.0001). The FIQ scores decreased significantly during
both study periods. There was a steady and significant de-
crease in the FIQ scores with treatment (F = 42.7; p =
0.0001). Neither the improvement in the anxiety or depres-
sion measures nor the improvement on fibromyalgia-relat-
ed disability were influenced by the presence of acurrent or
past psychiatric disorder. Patients who had current or past
psychiatric disorders did not differ in their improvement
rate compared with those without that history. The im-
provement in the FIQ scores did not correlate with the de-
crease of scoresin both patient- and physician-rated depres-
sion and anxiety inventories. Change in pain scores aso
was not correlated with the change in depression and anxi-
ety scores. Ther values are presented in Tables 2 and 3.

Discussion

We found venlafaxine to significantly improve the FIQ
total score; moreover, patients receiving venlafaxine had a
sgnificantly decreased severity of pain. We wanted to deter-
mine whether thisimprovement was dependent on the psy-

Table 1. Scale Scores Before and After Treatment®

Research Reports

chologicd relief afforded by this particular medication. This
effect wasindependent of the changesin anxiety and depres-
sion scores. A randomized, double-blind, crossover study of
19 patients compared the independent and combined effica:
cy of fluoxetine 20 mg/d and amitriptyline 25 mg/d with
placebo in the treatment of fibromyagia* Compared with
the placebo group, the fluoxetine group showed significant
improvements on scoresin the FIQ and on VASsfor pain,
globa well-being, and deep disturbances. The amitriptyline
group showed similar improvements. When fluoxetine and
amitriptyline were used together, there was even greeter im-
provement in these variables. Blockade of both nore-
pinephrine and serotonin reuptake seemed to be more effec-
tive than blockade of either neurotransmitter alone. This
study gave usthe inspiration that a dual-action antidepres-
sant with both serotonergic and noradrenergic properties
might be effectivein the treatment of fibromyalgia
Inasmilar vein, Dwight et a.*® found venlafaxine to a-
leviate the symptoms of fibromyagiain some patients. An
open 8-week trid of venlafaxinein 11 patients resulted in
the reduction of fibromyalgia symptomsin 6 patients. The
presence of chronic psychiatric disorders, particularly de-
pressive and anxiety disorders, predicted a positive response
to venlafaxine. There was no correlation between current
Axis| disorders and treatment response. To our knowledge,
our study isthe second that has investigated the efficacy of
the serotonin and norepinephrine reuptake inhibitor ven-

Table 2. Correlation Between Change in Pain Scores
and Anxiety and Depression Measures?

Score Treatment Time
Change
Pain Baseline—6 wk 6-12 wk
HAS 0.37 -0.03
HRSD -0.17 -0.19
BAl 0.15 0.51
BDI -0.09 -0.02

BAI = Beck Anxiety Inventory; BDI = Beck Depression Inventory; HAS
= Hamilton Anxiety Scale; HRSD = Hamilton Rating Scale for De-
pression.

2r values; p > 0.05.

p Value
Treatment Time -
Baseline—
Scale Baseline 6 wk 12 wk 6 wk 6-12 wk

Pain 58.8+10.2 51.2+14.6 37.4+125 0.117 0.034
HAS 21.6+129 128+6.4 8.1+43 0.006 0.000
HRSD 11.2+54 6.7+3.7 59+3.0 0.001 0.186
BAI 27.3+125 18.8+9.0 150+8.2 0.002 1.000
BDI 17.0+49 184+52 105+46 1.000 0.023
FIQ 56.2+8.3 46.6+88 394+109 0.001 0.0001

Table 3. Correlation Between FIQ Scores and Anxiety
and Depression Measures?

Score Treatment Time
Change
FIQ Baseline—-6 wk 6-12 wk
HAS -0.02 -0.09
HRSD 0.02 0.13
BAI -0.05 0.18
BDI 0.37 0.25

BAI = Beck Anxiety Inventory; BDI = Beck Depression Inventory; FIQ
= Fibromyalgia Impact Questionnaire; HAS = Hamilton Anxiety Scale;
HRSD = Hamilton Rating Scale for Depression.

aMean + SD in 15 patients.

BAI = Beck Anxiety Inventory; BDI = Beck Depression Inventory; FIQ
= Fibromyalgia Impact Questionnaire; HAS = Hamilton Anxiety Scale;
HRSD = Hamilton Rating Scale for Depression.

2p > 0.05.
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lafaxine in fibromyalgia patients. In conjunction with the 2
studies cited above, we propose that both norepinephrine
and serotonin may play arole in the pathophysiology of fi-
bromydgia. We found a significant decrease from baseline
in al measures of anxiety and depression at the end of the
treatment. Given the high comorbidity of depression with
fibromyalgia, one might speculate that venlafaxine has ex-
erted its effect by aleviating psychologica distress. This
proved to be untrue in our study group where changesin
the pain and FIQ scores were not correlated with the changes
in the anxiety or depression scores. This particular finding
is pointing toward an efficacy of venlafaxinein patientswith
fibromyalgiaindependent of its antidepressant and anxi-
olytic properties.

Our results differ from those of Dwight et a.*® regarding
the impact of past psychiatric disorders on trestment out-
come. We found neither past nor current psychiatric disor-
dersto predict treatment response to venlafaxine. There
was no differencein the pain or FIQ scoresin patients with
or without a past or current psychiatric disorder. Thisis
asoin linewith the finding that venlafaxine exerted its ef-
fect independent of its antidepressant properties. Antide-
pressants may also have effects in patients with pain re-
gardless of the presence of adepressive syndrome.?”

We should mention several caveats of our study. First,
thiswas an open trid; it was neither controlled nor blinded,
and the placebo response was therefore not possible to
elicit. We did not elaborate a tender point measurement.
Whether there was any decrease in tender pointsin re-
sponse to treatment could have provided additional data,
although in studies of antidepressant use in fibromyalgia,
tender points seem to have improved only minimally de-
spite improvement in measures of pain, global well-being,
and deep.57 Five of 20 patients (25%) withdrew due to ad-
verse effects of the drug, and this number is comparable to
the one reported by Dwight et a. (4 of 15). This drop-out
rate may be due to our fixed-dose regimen. Had we started
the medication in smaller amounts, we might not have
missed some of those patients. Finally, this sample sizeis
too small to draw conclusions regarding which factors pre-
dicted treatment response.

Summary

We found venlafaxine to be quite promising in aleviat-
ing the pain and disability induced by fibromyalgia. This
finding isin favor of the ideathat medications that act on
multiple neurotransmitters may prove to be more effective
in symptom management.2 Blockade of both norepinephrine
and serotonin reuptake might therefore be more effective
than blockade of either neurotransmitter alone in the treat-
ment of fibromyalgia. This result should be corroborated
further with a placebo-controlled, double-blind study.
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EXTRACTO

TRASFONDO: Aunque se desconoce la patofisiologia de lafibromidgia, la
transmisién monoaminérgica central puede gercer un rol importante en
su etiologia. Los antidepresivos han sido efectivos en diviar los
sintomas de lafibromialgia. Farmacos que actiian sobre mdiltiples
neurotransmisores pudieran ser mas efectivos en mangar los sintomas.

oBJETIVO: Paraevauar la€ficacia de venlafaxina, un inhibidor potente
de larecaptacion de norepinefrinay serotonina, en € mango de
pacientes con fibromidgia.

METODOS: Se evaluaron 15 pacientes con fibromialgia antes y después
del tratamiento con 75 mg diario de venlafaxinaen dosisfija. El estudio
dur6 12 semanasy los pacientes fueron evaluados en las semanas 6y 12
detratamiento. Las medidas primarias de respuesta fueron lamarcaen e
Cuegtionario de Impacto de Fibromiagia (CIF) y lamarcaen laescda
dedolor. Los niveles de ansiedad y depresion de los pacientes fueron
medidos con la Escalade Depresion de Beck, la Escala de Ansiedad de
Beck, y las Escalas de Depresion y Ansiedad de Hamilton.

REsULTADOS: Hubo mejoria significativaen laintensidad promedio del
dolor (F=14.3, p=0.0001) y laincapacidad causada por lafibromiagia
(F=42.7, p=0.0001) desde € inicio hastala duodécima semana de
tratamiento. Las marcas de ansiedad y depresién también bajaron
significativamente entre d inicio y la semana duodécima de tratamiento.
No hubo correlacion entre lamejoriaen € CIF y laclasificacion dd
paciente o  médico del nivel de depresion o ansiedad. Tampoco hubo
correlacion entre el cambio en € nivel dedolor y los cambiosen € nivel
de ansiedad y depresion.

coNcLUSIONES: Lavenlafaxina promete ser buenaen diviar la
incapacidad y € nivel del dolor causado por lafibromidgia. El efecto
parece ser independiente de sus propiedades ansidliticas y
antidepresivas. En & mangjo de fibromialgia, € bloqueo smultaneo de
larecaptacion de norepinefrinay de serotonina pudiera ser més efectiva
que el bloqueo individual de cuaquiera de estos neurotransmisores.

Mitchell Nazario
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Research Reports
RESUME
HISTORIQE: La physiopathologie de lafibromyalgie n’ est pas clairement
connue, toutefois la transmission monoaminergique centrale pourrait
é&reimpliquée dans son éiologie. L’ efficacité de certains antidépresseurs
pour atténuer les symptdmes de la fibromyagie a éé démontrée. Les
agents touchant plusieurs neurotransmetteurs pourraient mieux controler
les symptémes de lafibromyalgie.

osJecTIF: Evaluer I’ efficacité de lavenlafaxine, un puissant inhibiteur de
larecapture de la norépinéphrine et de la sérotonine, pour le traitement
delafibromyalgie.

sITE DE L'ETUDE: Clinique ambulatoire de psychiatrie d un hopital
universitaire du nord-est dela Turquie (Karadeniz Technica University
Medica School).

METHoDoLoalE: Un groupe de 15 patients fibromya giques a é&é évaué
avant et gpres un traitement a dose fixe de venlafaxine adose
quotidienne de 75 mg par jour. Les participants potentiels éaient
identifiés a partir de la population diagnostiquée avec une fibromyalgie
(selon les critéres du Collége américaine de rhumatologie) alaclinique
de physiothérapie ou la clinique de réadaptation. Avant de débuter la
thérapie avec |’ antidépresseur, une entrevue éait conduite avec le patient
en utilisant le guide d entrevue clinique structurée (Structured Clinical
Interview) pour les désordres del’axe 1 sslonle DSM V. Ladurée de
Iéude était de 12 semaines. Les participants éaient évaluéslorsdela6e
et dela 12e semaine de traitement. L es critéres cliniques principaux

d efficacité éaient le score total aing que le score de douleur obtenus au
questionnaire d’ impact sur lafibromyalgie (FIQ: Fibromyalgia Impact
Questionnaire). Les criteres cliniques secondaires éaient les niveaux

d anxiété et de dépression mesurés avec les échelles de Beck et de
Hamilton pour I" anxiété et la dépression.

RESULTATS: Une améioration significative a été observée ala 12e
semaine, comparativement alavaleur de départ, pour I'intensité
moyenne de ladouleur (F = 14.3; p = 000.1) ains que pour I'incapacité
causée par lafibromyalgie (F = 42.7; p = 0.0001). Les scores de
dépression et d’ anxiété étaient auss significativement diminuésala12e
semaine. L'améioration du score total d'impact sur lafibromyalgie
(FIQ) n'apas montrée de corrélation avec la diminution des scores de
dépression et d’ anxiété obtenus; et ceci, tant pour |es scores mesurés par
les patients que ceux mesurés par le médecin. Le changement du score
de douleur n' &ait pas non plus en corréaion avec les scores de
dépression et d' anxi&té.

concLusions: L efficacité de lavenlafaxine pour soulager ladouleur et
I"incapacité causée par lafibromyalgie, mesurée dans cette éude,

s avére prometteuse. Cet effet semble indépendant des propriétés
anxiolytiques et antidépressives de la venlafaxine. Le blocage smultané
de larecapture de la norépinéphrine et de la sérotonine pourrait traiter
plus efficacement la fibromyagie que le blocage d’ un seul des 2
neurotransmetteurs.

Marie-Claude Vanier

The Annals of Pharmacotherapy = 2003 November, Volume 37 =



