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Do Antidepressant Medications Relieve Chronic Low

Back Pain?

Judith A. Turner, PhD, and Mary C. Denny, PhD

Seattle, W ashington

Background. Antidepressant medications arc commonly
prescribed for patients with chronic low back pain. A
literature synthesis was performed to determine
whether antidepressants are more effective than place-
bos in decreasing pain, disability’, depression, and anal-
gesic medication use in such patients.

Methods. English-language journal articles were identi-
fied from MEDLINE and PsycLIT databases, bibliog-
raphies, and inquiries to researchers and drug compa-
nies. Articles were included if they reported data from
placebo-controlled or drug comparison trials of antide-
pressants for patients with low back pain. Six articles
met these criteria.

Results. Three studies compared the effects of antide-
pressants and placebos on pain; two found no differ-
ence and one found a trend toward superiority' of imip-
raminc for patient-rated symptoms but no difference in
investigator ratings. Effects on functional disability’

Back pain is the second leading symptom prompting
visits to physicians in the United States.1For women 35
to 64 years of age and men 25 to 64 years of age, back
discomfort is the leading symptomatic reason for visiting
office-based physicians.2 Data from the National Ambu-
latory Medical Care Surveys (NAMCS) of 1977 and
1978 revealed that 61% of patients with back symptoms
were treated by primary care physicians, and back symp-
toms ranked second among presenting complaints in the
caseloads of internists and general and family practitio-
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were examined in three antidepressant—placebo com-
parisons; only one found the antidepressant to be more
effective. Antidepressant effects of an antidepressant vs
placebo were compared in three studies; none found a
significant difference. Effects on analgesic medication
use were compared in three studies; one found amitrip-
tyline to be superior and the others found no differ-
ence. Serious mcthodologic flaws characterized all six
studies, and insufficient reporting of data precluded
meta-analysis.

Conclusions. The literature has not demonstrated that
antidepressants are superior to placebos in improving
low back pain or related problems. However, further
randomized controlled trials arc needed to determine
whether antidepressants arc useful for low back pain.

Key words. Antidcpressive agents; backache; drug ther-
apy; placebo study; literature review. (/ Ftrni Pract
1993; 37:545-553)

ners.1Data from the 1985 NAMCS also indicate that the
physicians who see the most patients with back pain arc
those in primary care specialties.3 Similarly, population-
based data from the second US National Health and
Nutrition Examination Survey (NHANES-II), con-
ducted between 1976 and 1980, indicated that by far the
most common provider of care for low back pain was the
general practitioner (59% of people with low back pain
had sought care from a general practitioner).4

Patients with back pain are frequently treated with a
variety of medications. Drugs were prescribed in 61.5%
of physician office visits for back symptoms from 1977 to
1978.1 Although data from that survey have not been
published concerning the prevalence of prescription of
antidepressant medications for patients with low back
pain in primary care, it is known that tricyclic antidepres-
sants were prescribed by primary' care physicians in 2% of
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all office visits made by patients with low back pain in
1985.3 Even though antidepressant medications have not
been approved by the US Food and Drug Administra-
tion for the treatment of pain,3 physicians prescribe an-
tidepressant medications to patients with low back pain
for a number of reasons. These include the belief that the
antidepressant medication may have analgesic effects, be-
lief that the patient may be depressed (a common con-
comitant ofchronic pain), and belief that help with sleep
is needed.57 It is commonly thought that antidepres-
sants relieve pain in doses smaller than are needed to
relieve depression,8- 12 and that analgesic effects appear
earlier than antidepressant effects.9’13

Multiple recent articles have suggested that antide-
pressant medications arc helpful for many chronic pain
syndromes.35'9'10-14- 20 Some authors believe that antide-
pressant medication helps chronic pain indirectly because
of its beneficial impact on depression2l or sleep or
both20; others believe it has an analgesic effect indepen-
dent of its antidepressant action.22 This analgesic effect
has been postulated to relate to similarities between ncu-
rotransmittcr systems involved in depression and in pain.
It has been further hypothesized that serotonergic anti-
depressants (eg, clomipramine, fluoxetine) have greater
analgesic properties than do more noradrenergic antide-
pressants because serotonergic systems have been shown
to be involved in pain in animals.23-24 In fact, the second-
generation antidepressant trazodone was developed in a
process that involved testing potential drugs by assessing
animal responses to noxious stimuli.25 However, sero-
tonergic antidepressants have not been found to have
greater analgesic effects than noradrenergic antidepres-
sants,18 and noradrenergic systems may also be involved
in pain.26’27 Thus, the mechanisms by which antidepres-
sants may relieve depression and pain arc not under-
stood.1415

A number of reviews of the literature pertaining to
the effectiveness of antidepressants for various pain prob-
lems have been published, sometimes with conflicting
conclusions.8'14-16’1828 For example, in the family prac-
tice literature, in the same year (1989), one article stated
that “many antidepressant drugs ... are known to be
effective in treating . . . back pain,”10 (p213) while another
stated that “the role of antidepressants in back pain ... is
less clear.”29 (p234> A more recent article in the family
practice literature states that “a large and consistent body
of literature suggests that [tricyclic antidepressants] may
have specific beneficial effects in ... chronic low back
pain.”3 (p24)

The reason for undertaking this literature synthesis
was to update previous reviews with an extensive litera-
ture search and application ofsystematic, objective meth-
ods of data abstraction to articles identified as pertinent.
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The focus was on examining the literature to address
basic questions of practical importance to primary cae
physicians making decisions concerning optimal treat-
ments for patients suffering low back pain. There isa
great need for scientific information concerning out-
comes of various treatments for low back problems in
primary care settings, given the frequency of such prob-
lems and the fact that back pain is a more chronic
recurrent condition than previously thought.30 Specifi-
cally, we wanted to determine the following for patients
with chronic low back pain:

1. Whether antidepressant medications, as a group, at
more effective than placebo in decreasing pain, disability,
depression, and analgesic medication use

2. Whether the analgesic effects of antidepressant med-
ications arc independent of their antidepressant effects.

Methods

Article Selection

The MEDLINE (from 1966) and PsvcLIT (from 1967)
bibliographic databases through December 1992 were
searched to identify relevant English-language journal
articles. The search strategies used included the following
terms: antidepressive agents, antidepressants, the names of
specific antidepressant medications, and chronic pain, low
backpain, and backache. Articles were also identified from
bibliographies of articles and book chapters, and from
inquiries to pharmaceutical companies and to several
expert researchers in the field. By these methods 423
articles were identified, and their titles and abstracts
(when available) were reviewed. Any articles that ap-
peared to be possibly relevant to this literature synthesis
were then retrieved and read. Studies were included if
they reported data from placebo-controlled or drug com-
parison trials evaluating antidepressant medication in
samples consisting exclusively of people with low back
pain. Six articles met these criteria.31”36

Data Extraction

A standardized coding form was developed, and each
article was read independently by two clinical psycholo-
gist clinician-researchers, who used the form to extract
data on study methods, subject characteristics, antide-
pressants studied and their dosages, lengths of trials,
measures, and results. Disagreements were discussed ur+
til a consensus was reached.
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Results

We found only six controlled or comparison studies that
evaluated the efficacy of antidepressant medication for
low back pain. The studies and their sample sizes, med-
ications and dosages, length of trial, and results reported
arc listed in the Table. Three studies31”33 were random-
ized, placebo-controlled trials. One study34 used a cross-
over design with randomly assigned treatment-placebo
sequences. Two uncontrolled studies by Ward and col-
leagues35’36 compared two antidepressants, but it was not
stated whether subjects were randomly assigned to treat-
ments. Ward’s 1986 study35 was an extension of the
1984 study by Ward ct al,36 and included data from
subjects in the 1984 study. The six identified studies
varied greatly in terms of subject characteristics (eg,
depressive symptoms, level of pain intensity and disabil-
ity, duration of pain), antidepressant medication(s) stud-
ied, dosage, study design, and measures.

Is antidepressant medication superior toplacebo in decreas-
ing pain? Only three studies attempted to determine
whether antidepressant medication was superior to pla-
cebo in decreasing pain. Of the three, two found no
difference. Jenkins ct al33 reported similar improvements
in patient ratings of pain on a visual analogue scale and in
clinician ratings of patients’ pain level in imipramine and
placebo groups. However, no statistical analyses were
reported. Goodkin ct al32 found no difference between
trazodone and a placebo on visual analogue scale ratings
of pain intensity’. The third study, by Alcoff ct al,3l
reported a borderline (P = .058) statistically significant
difference between imipramine and placebo on patient
ratings of back pain severity'.

Research by Ward and colleagues36 also addressed the
efficacy of antidepressants for pain relief after “eliminat-
ing placebo responders” following a 2-weck placebo
washout period. This study compared doxepin and dcsi-
pramine to examine whether a more sedating antidepres-
sant (doxepin) might prove more useful for chronic low
back pain. Patients in both antidepressant groups re-
ported significantly reduced levels of pain severity (mean
for all patients decreased from 5.8 to 3.0 on a scale of 1
to 10, P < .005) and frequency (from pain experienced
90% of the time to pain experienced 52% of the time,
P < .01). Pain severity, but not frequency, decreased
significantly more in the doxepin than in the dcsipramine
group (data and statistics were not reported for this
finding). The lack of a placebo group makes it impossible
to assess how much of the change in reported pain is
attributable to specific effects of the antidepressants and
how much represents improvement associated with the
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natural course of the pain or the nonspecific effects of
being in a pain treatment trial.

If antidepressants do exert more than a placebo influ-
ence on pain, there should be some kind of a relation
between blood levels of medication and pain symptoms.
(Of course, this may not be a linear relation; medication
may only need to be above a certain threshold level to
affect pain, or there may be a therapeutic window.) Only
two studies reported data bearing on this relation; one
found no linear relation between imipramine blood levels
and patient symptoms,3L and the other found that in-
creased trazodone blood level was correlated with in-
creased pain as measured by a visual analogue scale.3

Is there a significant difference between antidepressant
medication and placebo in decreasing functional disability?
Three studies examined this issue; only one found the
antidepressant medication to be superior on any mea-
sure. Alcoff et al3l found imipramine to be superior to
placebo in increasing the frequency of certain recent daily
activities, according to patients’ self-report by question-
naire, but there were no significant differences between
the antidepressant and the placebo in patient symptoms
and physical findings as evaluated by the clinical investi-
gators. Alcoffet al3l speculate that both the patients and
physicians may have correctly guessed whether the pa-
tient was receiving the active medication or the inert
placebo because both groups were knowledgeable about
side effects commonly associated with the medication.
Goodkin et al2 found the placebo to be superior to
trazodone in decreasing disability as assessed by the
Sickness Impact Profile37 (an interviewer-administered
form). Pheasant ct al34 found no difference between
amitriptyline and an active placebo (atropine) in decreas-
ing functional disability' as rated by a physician or as
measured by patient responses to an activity-restriction
guestionnaire.

Similarly, Jenkins et al33 reported no clear benefit for
imipramine over placebo in improving physical measures
such as straight leg raise, and forward, backward, and
lateral flexion obtained by a physician or physical thera-
pist. However, no statistical analyses were presented. No
assessment of change in overall daily functioning was
included in this study.

Is there a significant difference between antidepressant
medication and placebo in decreasing depression? Three
studies31”33 of patients with varying levels of depressive
symptoms found no differences between placebos and
antidepressants in effects on depression. However, each
of these studies included some patients who were not
depressed, and patients not depressed initially would not
have much room to improve on depression measures. All

547



bG~
r3 bt

poo- s
«m§ p gtB

Ftiutke

<31l
asg” s

an wam > @ ||
w

the <
-
295589
B850
‘oo =l‘h'(l,,_
e B n=

n

<%
!
«
=1

2 7

75

1i?
.S-t-S

I's

oo w

3 3313
bG ~ NN s«
5 £ /W « cL
221' A v--is ® p
Sts : i
rﬁ C3nZP0
3X 'Cc"a-~
CL~™ _2 bf>E
p3§ 3 Afcz
o * ,\
2 NG ﬁ{
.SyEguEda a| 9N g
"§b§ SI>§3§/231D8
Yy &
iy

n-B g.5 3.

| § r 3-3/0

u-g Igf"b/jj%'c

oe |
Syg |

S §pPp df « &
1-8 g-8
138y
| B 153
Ax3 g

3w E’ E2 «c

E =«

0|

B

o

z

|

C

1i$s

.1-8.5

S ™m
S os =

m§SA3’\

7"tie-.2 “ A

n 232 C3u

3~ P

Craa

lLI

?z}ﬁﬂa

734—P=UX
u [

5ﬂRMﬁiﬁ%
6“8*5 ?Jé Q—S cy

>m2 g 8-9g52-3 3
lgS’\SgJ’\sLS

oo

1o
(@2

lsomo

i
I=p0

3
CLo ©
‘COzc¢c oo Xx
_3A
c 573-
z
1

N

201

0O's r g.So73:
~m 37 g-(b/\f\
r-s &ar 8
(NL
%AI:

gg i A| S AT

rotor-ri 3
308 ..a a-
y-S'~a -
“s H-]k

,0-£ g 0-0-g
~ 73

ji-g 8

Bz 1£5,°2

biro .= A73.C

g w

og®we o
ce no
owe bo
woCo T

"3 u -

.S-a &
u b -o

2w wlv

bx>= U .S’

oys Ul

173
188

&
P

e o
Xew

e}
o

PBP=M bws3
1r%§_8%5ghaju
1=3 a : t
“Cji3;i]
gee-3 ergo S
a £ &6*S g
juas-c g-a0
3H ~ |i-351 Ly
«
NE_JA"Sse- "0J
73
2 iYpy3rdps
N §20-006" ¢
8s
M
is
r
5 8
C
z
ie.
~B
S8
14
Z
4 *
T.-1
I's
tfl
kL It
S= "5
fl
A
oN
1H8
g ~73
111 s
I ®
1y,
-fais-
fis3'u
1]-



Antidepressant Agents and Low Back Pain

three studies relied on the Beck Depression Inventory
(BDI1)38 to measure change in depressive symptoms over
the treatment trial. In the study by Alcoff et al,3l only
four patients were reported to be mildly depressed and
three severely depressed initially, based on BDI scores. In
the study by Goodkin et al,32 initial mean BDI scores for
the placebo and the drug treatment groups were moder-
ate and comparable, and both groups had wide initial
variability in depression levels. Jenkins et al33 reported
low and comparable baseline median scores for the drug
and placebo groups and wide variability overall. In this
study, a subsamplc of the 15 most depressed patients (8
given imipramine, 7 given placebo) appeared to experi-
ence greater abatement of their depressive symptoms
from imipramine than from the placebo, but this differ-
ence was not statistically significant. In the study by
Ward et al36 of patients who were all clinicallv depressed
initially, doxepin and desipramine were associated with
significant improvement in depression. The mean Hamil-
ton Depression Rating Scale score for all patients de-
creased from 26.4 to 9.7 (P < .001). A 40% or greater
reduction in depressive symptoms was found in 73% of
patients completing the stud}'.

Is there a significant difference beWeen antidepressant
medication and a placebo in decreasing analgesic medication
use? Three studies examined this question. Pheasant et
a3 found amitriptyline to be superior to atropine pla-
cebo; Alcoff et al3l and Goodkin et al® found no differ-
ence between antidepressant medication and inert pla-
cebo. In the Pheasant et al study,34 analgesic use was
assessed by having a pharmacist count the unused pre-
scribed analgesic pills every 2 weeks for 6 weeks. Pre-
scribed analgesics were acetaminophen or aspirin, with
or without codeine, according to patients’ preferences. In
the study by Alcoffet al,3l analgesic use was measured by
patient self-report of the average number of pain pills or
tablets consumed per day in the past week. Goodkin et
al2 monitored drug intake by urine toxicology screening
tests at each visit. Unlike the other two studies, Goodkin
et al® reported only on reductions in narcotics intake and
not on other analgesic medication use. Their article did
not state what statistical analyses were performed to
compare reductions in narcotics intake or how narcotics
use was operationally defined. None of these studies
reported any subject exclusion criteria for the presence of
substance abuse or dependence at the start of the treat-
ment trials.

Are analgesic effects ofantidepressants independent of an-
tidepressant effects? Only the two studies by Ward and
colleagues35-36 in which all subjects were clinically de-
pressed, examined whether changes in depression corre-
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lated significantly with changes in pain. The first study,36
involving 26 subjects who completed atrial of doxepin or
desipramine, reported a trend toward a significant rela-
tion between changes in pain and depression (r = .28,
P = .099). However, the paper did not state which pain
and depression measures were used in this analysis. The
1986 article by Ward,3 which included these subijects
plus nine additional subjects, did report a significant
association. Decreases on the Hamilton Depression Rat-
ing Scale39 (from a mean of 26.2 to 9.1) correlated .61
(P < .001) with decreases in pain severity (from 5.7 to
3.1 on a scale of 0 to 10) and .47 (P < .003) with
decreases in pain frequency (from 76.5% to 54.6% of the
time). No study examined whether antidepressants were
differentially effective in relieving pain in depressed as
compared with nondepressed patients.

Quality of Studies

Details of how patients were randomized to treatment
groups were generally not reported. Although all studies
were “double-blind,” no study presented data on the
number of patients who were able to correctly guess
whether they were prescribed active medication or pla-
cebo. Only Goodkin et al32 reported information con-
cerning whether clinical evaluators were able to correctly
guess medications. In no study was outcome clearly
assessed independently of the treating clinician. This is a
major problem because clinician ratings may be biased by
guesses as to what treatment the patient is receiving
based on knowledge of the side effects reported. Even
when outcome is assessed by patient questionnaires, if
these are completed in the presence of the treating clini-
cian, subject responses may be biased by demand char-
acteristics of that situation. No antidepressant-placebo
comparison study presented information concerning the
number of subjects diagnosed as clinically depressed by
standardized criteria such as the DSM-I111-R,40 although
earlier studies, of course, were performed before these
were available. No study reported the results of power
calculations, and all studies had fairly small samples; thus,
the studies may have lacked sufficient power to detect
true differences between antidepressant and placebo
treatments. Attrition rates were high in all studies except
the one by Goodkin et al.32 Furthermore, only Goodkin
et al® attempted to obtain and analyze outcome data for
all patients who began the study regardless of compli-
ance.

Discussion

The literature does not demonstrate the superiority of
antidepressant medication over placebo in decreasing low
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back pain or associated disability and depression. O f the
three studies that examined the effects on pain, two32-3
found no pain-relieving properties of antidepressant
medication, and one study3l found a borderline statisti-
cally significant pain-relieving effect for antidepressant
medication. O f the three studies that assessed functional
disability or activity level, only one study3l found an
effect for antidepressant medication. This effect was
found only for patient self-ratings of frequency of certain
daily activities; no effects were found on ratings made by
clinical investigators. In one study32 a placebo was found
to be superior to trazodone in decreasing disability, and
in the third study,34 no placebo-antidepressant differ-
ences in effects on disability were found. In three stud-
ies31-33 that included both depressed and nondepressed
patients, antidepressant medication and placebo were
found to be equivalent in improving depression measure
scores. One study34 found antidepressant medication to
be superior to placebo in decreasing analgesic medication
use; two studies31'32 found no such difference. No study
reported consistent superiority of antidepressant medica-
tion over placebo across outcome measures. These pub-
lished studies may be a biased sample of the studies
conducted; there may well exist other studies that were
never published because they failed to find a significant
difference between the medication and the placebo. Such
publication bias (studies that show a treatment effect are
more likely to be published) has been demonstrated in
other clinical research areas.41-43

Although we must conclude that there is at this date
no convincing scientific evidence supporting the use of
antidepressant medication for low back pain relief, we
must also emphasize that the literature does not conclu-
sively demonstrate that antidepressants have no specific
effects on low back pain, disability, and associated prob-
lems. The studies generally had small sample sizes and
may have lacked statistical power to detect possible dif-
ferences between antidepressant and placebo groups.
Pooling data across studies using meta-analytic tech-
niques could potentially reveal differences that individual
studies were not sufficiently powerful to detect. Thus, it
is particularly unfortunate that differences among the
studies (especially in terms of medications, doses, and
outcome measures), insufficient reporting of data, and
the small number (three) of randomized, placebo-con-
trolled trials (the study by Pheasant et al34 used a cross-
over design) precluded the use of meta-analytic statistical
techniques for this literature synthesis. These factors
greatly limit the conclusions that can be drawn concern-
ing the study questions. Variations in patient popula-
tions sampled and in whether patients were allowed to
use other analgesics, as well as poor specification of study
inclusion and exclusion criteria, further contributed to
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the inability to pool data across studies and draw gencr-
alizable conclusions.

Subjects in the six studies were drawn from different
populations. These included rehabilitation unit inpa
tients, family practice outpatients, outpatients in a low
back pain clinic and in a pain clinic, Veterans Adminis-
tration Medical Center outpatients, and community vol-
unteers. It cannot be determined from the literature
whether patients with low back problems seen in differ-
ent settings (eg, primary practice vs pain clinic) nay
respond differently to antidepressants. Only one study
enrolled subjects from family practice settings, although
several studies recruited community' volunteers, who
might be similar to patients drawn from primary' care
populations.

An additional study,44 which did not meet criteria
for inclusion in this synthesis because the sample was of
patients with diverse chronic pain problems, deserves
mention. Patients with chronic pain were randomly &
signed to 6 weeks of treatment with the tricvclic antide-
pressant clomipramine, the antidepressant mianserin (@
noradrenaline re-uptake blocker), or placebo. Only 10
patients with low back pain completed the study, and this
small sample size precluded meaningful statistical analy-
sis; but it is interesting that the most improvement in
pain was reported by the patients receiving the placebo.
Overall, in this study of 253 patients with different
idiopathic pain syndromes, the two antidepressants were
not superior to placebo in reducing pain.

The literature is not adequate to answer the question
of whether antidepressants have analgesic effects inde-
pendent of antidepressant effects for patients with
chronic low back pain. Ward et al36 found a trend toward
a statistically significant relation between changes in de-
pression and changes in pain; and, with a larger sample,
Ward35 found moderate and statistically significant cor-
relations between changes in pain severity and frequency
and changes in clinician-rated depressive sy'mptoms. No
other studies examined this issue. Furthermore, the fail-
ure of most studies to adequately assess depression before
and after treatment in the subjects studied makes it im
possible to determine whether antidepressants arc differ-
entially effective in relieving pain in depressed patients &
compared with nondepressed patients.

The studies also did not yield information bearing
on two widely held beliefs. First, there are no daa
concerning whether antidepressant medications are effec-
tive in relieving low' back pain in smaller doses than those
used for treating depression. Second, there is no evidence
to support the proposition that serotonergic antidepres-
sants are more likely to have analgesic effects on low back
pain than are more noradrenergic drugs. In one study?
of the serotonergic drug trazodone, the placebo wes
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found to be superior to trazodone in decreasing physical
and psychosocial disability' in patients.

The duration of the medication trials was fairly
short, ranging from 4 to 8 weeks across studies. It is not
known whether analgesic effects might have become
more apparent with longer trials. The effects of an anti-
depressant drug on a depressed patient may not be fully
realized until 6 weeks after initiating therapy.45

Major problems in the study' methods and reporting
characterized this literature. Most worthy of comment
arc issues related to dropouts, statistical power, placebos,
and information reported. Dropout rates ranged from
5% to 44%. Information concerning reasons for attrition
inplacebo and treatment groups (eg, adverse side effects,
failure to improve) was typically not reported. All but
one study analyzed results comparing placebos with ac-
tive treatments using only treatment completers; results
front these studies should therefore be interpreted with
caution. Most clinical trial methodologists agree that
statistical analyses should compare all patients enrolled in
astudy according to random assignment, whether or not
they complied with or completed the assigned treatment
(intention-to-treat analysis).46 Analysis based on treat-
ment actually received is problematic for several reasons.
There may no longer be balance across treatment groups
in patient characteristics that may influence outcome; the
sample size and power are reduced; and bias is intro-
duced by using compliance (a factor often related to
outcome, regardless of whether the subject received ac-
tive treatment or placebo) to determine the comparison
groups.46

In interpreting the results of these studies, it is also
important to consider the type of placebo used. The
expectations of patients and clinicians greatly influence
pain relief reported after the use of medication.4' The use
of lactose or inert placebos without the well-known side
effects of antidepressants may have the effect of both
subject and clinician correctly guessing from the side
effects whether the patient is receiving a placebo or a
medication.48 Studies are less likely to demonstrate the
superiority of an antidepressant medication over placebo
for improving depression when the placebo is atropine
than when it is inert.49 Other studies have shown that
greater blindness of study participants as to who received
the placebo and who received the active drug is associ-
ated with smaller advantages for the antidepressant over
the placebo in decreasing depression.5051 In this litera-
ture synthesis, only the study by Pheasant et al34 used a
non-inert placebo. No study reported data on whether
patients guessed the identity of the drug they took; thus,
it is not clear whether any of these studies were truly
double-blind in effect.

Given all of these considerations, it is imperative
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that future studies of the cfficacv of antidepressant med-
ication for pain problems include a credible placebo-
control condition. Patients are likclv to seek treatment
and enroll in studies when pain is relatively bad and to
improve over time with or without treatment.52 Further
contributing to improvement are nonspecific effects such
as those associated with being in a study and receiving
attention from study doctors and staff. Improvement
associated with natural historv and nonspecific factors
may be responsible for much or all of am improvement
clinicians may observe in low back pain patients treated
w'ith antidepressants.

Conclusions

Because a methodologically sound body of literature is
lacking in this area, the questions we addressed in this
review cannot be firmly resolved. Further randomized,
placebo-controlled, double-blind studies are clearly
needed to assess the efficacy and effectiveness of different
antidepressant medications, at different dosages, com-
pared with one another and with placebo (if possible, an
active placebo with side effects similar to those of the
active drug). Improvements in study methods to avoid
problems such as those discussed here are of course
essential. Effects of medication vs placebo on pain, de-
pressive symptoms, and functional disability, as rated by
subjects and observers blind to treatment group assign-
ment and side effects experienced, should be compared
not only in terms of statistically significant differences,
but also in terms of clinically significant differences.
Meanwhile, given the lack of scientific support for
the pain-relieving properties of antidepressants, phvsi-
cians may want to exercise caution in prescribing these
medications in hopes of pain relief for patients with low
back pain who are not clinically depressed. Symptoms of
depression in these patients (such as persistent dysphoria
or anhedonia; changes in sleep, appetite, or weight;
decreased energy level; feelings of worthlessness; suicidal
ideation) consistent with a diagnosis of major depression
according to the American Psychiatric Association’s
DSM-I111-R criteriad0 should be assessed and treated.
Antidepressant medications can be expensive (especially
the newest ones) and can produce side effects ranging
from bothersome to dangerous, such as dry mouth,
drowsiness, constipation, urinary retention, orthostatic
hypotension, and mania.195354 Furthermore, some anti-
depressant medications can be used alone, or in combi-
nation with other substances, to commit suicide.19 On
the other hand, antidepressant medications may be a
useful tool for alleviating clinical depression in this pa-
tient population, and have the advantage of not leading
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to physiological dependence or abuse. Furthermore, they
may be helpful in improving sleep, a frequent problem
reported by patients with low back pain.
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