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he article by Detke and colleagues1 in this issue
of the Journal presents very interesting data on the
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T
 effect of a novel dual-action antidepressant, duloxetine, on
painful physical symptoms from a placebo-controlled
study of patients suffering from major depressive
disorder (MDD). MDD is a psychiatric disorder involving
a range of psychological, physical, somatic, and behavioral
symptoms. The DSM classification of MDD has tradition-
ally had a greater focus on some of the psychological
symptoms of depression, such as depressed mood, lack of
interest, excessive guilt, suicidal thoughts, feelings of
worthlessness, and indecisiveness. Although some of the
physical/somatic MDD symptoms, primarily fatigue and
both sleep and appetite disturbances, are included in the
DSM-IV classification of this disorder,2 it is apparent that
somatic and physical symptoms are underrepresented in
the current nosology, despite the fact that they represent
the chief complaint for a substantial proportion of patients
suffering from MDD. Indeed, as many as 76% of patients
suffering from depression were found to report somatic
symptoms, including various types of pain, such as head-
aches, stomach pain, vague, poorly localized pain, and
back pain.3,4 In addition, physical symptoms such as back
pain, musculoskeletal complaints, and chest pain have
been shown to predict greater depression severity.5

NOSOLOGICAL ISSUES

The nosology of some of the subtypes of MDD, how-
ever, has placed a much greater emphasis on the debili-
tating aspects of MDD-associated somatic and physical
symptoms. For example, in the case of the DSM-IV
classification of MDD with atypical features or atypical
depression, physical or somatic symptoms comprise 3
of the 4 required associated features (extreme fatigue/
leaden paralysis, hyperphagia, and hypersomnia). The
leaden paralysis of atypical depression is an interesting
physical symptom that captures the common description
by depressed patients of severe fatigue/heaviness in arms
and legs (as if the limbs were filled with lead). On the
other hand, in addition to fatigue and sleep and appetite
disturbances (included in the DSM-IV definition of
MDD), MDD is associated with many other troublesome
somatic and physical symptoms. These symptoms range
from muscle tension to headaches, backaches, and a gen-
eral symptomatology of pain. In some instances, these
common somatic symptoms of pain have been attributed
to other medical conditions or to conditions whose rela-
tionship with depression is poorly understood, such as
fibromyalgia.

One could argue that the current, DSM-IV-based
conceptualization of MDD, emphasizing psychological
symptoms as key features of the disorder, has led to a
bias toward the underestimation of the rate of MDD in
populations that primarily complain of somatic symp-
toms. A study by Posse and Hallstrom6 identified cases of
masked depression in primary health care, by employing a
2-stage design. In the first stage, involving a study of 442
patients, the prevalence of recognized depression was
1.8%. In the second stage, of 62 patients screened nega-
tive at stage 1 and investigated further because of high
somatization scores, 39 (63%) were found to have a mood
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disorder (MDD or dysthymia) according to DSM-III-R.
Stage 2 almost tripled the estimate of MDD prevalence in
this population, providing support to the view that so-
matic symptoms may be the presenting and key features
of MDD in a significant proportion of patients.6 Inter-
estingly, the diagnostic category with the highest rate of
depressed patients was “musculoskeletal diseases.”6 The
issue of underrecognition of MDD secondary to the
greater emphasis on psychological than somatic symp-
toms is even more crucial in minority populations, as
these populations have, historically, had limited access to
medical resources in general.7

ASSESSMENT OF SOMATIC SYMPTOMS

Many clinicians have been led to believe by the current
nosology that it is more important to track psychological
symptoms and only some, but certainly not many, of the
concurrent somatic symptoms. For that reason, few cli-
nicians systematically assess somatic symptoms among
depressed patients, and, even in the presence of significant
somatic symptomatology at the outset, they do not target
and/or track such symptoms during the course of the
treatment. The use in clinical practice of sensitive scales
assessing somatic symptoms remains rather uncommon,
and, similarly, the conventional scales used to measure
depression in clinical trials rarely include significant num-
bers of somatic symptoms. For example, the Montgomery-
Asberg Depression Rating Scale (MADRS)8 is a 10-item
clinician-rated scale that includes only 3 somatic symp-
toms (decreased appetite, insomnia, and fatigue). The
Hamilton Rating Scale for Depression (HAM-D)9 is typi-
cally administered in its 17-item version, which does
include a greater number of somatic symptoms (insomnia,
decreased appetite/weight loss, fatigue, somatic/anxiety
symptoms) than the MADRS. However, while psycho-
logical symptoms (depressed mood, feelings of guilt,
suicidal thoughts, reduced interest/productivity, psychic
anxiety, reduced libido, hypochondriasis, insight) and
psychological/behavioral symptoms (retardation and agita-
tion) may account for up to 38 points of the possible total
score of 56, somatic symptoms may account for up to only
18 points (32% of the maximum total score). In addition,
the HAM-D still places a much greater emphasis on sleep
and appetite disturbances, which can account for up to 10
of the total 18 points related to somatic symptoms, and
mixes fatigue with aches and backaches in one of the
remaining items, thereby poorly tracking pain symptoms.
These problems are not unique to the HAM-D and the
MADRS. In fact, most scales that focus on depression tend
to concentrate primarily on the psychological symptoms,
as pointed out by Zung.10 In summary, it appears that most
of the scales used to assess depression in clinical studies
have failed to bring the somatic aspect of depression to a
level of attention and assessment equal to that of the

psychological symptoms. The study by Detke and col-
leagues in this issue,1 by utilizing visual analogue scales
to track changes in painful physical symptoms during their
study, was able to show a greater effect of duloxetine on
these domains compared with placebo.

Which instruments can clinicians use to assess and track
somatic symptoms of depression? Unfortunately, the litera-
ture does not help us much, as most of the best-studied
somatic symptom instruments, such as the Illness Attitude
Scale11 and the Somatization Sensation Inventory,12 are
focused more on somatization and hypochondriacal con-
cerns and tend to be relatively more predictive of the pres-
ence of anxiety disorders than of depression. Many such
scales tend to include more “trait” than “state” measures
for somatic symptoms, thereby reducing their sensitivity
to detect changes following treatment. Probably, the instru-
ments that help clinicians and clinical researchers the most
in tracking somatic symptoms are those that are “state
measures” and broad-based, such as the Symptom Ques-
tionnaire13 and the 90-item Hopkins Symptom Checklist
(SCL-90).14 In particular, the Symptom Questionnaire,
which is a yes/no questionnaire containing 4 “state” scales
of depression, anxiety, anger-hostility, and somatic symp-
toms, has been widely used in clinical studies and has
shown excellent sensitivity to detect change in somatic
symptoms following treatment.13,15 A multicenter study
among depressed patients who had not responded to selec-
tive serotonin reuptake inhibitors (SSRIs) showed a statis-
tically significant reduction in the Symptom Questionnaire
somatic symptoms scale scores following treatment with
mirtazapine, an antidepressant affecting both norepineph-
rine and serotonin neurotransmission,16 and a recent study
from our group17 showed that, among 148 outpatients with
MDD, there was a significant (p < .0001) reduction in the
Symptom Questionnaire somatic symptoms scale scores,
from a mean of 9.4 to a mean of 6.2, following treatment
with the antidepressant fluoxetine.

MDD REMISSION AND SOMATIC SYMPTOMS

This traditional view of focusing on psychological
symptoms as key features of MDD has also clearly affected
and biased our definition of response and remission. Many
of the definitions used in the literature18,19 suggest that
a HAM-D score ≤ 7 is consistent with remitted MDD.
Yet, someone with a 7 or less on the HAM-D may still be
suffering from somatic symptoms that are not tracked
adequately by the scale itself. How do we really know
whether patients are truly in remission if in fact somatic
symptoms that we do not ask about or track still persist?
Our recent study17 showed that responders (50% or greater
reduction in HAM-D score) who have not achieved remis-
sion have significantly more somatic symptoms than re-
mitters following 8 weeks of treatment with fluoxetine.
These data suggest that we should be thinking critically
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about our current definitions of remission and begin a pro-
cess of redefinition of MDD and improvement/response.
It is essential that such redefinition pay greater attention
to the physical and somatic symptoms that are quite dis-
abling and greatly affect the quality of life for our patients.

UNANSWERED QUESTIONS

There is yet another interesting aspect of the relation-
ship between somatic symptoms and depression. Do the
physical/somatic symptoms improve in a way that paral-
lels improvement of psychological symptoms? Is there a
tight correlation between these 2 dimensions? Is there a
differential effect? Are there some antidepressants that
lead to a simultaneous improvement in both and some that
primarily help psychological symptoms? In fact, there is a
large and long clinical experience of using tricyclic anti-
depressants (TCAs) in the treatment of chronic pain, with
TCAs appearing to have greater analgesic efficacy than
selective SSRIs.20–23 Moreover, anecdotal case reports
suggest that serotonin-norepinephrine reuptake inhibitors
(SNRIs) also possess analgesic properties,20,22 consistent
with data indicating that both serotonin and norepineph-
rine exert analgesic effects via descending pain path-
ways.24–26 The lack of a systematic assessment of all the
symptoms of MDD, including those physical and somatic
symptoms that are not part of the DSM-IV definition of
the disorder, does not allow us to determine whether
differential responsiveness exists across antidepressant
drugs in terms of such broader definition of improvement.
We clearly need studies assessing such potential differ-
ences and examining whether the correlation between
somatic and psychological symptoms is strong or weak.
On the other hand, the study by Detke and colleagues1 in
this issue does suggest that a dual-action antidepressant
such as duloxetine, affecting both serotonin and norepi-
nephrine neurotransmission, may be particularly effica-
cious in treating both depression and painful physical
symptoms among MDD patients.

Finally, another important aspect of the relationship
between somatic symptoms and depression involves the
potential effect of the somatic symptoms themselves on
depression. If we treat somatic symptoms and get patients
to be pain-free or to attain significant reduction in aches
and pains, will the physical and somatic symptom im-
provement bring about a more rapid and perhaps more ro-
bust improvement in depression? Future studies need to
elucidate the relationship between treatment of somatic
symptoms and remission to see whether treatments that are
particularly effective with respect to somatic symptoms
lead to greater rates of remission of MDD.

REFERENCES

  1. Detke MJ, Lu Y, Goldstein DJ, et al. Duloxetine, 60 mg once daily, for
major depressive disorder: a randomized double-blind placebo-controlled
trial. J Clin Psychiatry 2002;63:308–315

  2. American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders, Fourth Edition. Washington, DC: American Psychiatric
Association; 1994

  3. Corruble E, Guelfi JD. Pain complaints in depressed inpatients. Psycho-
pathology 2000;33:307–309

  4. Kroenke K, Price RK. Symptoms in the community: prevalence, classifi-
cation and psychiatric comorbidity. Arch Intern Med 1993;153:
2474–2480

  5. Gerber PD, Barrett JE, Barrett JA, et al. The relationship of presenting
physical complaints to depressive symptoms in primary care patients.
J Gen Intern Med 1992;7:170–173

  6. Posse M, Hallstrom T. Depressive disorders among somatizing patients in
primary health care. Acta Psychiatr Scand 1998;98:187–192

  7. Mischoulon D, McColl-Vuolo R, Howarth S, et al. Management of major
depression in the primary care setting. Psychother Psychosom 2001;70:
103–107

  8. Montgomery SA, Asberg M. A new depression scale designed to be sensi-
tive to change. Br J Psychiatry 1979;134:382–389

  9. Hamilton M. Development of a rating scale for primary depressive illness.
Br J Soc Clin Psychol 1967;6:278–296

10. Zung WWK. The role of rating scales in drug trials in depressive disorders.
In: Fava M, Rosenbaum JF, eds. Research Designs and Methods in Psychi-
atry. Amsterdam, the Netherlands: Elsevier; 1992:277–296

11. Kellner R. Somatization and hypochondriasis. New York, NY: Praeger;
1986

12. Weinstein MC, Berwick DM, Goldman PA, et al. A comparison of three
psychiatric screening tests using receiver operating characteristic (ROC)
analysis. Med Care 1989;27:593–607

13. Kellner R. A Symptom Questionnaire. J Clin Psychiatry 1987;48:268–274
14. Derogatis LR, Lipman RS, Rickels K, et al. The Hopkins Symptom

Checklist (HSCL): a self-report symptom inventory. Behav Sci 1974;19:
1–15

15. Kellner R. The development of sensitive scales for research in therapeu-
tics. In: Fava M, Rosenbaum JF, eds. Research Designs and Methods in
Psychiatry. Elsevier: Amsterdam, the Netherlands; 1992:213–222

16. Fava M, Dunner DL, Greist JH, et al. Efficacy and safety of mirtazapine in
depressed patients after SSRI treatment failure: an open-label trial. J Clin
Psychiatry 2001;62:413–420

17. Denninger JW, Mahal Y, Alpert JE, et al. The relationship between somatic
symptoms and depression. Presented at the 155th annual meeting of the
American Psychiatric Association; May 18–23, 2002; Philadelphia, Pa

18. Tedlow J, Fava M, Uebelacker L, et al. Outcome definitions and predictors
in depression. Psychother Psychosom 1998;67:266–270

19. Frank E, Prien RF, Jarrett RB, et al. Conceptualization and rationale for
consensus definitions of terms in major depressive disorder: remission, re-
covery, relapse, and recurrence. Arch Gen Psychiatry 1991;48:851–855

20. Ansari A. The efficacy of newer antidepressants in the treatment of chronic
pain: a review of current literature. Harvard Rev Psychiatry 2000;7:
257–277

21. Collins SL, Moore RA, McQuay HJ, et al. Antidepressants and anticon-
vulsants for diabetic neuropathy and postherpetic neuralgia: a quantitative
systematic review. J Pain Symptom Manage 2000;20:449–458

22. Lynch M. Antidepressants as analgesics: a review of randomized con-
trolled trials. J Psychiatry Neurosci 2001;26:30–36

23. Sindrup SH, Jensen, TS. Efficacy of pharmacological treatments of neuro-
pathic pain: an update and effect related to mechanism of drug action. Pain
1999;83:389–400

24. Jones SL. Descending noradrenergic influences on pain. Prog Brain Res
1991;88:381–394

25. Richardson BP. Serotonin and nociception. Ann N Y Acad Sci 1990;600:
511–519

26. Willis WD, Westlund KN. Neuroanatomy of the pain system and the path-
ways that modulate pain. J Clin Neurophysiol 1997;14:2–31


	Table of Contents

