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The goal of treatment of major depression should be full remission. Many patients, however, fail to
achieve or maintain symptom-free status. Residual depressive symptorns are common, even where there
has been a robust response to antidepressant therapy. In clinical studies, approximately one-third of pa-
tients achieve a full remission, one-third experience a response and one-third are nonresponders. Partial
remission Is characterized by the presence of poorly defined residual symptems, These symptoms typ-
cally include depressed mood, psychic anxiety, sleep disturbance, fatigue and diminished interest or plea-
sure. |t is currently unclear which factors predice partial remission. However, it Is clear that residuai
symptoms are powerful predictors of relapse, with relapse rates 3-6 times higher in patients with residuat
symptoms than in those wha experience full remission. Residual symptoms are also associated with more
medical and psychiatric visits, increased public assistance, disability benefics, thoughts of and attempts at
suicide and chronicity. The risk of stroke and coronary events is also higher in padents with residual
depressive symptoms. The substantial proportion of patients who achieve only partial remission has tradi-
tionally been neglected in antidepressant trials. Given that residual symptoms may relate, in part, to an
incompatibility between patient and treatment, further research Is needad to predict a better match.
These symptoms are a clinically relevant state of illness, and the correct choice of initial antidepressant
treatment should offer the greatest chance of achieving full remission.

Le traitement d'une dépression majeure devrait viser la rémission compléte. Beaucoup de patients ne
réussissent toutefois pas 4 se débarrasser définitivemnent des symptdmes. Les symptémes résiduels de la
dépression sont courants, m&me lorsque la thérapie aux antidépresseurs a produit une réponse solide.
Des études cliniques ont révélé qu'environ le tlers des patients parviennent 4 une rémission compiéte, le
tiers réagissent et la tiers ne réagissent pas. La rémission partielle est caractérisée par la présence de
symptémes résiduels mal définis. Ces symptémes comprennent habitueflement la dépression de I'humeur,
I'anxiété psychique, les troubles du sommeil, fa fatigue et une baisse de I'intérdt ou du plaisir. Les facteurs
prédicteurs d'une rémission partielle ne sont pas clairs actuellemens. Il est toutefois clair que les symp-
témes résiduels sont des prédicteurs puissants de rechute et les raux de rechute sont de trois 2 six fois
plus élevés chez les patients qui présentent des sympedmes résiduels que chez ceux qui connaissent une
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rémission compléte. On établit aussi un llen entra les symptdmes résiduels et l'augmentation du nambre
de consuleations de médecins et de psychiatres, de ['aide publique, des prestations d'invalidité, des pen-
sées suicidaires, des tentatives de suicide et de la chronicité. Le risque d'accident vasculaire cérébral et
d'incident coronarien est aussi plus élevé chez les patients qui présentant des symptémes résiduels de
dépression. Les &tudes sur les antidépresseurs ont toujours négligé la proportion importante de patients
qui parviennent 4 une rémission partielle seulement. Exant donné qu'il peut y aveir un lien partiel entre les
symptdmes résiduels et une incompatibilité entre le patient et le traitement, des recherches plus poussées
s'imposent pour préveir une meilleure correspondance. Ces symptdmes sont un état morbide pertinent
sur le plan clinique et le bon choix du traitement initlal aux antidépresseurs devrait offriv la meflleure

chance de produire une rémission compléte,

Introduction

Despite many effective therapeutic strategies, depres-
sion continues to be a highly prevalent, disabling and
costly condition. The World Health Organization
identifies unipelar major depression as the leading
cause of disability in the werld.* Although most pa-
tients experiencing an episode of depression undergo
some acute improvement after treatment, long-term
outcomes remain disappointing.* Although full remis-
sion is the goal of treatment,” many patients fail to
achieve or maintain symptom-free states.' The exact
nature and origin of residual symptoms is currently
debated, but their tremendous impact on outcomes
such as future relapse, morbidity and mortality is clear.
A better understanding of residual symptoms may
inform future treatment cheices in depression and
ultimately improve prognosis.

For this review, a MEDLINE search was conducted
using the terms “residual symptoms of depression,”
“partial remission from depression” and “subsyndro-
mal depression.” Further key references were then
identified from the initial review papers. As well as
focusing on current theories regarding residual symp-
toms, this review will also highlight inadequacies in
‘the existing literature.

Partial remission

The optimal outcome in the treatment of major depres-
sion should be the virtual elimination of symptoms
and a retun to a premorbid level of functioning. How-
ever, clinical depression with or without treatment can
result in various negative outcomes including chron-
icity, relapse and recurrence® Definitions of response,
remission, relapse and recurrence are consistent with
those described in the introductory article to this series

(ie, those of Frank et al“). Another important adverse
outcome for major depression is partial remission with
residual symptoms, Frank and colleagues® defined
partial remission as a period of sufficient improvement
such that an individual no lenger fulfills the criteria for
major depressive disorder (MDD} but continues to
evidence more than minimal symptoms. Partial remis-
sion with minimal or residual symptoms has been
defined in numerous ways in the literature, most com-
monly using the Hamilton Rating Scale for Depression
{HAM-D) (Table 1).*"""* Other tools have also been
used to evaluate residual symptoms such as the Clin-
ical Interview for Depression (CID} and the Mont-
gomery—-Asberg Depression Rating Scale (MADRS),
but to facilitate comparisons, this review will focus on
studies using the HAM-D.

Subsyndromal or subthreshold depression, a related
phenomenon (less than threshold symptoms for MDD),
is a much broader category as it includes spontaneous
depressive symptoms in community studies, prodro-
mal symptoms and residual symptoms.” Although
the literature suggests similarities to partial remission
(e.g.. negative impact, increased episodes of depres-
sion), this concept is outside the scope of this review.

The existence of partial remission has been widely
recognized, but its significance in clinical practice has
not.” Clinical trials report rates of response (50% reduc-
tion in symptoms), nonresponse and, in a minority of
studies, remission (HAM-B €7).° Partial remission and
residual symptoms are not reported in most trials
designed to look at the efficacy of antidepressant
strategies. In addition, most drug trials last 6-8 weeks,
not long enough for most patients to achieve remission.

In most studies specifically designed to determine
the nature and prevalence of partial remission, patients
are considered to have residual symptoms if they
responded to therapy but had a HAM-D score of 8 or
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more {Table 1}* However, it has now been suggested
that patients who achieve full remission, as defined by
even the most conservative criteria, may continue to
have residual symptoms."*** Estimating the impact of
residual symptoms is further limited by the fact that
there are few known baseline HAM-D scores for the
general population. Therefore, accurate comparisons
are not possible.

Prevalence of residual symptoms

Many studies have reported on the prevalence of
symptomatic patients after various pharmacotherapies
and psychotherapies, both prospectively and naturalis-
tically, in psychiatric clinics and in primary care. 11352
However, each study has a unique methed for report-
ing residual symptoms, and the patient populations,
treatment modalities and time periods differ. Although
trials of antidepressant treatment typically report
response rates in the order of 70%~80%, longer-term
follow-up studies have shown that no more than a
third of patients achieve full remission from their de-
pressive symptoms.® The report by Kupfer and Spiker®
is representative of most studies looking at long-term
response to treatments for depression, suggesting the
“rule of thirds” may apply: a third of patients achieve
complete remission, a third do not respond and a third
show partial remission.”

In a long-term outcome study over 4 years, 50% of
patients who had been treated with amitriptyline and
psychotherapy experienced residual symptoms.” Simi-
larly, in a 4-year follow-up study of eldetly depressed
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patients, 38% experienced residual symptoms 1 year
after remission and 20% had residual symptoms after 4
years* Paykel and colleagues,* who followed a cohort
of 64 inpatients and outpatients who had achieved
partial remission during treatment for major depres-
sion, reported that after 15 months, 32% of patients
exhibited residual symptoms. Finally, in a 10-year
follow-up, the National Institute of Mental Health
(NIMH) Collaborative Depression Study Group re-
ported that 34% of patients were in partial remission,®

Patients who meet remission criteria may still experi-
ence residual symptoms. In a study of subjects who
were in full remission (i.e., HAM-D £ 7) after treatment
with fluoxetine (20 mg for 8 weeks), more than 80% of
patients had 1 or more symptoms, and more than 30%
had more than 3 residual symptoms of MDD,

Nature of residual symptoms

In a study of patients who remained partial responders
to antidepressant therapy (HAM-I score 8-18), 47%
reported depressed mood, impairment of work and
activities, psychic anxiety or sexual dysfunction, to at
least a moderate degree.® Symptoms that are more
commonly associated with severe depression, includ-
ing late insomnia, retardation, agitation, hypochondri-
asis, weight loss and loss of insight were less common.
The most persistent residual symptoms teported in a
study of elderly patients (mean age 67 yr) during the
continuation phase of treatment were apathy, arvdety
(both psychological and somatic), anergia, insomnia,
feelings of guilt and loss of libido.* Although sexual

Definition of

Study Sample Age partial remission Residual symptoms reported
Frank etal® _ HAM-D >7 No longer fully symptomatic, continued
Conceptyal definition for 3 wks evidenca of more than minimal symptoms
Thase etal® 50 outpatients Mean 37.3 HAM-D 6-10  No reparted
(SO 9.0) yr for 2 wks
Paykel etal' 64 Inpatients and Range 18-64yr HAM-D8-18  Depressed mood, psychic anxiety, sexual
outpatients dysfuncticn, impairment of work and activites
Opdyke et al” 105 qutpatients > 67 yr HAM-D< |0  Depressed mood, psychic anxiaty, somaric
for 3 wks anxiety, sexual dysfunction, guilt, anergia,
Insomnia
Nierenberg et al” 215 outpatients Mean 40.5 HAM-D B-15 Insomnia, fatigue, decreased interest and
{SD 10.3) yr pleasure
Simon'' 225 outpatients Range 18-80yr HAMD 27 Nox reported

Mote HAM-D = Hamlkon Racing Scala for Depreniion, SD = smandard devatan.
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dysfunction was reported in some studies surveyed,
drug side effects were not systematically excluded
from residual symptom scores.>™

The 3 most common residual symptoms reported in
a study of patients in full remission were sleep dis-
turbances (44%), fatigue {38%) and diminished interest
or pleasure (27%}.” Depressed mood and suicidal ide-
ation were rarely reported. In another study of pa-
tients in full remission, the most common residual
symptoms were generalized and somatic anxiety and
irritability.® When patients in remission were com-
pared with a group of volunteers who had never been
depressed, they demonstrated significantly more
problems with social function, problem solving and
dysfunctional attitudes.®

Various models have been proposed in an attempt to
explain the cause of residual symptoms. A “vulnerabil-
ity” model suggests that certain pre-existing personal-
ity traits are a risk factor for depression and that these
traits persist after recovery.” In contrast, the “scar”
model proposes that depressive episodes cause lasting
changes in personality.” Several investigators have
reported that neuroticism-like personality factors
predispose to the development of major depression,”
whereas extroversion-like factors have been associated
with a better response to therapy.®® This suggests that
in some patients, the presence of “residual symptoms”
may represent a return to baseline personality charac-
teristics, which are also those that predispose to de-
pressive iliness. Alternatively, residual symptoms may
represent persistent illness; that is, the original illness
continuing in a milder form*

Predictors of residual symptoms

Attempts to define predictors of partial and full re-
sponse to antidepressant therapies have yielded con-
‘flicting results in terms of baseline severity,”* person-
ality traits* and the impact of life events.* Paykel's
group investigated a number of patient characteristics
and found that only severity of illness was a predictor
of residual symptoms.3® Conversely, for patients in
“full remission” (HAM-D,; £ 6}, Nierenberg and
colleagues” reported that the presence of residual
symptoms was not predicted by baseline severity of
depression. Some studies have found no relation be-
tween residual symptoms and life events.** However,
Opdyke et al* reported that residual symptoms during

continuation treatment in elderly patients who were in

full remission (i.e., HAM-D,, 10 or less) were observed
more often in subjects with associated severe life
events or ongoing major stressors." Similarly, personal-
ity traits have been associated with residual symptoms
in some studies but not in others.®*

No relations have been found between residual
symptoms and sociodemographic factors, family and
personal history, follow-up care, comorbid conditions,
chronic medical burden, social support or past or pre-
sent illnesses.>™* In addition, residual symptoms are
prevalent, not only in patients who receive psychother-
apy, but also in those treated with pharmacotherapy.*

Overall, residual symptoms cannot be accurately

predicted by age, sex, marital status, number of prior

episodes, duration of the current episode, treatment
courses ot comorbid conditions, but the severity of
depression, life stressors and personality dimensions
have some predictive value,

Residual symptoms and relapse

Relapse and recurrence are important and, unfortu-
nately, frequent long-term outcomes in the manage-
ment of patients with depression. The presence of
residual symptoms has been associated with a signifi-
cant increased risk of relapse after treatment with
either pharmacotherapy or psychotherapy 2

Thase and colleagues” found that relapse occurred in
52% of the patients who had a partial response to .
cognitive therapy (i.e., HAM-D 6-10 for 2 consecutive
weeks) but occurred in only 9% of those who had a fult
response to treatment {i.e., HAM-D < 6 for 8 consecu-
tive weeks).* In Paykel's study of those who had re-
sponded to treatment (ie, HAM-D 8-18), 76% of those
with residual symptoms, as opposed to 25% of those
without, relapsed over the 12- to 15-month follow-up
period.’

In the NIMH Collaborative Depression Study, pa-
tients with (n = 82) or without (n = 155) residual de-
pressive symptoms after treatment were followed
naturalistically for 10 years or longer.® Patients who
had residual symptoms relapsed 3 times faster than
patients who achieved full remission. A history of re-
current episodes has also been associated with higher
relapse rates, but, in this study, the risk for relapse
associated with residual symptoms was significantly
greater (odds ratio 3.65} than that associated with a
history of recurrent MDD (odds ratio 1.64). Partial
remission was still highly predictive of relapse in this

244 o Rev Psychiatr Neurosci 2002,27[4)




Partial remission in depression

study, despite the more stringent criteria for full remis-
sion than those proposed by Frank and colleagues.”

In a 1-year follow-up of patients who had received
treatment for the index episode of unipolar depression,
50% relapsed;” those who relapsed showed higher
levels of residual symptoms and Clinical Global
Impressions Scale scores that described greater im-
pairment. Neither the HAM-D score at index episode
nor at recovery were predictive of relapse. In another
study, patients who received psychotherapy (n = 20) to
reduce residual symptoms had lower rates of relapse
than those who did not (n = 20) after 2 years (15% v.
35%, p 2 0.27), 4 years (35% v. 75%, p < 0.05) and 6
years (50% v. 75%, p = 0.06).** However, the differ-
ences were significant at 4 years only

A subset analysis compared relapse rates of patients
with more severe residual symptoms (HAM-D > 12)
with those with milder symptoms (HAM-D 8-12).
Surprisingly, the rate of relapse was higher among
patients with milder symptoms {(90%) compared with
those with severe symptoms (57%).* It is unknown
whether relapse is related to specific symptoms or to
the number of symptoms.

The importance of partial remission as a prognostic
factor after treatment of depression appears to be inde-
pendent of the treatment modality adopted. Residual
symptoms appear to predict relapse after treatment
with pharmacotherapy® or psychotherapy.™®

The costs of residual and untreated
symptoms

In addition to a higher risk of relapse, residual symp-
toms are associated with a nunber of other negative
outcomes. Residual symptoms after recovery from
depression are associated with more medical and
psychiatric visits, emergency room use, psychiatric
hospital admissions, increased public assistance,
disability benefits, thoughts of suicide and attempted
suicide.** Chronicity is also increased in patients with
residual symptoms. A 12-year follow-up of patients
after their first major depressive episode demonsirated
that those with residual symptoms during recovery
had more severe and chronic future courses.”
Untreated depressive symptoms also predict future
cardiovascular disease and stroke, The Montreal heart
studies demonstrated that the risk of cardiovascular
mortality after myocardial infarction was significantly
increased in patients with a score 10 or more on the

Beck Depression Inventory (OR was 3.0 at 12 mo and
7.82 at 18 mo).** Depression was identified in over
40% of patients with unstable angina and was associ-
ated with a significantly increased risk of cardiac death
or nonfatal myocardial infarction at 1 year, even after
controlling for other significant prognostic factors
(adjusted OR 6.73).* The Stockholm Female Coronary
Risk Study included 292 women, aged 3065 years,
who had been admitted for an acute coronary event
between 1991 and 1994." After 5 years of follow-up,
35% of the women who lacked social integration and
had 2 or more depressive symptoms had experienced a
relapse of their coronary disease, recurrent acute myo-
cardial infarction or cardiovascular death compared
with only 9% of the women who were free of depres-
sive symptoms and had good social integration. In a
population-based cchort of 6095 adults, depressive
symptoms were also found to be predictive of stroke.®
After adjustment for other risk factors, the presence of
self-reported depressive symptoms was associated
with a relative risk of stroke of 173,

Management of residual symptoms

Residual symptoms are a tremendous economic bur-
den to the health care system and represent a clinically
relevant state of illness in people who suffer from
MDD. Therefore, it is important to identify treatment
strategies that minimize the incidence of residual
depressive symptoms. The drug selected for initial
treatment should offer the best chance to induce a full
remission. Data suggest that amitriptyline and ven-
lafaxine may offer higher rates of full remission.%*
Unfortunately, a relatively high incidence of adverse
events limits the routine use of the tricyclic antidepres-
sants. It should also be noted that the meta-analysis of
venlafaxine by Thase and colleagues® was company
sponsored.

Cognitive therapy (CT) has been shown to benefit
patients who have only a partial remission with antide-
pressant treatment.* Patients randomized to continue
pharmacotherapy with the addition of CT had signifi-
cantly reduced relapse rates compared with those who
continued pharmacotherapy alone (29% v. 47%). In a
long-term prospective study, patients receiving contin-
uation therapy with a modified version of CT designed
to address residual symptoms after antidepressant
treatment had a significantly lower level of residual
symptoms and a lower rate of relapse over 6 years of
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follow-up.**** Similar results were reported in patients
with recurrent depression, where those receiving con-
tinuation therapy with CT had a significantly lower
level of residual symptoms, and at the 2-year follow-up
had a much lower rate of relapse (25%) than the clinjcal
management group (80%).¥

Results from acute combination treatment with both -«

pharmacotherapy and psychotherapy for depression
have been inconsistent.* However, a study by Keller
and colleagues® suggests that, in addition to increasing
overall response rates, combination treatment with
nefazodone and the cognitive behavioral analysis
system of psychotherapy significantly increases rates of
complete remisston (HAM-D < 8) compared with drug
therapy or psychotherapy alone.®

Summary

Despite the inconsistencies in the research concerning
partial remission — the definition being first and fore-
most — it is clear that residual depressive symptoms
are associated with a range of clinically significant
negative outcomes. Even patients with minimal levels
of residual symptoms are at greater risk of early re-
lapse into depression. They are burdened with greater
levels of social dysfunction and experience higher rates
of physical morbidity and mortality than patients who
have achieved full remission. Residual symptoms may
relate, in part, to an incompatibility between the treat-
ment and the patient (pérsonality factors} — further
research is needed to allow a better prediction of the
best match. It is clear that treatment strategies should
be directed toward reducing residual symptoms.
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