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Self-Assessment Question 1:
Which of the following statements is most correct?

A. Major depressive disorder is less prevalent in older than in younger adults.
B. Major depressive disorder in late life is associated with increased morbidity 

and mortality from medical illnesses and suicide.
C. Major depression is not a normal concomitant of ageing.
D. Numerous published randomized controlled treatment trials are available to 

help guide the treatment choices for older adults with major depressive 
disorder.

E. All of the above are true
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Self-Assessment Question 2:
Which of the following statements is most correct?

A. White matter hyperintensities are the most replicated neuroimaging 
abnormality in late life depression.

B. White matter hyperintensities and late-life depression have a direct 
cause-effect relationship.

C. White matter hyperintensities represent deposition of beta amyloid 
plaques in the prefrontal white matter. 

D. The most common location of white matter hyper intensities in 
vascular depression is occipital.

E. None of the above
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Self-Assessment Question 3:
Which of the following forms of psychotherapy has/have 

been empirically validated for the treatment of depression 
in older adults?

A. Cognitive Behavior Therapy
B. Problem Solving Therapy
C. Interpersonal Therapy
D. All of the above
E. None of the above.
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Self-Assessment Question 4:
Which of the following statements is most correct?

A. Efficacy of serotonin reuptake inhibitors in treating late life depression is similar 
to that of TCAs, though TCA side effects may be less tolerable. 

B. For nonpsychotic late life depression, the combination of psychotherapy and 
medication is recommended.

C. Older adults are more vulnerable than younger adults to anticholinergic side 
effects of antidepressants.

D. Older adults typically take more concurrently prescribed medications than 
younger adults, necessitating careful attention to drug/drug interaction 
possibilities when an antidepressant is prescribed.

E. All of the above
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Self-Assessment Question 5:
Which of the following statements is not correct?

A. ECT is usually less efficacious than antidepressants in treating late life 
depression with psychotic features.

B. Intracranial mass lesion, recent CVA, or recent MI can complicate the 
safe administration of ECT.

C. Informing patient and family about potential memory disturbance 
associated with ECT will help them understand and tolerate this usually 
transient aspect of treatment.

D. Demented patients may experience intolerable cognitive worsening 
during the course of a series of ECT treatments.

E. Unilateral nondominant ECT is associated with fewer cognitive side 
effects.
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Major Teaching Points
Depression in later life is an important, under-

recognized illness with severe consequences 
in function and mortality

Psychotherapy, medication, and ECT have 
each been shown to be effective treatments 
and enough information is available to 
individualize treatment approach to a specific 
patient’s needs
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Outline
1. Prevalence and significance of depressive 

symptoms and depressive syndromes in later 
life

2. Characteristic presentations and assessment 
process

3. Treatment approaches
 Psychotherapy
 Medications
 ECT

4. Treatment resistance
5. Maintenance treatment issues
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The High Prevalence of Depressive 
Symptoms in Later Life

Minor depressive disorders are more common 
than major depressive disorders among older 
adults
Minor depression ~ 8-10%
Major depression ~ 3-4% 1

Depression is common in primary care settings 2

Depression or depressive sx in 17% to 37% 
35% to 50% reporting sx were not diagnosed by 

PCP
Depression is highly prevalent and undertreated 

in LTC settings 3

1. Steffens et al. 2000; 2. Garrard JL et al. J Gerontology Medical Sciences. 1998;  3.  Brown et al. J Am Geriatr 
Soc. 2002;50(1):69-76.
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Failure to Treat Depression
Promotes Adverse Outcomes

Functional Decline / Increased disability1

Increased use of non-mental health 
services1

Increased mortality rate
Overall2: >4x rate of death over 15 months 
Cardiac3: 4x rate of death within 4 mo after MI
Suicide4: 13% of population and 18% of 

suicides 
1. Beekman et al. 1997; 2. Bruce and Leaf 1989; 3. Romanelli et al. 2000; 
4. http://www.cdc.gov/ncipc/wisqars/default.htm

Moderador
Notas de la presentación
   Psychol Med. 1997 Nov;27(6):1397-409. Links
Consequences of major and minor depression in later life: a study of disability, well-being and service utilization.
Beekman AT, Deeg DJ, Braam AW, Smit JH, Van Tilburg W.
Department of Psychiatry, Free University, Amsterdam, The Netherlands.
BACKGROUND: The consequences of major depression for disability, impaired well-being and service utilization have been studied primarily in younger adults. In all age groups the consequences of minor depression are virtually unknown. In later life, the increased co-morbidity with physical illness may modify the consequences of depression, warranting special study of the elderly. With rising numbers of elderly people, excess service utilization by depressed elderly represents an increasingly important issue. METHODS: Based on a large, random community-based sample of older inhabitants of the Netherlands (55-85 years), the associations of major and minor depression with various indicators of disability, well-being and service utilization were assessed, controlling for potential confounding factors. Depression was diagnosed using a two-stage screening design. Diagnosis took place in all subjects with high depressive symptom levels and a random sample of those with low depressive symptom levels. The study sample consists of all participants to diagnostic interviews (N = 646). RESULTS: As in younger adults, associations of both major and minor depression with disability and well-being remained significant after controlling for chronic disease and functional limitations. Adequate treatment is often not administered, even in subjects with major depression. As the vast majority of those depressed were recently seen by their general practitioners, treatment could have been provided in most cases. Bivariate analyses show that major and minor depression are associated with an excess use of non-mental health services, underscoring the importance of recognition. In multivariate analyses the evidence of excess service utilization was less compelling. CONCLUSIONS: Both major and minor depression are consequential for well-being and disability, supporting efforts to improve the recognition and treatment in primary care. However, controlled trials are necessary to assess the impact this may have on service utilization.

Stroke. 2001 Mar;32(3):696-701.  LinksStroke 2001;32;696-701

J Am Geriatr Soc. 2002 May;50(5):817-22. Links
Comment in:
J Am Geriatr Soc. 2002 May;50(5):969-70. 
The significance of depression in older patients after myocardial infarction.Romanelli J, Fauerbach JA, Bush DE, Ziegelstein RC.
Division of Cardiology, Department of Medicine, The Johns Hopkins University School of Medicine, Johns Hopkins Bayview Medical Center, Baltimore, Maryland 21224, USA.

OBJECTIVES: Depression is common in patients recovering from a myocardial infarction (MI) and is an independent risk factor for early mortality. Although most patients with MI are aged 65 and older, there is little information about post-MI depression in this age group. This study was performed to determine the significance of post-MI depression in individuals aged 65 and older. DESIGN: A cohort study of hospitalized patients and a telephone interview 4 months later. SETTING: A university-affiliated teaching hospital in Baltimore, Maryland. PARTICIPANTS: Patients admitted with an acute MI (N = 284), 153 (53.9%) of whom were aged 65 and older; 101 of these (66.0%) completed the 4-month follow-up interview. MEASUREMENTS: Patients were interviewed 3 to 5 days post-MI to evaluate for the presence of symptoms of depression (a score of > or =10 on the Beck Depression Inventory and for the presence of mood disorder using the Structured Clinical Interview for Diagnostic and Statistical Manual of Mental Disorders, Revised, Third Edition. Survivors were then interviewed by telephone 4 months after discharge to assess adherence to recommendations to reduce cardiac risk by using the Medical Outcomes Study Specific Adherence Scale. Comorbidities and prescribed medications were determined by review of hospital charts and computerized medical records. RESULTS: Older patients with depression were more likely to die in the first 4 months than older patients without depression (26.5% vs 7.3%, P =.002). Older patients with depression were also more likely than older patients without depression to have had a prior MI (54.3% vs 31.0%, P =.012) and were somewhat more likely to have chronic lung disease (28.6% vs 14.4%, P =.054), a non-Q wave MI (88.6% vs 72.8%, P =.054), diabetes mellitus (48.6% vs 32.5%, P =.082), and a left ventricular ejection fraction below 35% (50.0% vs 33.3%, P =.084). Compared with older patients without depression, depressed older patients were also marginally less likely at discharge to be prescribed a beta-blocker (74.3% vs 86.3%, P =.092) or a lipid-lowering agent (31.4% vs 49.6%, P =.059). Depressed patients aged 65 and older were less likely to adhere to a low-fat/low-cholesterol diet (P <.01) or a diabetic diet (P <.01), or to be taking prescribed medications (P <.05), exercising regularly (P <.01), reducing stress (P <.01), and increasing social support (P <.01). CONCLUSION: Depression is prevalent after an acute MI in patients aged 65 and older. Older post-MI patients with depression have more comorbidities than older patients without depression and have almost four times the risk of dying within the first 4 months after discharge. Although this increased risk is likely to be related to many factors, our data suggest that sicker patients who are older and depressed may less often be prescribed medications known to reduce post-MI mortality and may also have greater difficulty following recommendations to reduce cardiac risk than their counterparts without depression. Efforts to improve adherence to post-MI treatment guidelines and to enhance patient compliance may improve prognosis in this high-risk group.

Mortality at 12 and 24 months after stroke may be associated with depressive symptoms at 1 month.
House A, Knapp P, Bamford J, Vail A.
Academic Unit of Psychiatry and Behavioural Sciences, University of Leeds, Leeds, UK. a.o.house@leeds.ac.uk
BACKGROUND AND PURPOSE: Previous studies have reported mood symptoms after stroke to be a risk factor for later mortality. The purpose of the study was to examine whether mood symptoms at 1 month after stroke may be a risk factor for mortality at 12 and 24 months. METHODS: As a cohort within a randomized controlled trial, 448 hospital patients were seen at 1 month after stroke and were randomized into a trial of psychological therapy. Follow-up was at 12 and 24 months. Mood symptoms were assessed by the Present State Examination and the General Health Questionnaire (GHQ)-28. Measures of disability before and after stroke and of cognitive impairment after stroke were also taken at 1 month. Mortality was determined at 12 and 24 months after stroke. RESULTS: In logistic regression analyses, mortality at 12 months was associated unifactorally with scoring on the GHQ-D subscale (odds ratio [OR] 2.4, 95% CI 1.3 to 4.5) and scoring in the highest quartile of the GHQ (OR 3.1, 95% CI 1.1 to 8.8). In multiple logistic regression analyses, only GHQ-D remained a significant predictor after controlling for other known predictors. At 24 months, scoring on GHQ-D (OR 2.4, 95% CI 1.4 to 4.1) and in the highest GHQ quartile (OR 2.2, 95% CI 1.0 to 4.8) was significantly associated with mortality in unifactoral analyses. Scoring on the GHQ-D remained a predictor of mortality after controlling for other variables. Psychiatric disorder, such as major depression (according to International Classification of Diseases, 10th Revision), was not statistically significantly associated with increased mortality at 12 or 24 months. CONCLUSIONS: Mood symptoms on a self-reported rating scale were associated with 12- and 24-month mortality after stroke, after adjustment for factors associated with stroke severity. The result is in keeping with other evidence that depressive symptoms are a risk factor for death from vascular disease.


http://www.cdc.gov/ncipc/wisqars/default.htm
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Cumulative Mortality for Depressed and 
Non-depressed Patients 6 Months After MI
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Moderador
Notas de la presentación
Mortality after an MI is increased by the presence of depressive symptoms
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Suicide Rate in Late Life Exceeds 
That of Other Age Groups

9th leading cause of death in US population
12/100,000

Among the elderly: 
19.1/100,000 over age 65
22.9/100,000 ages 75-84

Depression is the most frequent mental 
disorder preceding suicide

Physical illness is the most frequent 
stressor in suicides over 80 years of age
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Major Depressive Episode (DSM IV TR)
 Depressed mood or anhedonia of at least 2 weeks 

with at least 4 of the following:
↓ interest or pleasure most of the time
Significant change in weight when not dieting
 Insomnia or hypersomnia
Psychomotor agitation or retardation
Fatigue or loss of energy
Feelings of worthlessness, inappropriate guilt
↓ concentration or thinking, indecisiveness
Recurrent thoughts of death or suicide

 No medical/substance etiology/mixed 
episode/other psych

 Significant distress or impairment
 Not uncomplicated bereavement

APA  2000
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Geriatric Depression: Can Look 
Different from Adult Depression

Symptom 
Domain 

Adult Presentation Geriatric Presentation 

Mood Depressed 
Anhedonic 
Suicidal thoughts 

Weary, Hopeless, Angry 
Anxious 
Thoughts of death 

Somatic ↓↑ Sleep  
↓↑ Appetite  
↓↑ Psychomotor  
↓↑ Increased pain 

↑ Pain, and 
Somatic symptoms overlap with 
effects of medications,  comorbid 
disease 

Cognitive ↓ Concentration  
Indecisiveness 

↓ Selective attention  
↓ Working memory/retrieval  
↓ New learning  
↓ Processing speed  
↓ Executive function  

 

Gallo et al. 1997; Geiselmann and Bauer 2000; Devanand 1994; 
Mazure et al. 2002; Lezac 1994; Lavretsky and Kumar 2002
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Evaluation of Late Life Mood/Anxiety 
Disorders:

1. Psychiatric History

Informant may shed light
Atypical presentation is typical
Psychosocial factors can mislead
Delusions are more common
Medical comorbidity is relevant
That includes substance abuse
Treatment adherence may be poor
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Evaluation of Late Life Mood/Anxiety Disorders:
2. Consider Use of Objective Depression Scale

Why?
May facilitate symptom reporting
Estimates severity
Provides benchmark for treatment 

evaluation
What?
Geriatric Depression Scale
Cornell Scale for Depression in 

Dementia

Moderador
Notas de la presentación
Alternate choices:
Hamilton Depression Rating Scale (HAMD)
Beck Depression Inventory (BDI)
Zung Self-Rating Depression Scale (SDS)
Montgomery Asberg Depression Rating Scale (MADRS)
Center for Epidemiological Studies – Depression Scale (CES-D)
Brief Assessment Schedule Depression Cards (BASDEC)
Minimum Data Set Depression Rating Scale
Cornell Scale for Depression in Dementia
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GDS 15

1. Are you basically satisfied with your life ?
2. Have you dropped many of your activities 
and interests ? 
3. Do you feel that your life is empty ? 
4. Do you often get bored ? 
5. Are you in good spirits most of the time ? 
6. Are you afraid that something bad is going 
to happen to you ? 
7. Do you feel happy most of the time ?
8. Do you often feel helpless ? 

9. Do you prefer to stay at home, rather than 
going out and doing  new things ? 

10. Do you feel you have more problems with 
memory than  most? 

11. Do you think it is wonderful to be alive now ?

12. Do you feel pretty worthless the way you are no
13. Do you feel full of energy ? 
14. Do you feel that your situation is hopeless ? 
15.  Do you think that  most people are better off tha  
you are ? 

GDS is in the Public Domain, can be freely reproduced and used. Score 1 pt for each “Yes” 
on 2,3,4,6,8,9,10,12,14,15 or “No” on 1,5,7,11,13. A score of 6 or higher suggests need fo  
definitive diagnostic evaluation. (http://www.stanford.edu/~yesavage/GDS.html)
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Cornell Scale for 
Depression in Dementia

Scoring System 
A = unable to evaluate 0 = absent 1 = mild or intermittent 2 = severe 
Ratings should be based on symptoms and signs occurring during the week prior to interview. 
No score should be given in symptoms result from physical disability or illness. 
A. Mood-Related Signs 
1. Anxiety: anxious expression, ruminations, worrying a 0 1 2 
2. Sadness: sad expression, sad voice, tearfulness a 0 1 2 
3. Lack of reactivity to pleasant events a 0 1 2 
4. Irritability: easily annoyed, short-tempered a 0 1 2 
B. Behavioral Disturbance 
5. Agitation: restlessness, handwringing, hairpulling a 0 1 2 
6. Retardation: slow movement, slow speech, slow reactions a 0 1 2 
7. Multiple physical complaints (score 0 if GI symptoms only) a 0 1 2 
8. Loss of interest: less involved in usual activities a 0 1 2 
(score only if change occurred acutely, i.e. in less than 1 month) 
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Cornell Scale for Depression in Dementia (2)

C. Physical Signs 
9. Appetite loss: eating less than usual a 0 1 2 
10. Weight loss (score 2 if greater than 5 lb. in 1 month) a 0 1 2 
11. Lack of energy: fatigues easily, unable to sustain activities a 0 1 2 
(score only if change occurred acutely, i.e., in less than 1 month) 
D. Cyclic Functions 
12. Diurnal variation of mood: symptoms worse in the morning a 0 1 2 
13. Difficulty falling asleep: later than usual for this individual a 0 1 2 
14. Multiple awakenings during sleep a 0 1 2 
15. Early morning awakening: earlier than usual for this individual    a 0 1 2 
E. Ideational Disturbance 
16. Suicide: feels life is not worth living, has suicidal wishes, a 0 1 2 
or makes suicide attempt 
17. Poor self esteem: self-blame, self-depreciation, feelings of failure  a 0 1 2 
18. Pessimism: anticipation of the worst a 0 1 2 
19. Mood congruent delusions: delusions of poverty, illness, or loss     a 0 1 2 

Alexopoulos et al. 1988

Moderador
Notas de la presentación
Natframe
The Cornell Scale for Depression in Dementia Administration & Scoring Guidelines
Previously known as the Draft National Framework for Documenting Care in Residential Aged Care Services
You may download this chapter in PDF format:��The Cornell Scale for Depression in Dementia Administration & Scoring Guidelines (PDF 407 KB)�
The Cornell Scale for Depression in Dementia
Administration & Scoring
The Cornell Scale for Depression in Dementia (CSDD) was specifically developed to assess signs and symptoms of major depression in patients with dementia. Because some of these patients may give unreliable reports, the CSDD uses a comprehensive interviewing approach that derives information from the patient and the informant. Information is elicited through two semistructured interviews; an interview with an informant and an interview with the patient. Based on these interviews, the interviewer can score the CSDD by assigning a preliminary score to each item of the scale on the basis of the informant’s report in the “Informant” column. The next step is for the rater to interview the patient using the Cornell scale items as a guide. ��The interviews focus on depressive symptoms and signs occurring during the week preceding the interview. Many of the items during the patient interview can be filled after direct observation of the patient. If there are discrepancies in ratings generated from the informant and the patient interviews, the rater should re-interview both the informant and the patient to resolve the discrepancies. The final ratings of the CSDD items represent the rater’s clinical impression rather than the responses of the informant or the patient. The CSDD takes approximately 20 minutes to administer.��Each item is rated for severity on a scale of 0-2 (0=absent, 1=mild or intermittent, 2=severe). The item scores are added. Scores above 10 indicate a probable major depression. Scores above 18 indicate a definite major depression. Scores below 6 as a rule are associated with absence of significant depressive symptoms.��Interview With The Informant
Who qualifies as an Informant? Informants should know and have frequent contact with the patient. Reliable informants can include nursing staff for patients in the hospital and nursing homes or a family member for outpatients.��The informant interview should be conducted first. The interviewer should ask about any change in symptoms of depression over the prior week. The rater should complete each item on the scale. The rater can expand on the descriptions of the symptoms in order to help the informant understand each item.��Interview Instructions: I am going to ask you questions about how your relative has been feeling during the past week. I am interested in changes you have noticed and the duration of these changes.�A. Mood Related Signs
1. Anxiety: (anxious expression, ruminations, worrying)
Has your relative been feeling anxious this past week? Has s/he been worrying about things s/he may not ordinarily worry about, or ruminating over things that may not be that important? Has your relative had an anxious, tense, distressed or apprehensive expression?�2. Sadness: (sad expression, sad voice, tearfulness)
Has your relative been feeling down, sad, or blue this past week? Has s/he been crying at all? How many days out of the past week has s/he been feeling like this? For how long each day?�3. Lack of reactivity to pleasant events:
If a pleasant event were to occur today (i.e., going out with spouse, friends, seeing grandchildren), would your relative be able to enjoy it fully, or might his/her mood get in the way of his/her interest in the event or activity? Does your relative’s mood affect any of the following: 
his/her ability to enjoy activities that used to give him/her pleasure? 
his/her surroundings? 
his/her feelings for family and friends?
4. Irritability: (easily annoyed, short tempered)
Has your relative felt short-tempered or easily annoyed this past week? Has s/he been feeling irritable, impatient, or angry this week?�Top of page�B. Behavioral Disturbance
5. Agitation: (restlessness, handwringing, hairpulling) 
Has your relative been so fidgety or restless this past week that s/he was unable to sit still for at least an hour? Was your relative so physically agitated that you or others noticed it? Agitation may include such behaviors as playing with one’s hands, hair, hand-wringing, hair-pulling, and/or lip-biting: have you observed any such behavior in your relative during the past week?�6. Retardation: (slow movements, slow speech, slow reactions)
Has your relative been talking or moving more slowly than is normal for him/her? This may include: 
slowness of thoughts and speech 
delayed response to your questions 
decreased motor activity and/or reactions.
7. Multiple physical complaints: In the past week, has your relative had any of the following physical symptoms? (in excess of what is normal for him/her):
indigestion? 
constipation? 
diarrhea? 
stomach cramps? 
belching? 
joint pain? 
backaches? 
muscles aches? 
frequent urination? 
sweating? 
headaches? 
heart palpitations? 
hyperventilation (shortness of breath)?
If you have observed any of these physical symptoms, how much have these things been bothering your relative? How severe have the symptoms gotten? How often have they occurred in the past week?��Rating guideline: Do not rate symptoms that are side effects from medications or those symptoms thatare only related to gastrointestinal ailments.�8. Acute Loss of interest: (less involved in usual activities)
How has your relative been spending his/her time this past week (not including work and chores)? Has your relative�felt interested in his/her usual activities and hobbies? Has your relative spent any less time engaging in these activities?��If s/he is not as interested, or has not been that engaged in activities during the past week: Has your relative had to push him/herself to do the things s/he normally enjoys? Has your relative stopped doing anything s/he used to do? Can s/he look forward to anything or has s/he lost interest in many of the hobbies from which s/he used to derive pleasure?��Rating guideline: Ratings of this item should be based on loss of interest during the past week. This item should be rated 0 if the loss of interest is long-standing (longer than 1 month) and there has been no worsening during the past month. This item should be rated 0 if the patient has not been engaged in activities because of physical illness or disability, or if the patient has persistent apathy associated with dementia.�Top of page�C. Physical Signs
9. Appetite loss: (eating less than usual)
How has your relative’s appetite been this past week compared to normal? Has it decreased at all? Has your relative felt less hungry or had to remind him/herself to eat? Have others had to urge or force him/her to eat?��Rating guideline: Rate 1 if there is appetite loss but still s/he is eating on his/her own. Rate 2 if eats only with others’ encouragement or urging.�10. Weight loss:
Has your relative lost any weight in the past month that s/he has not meant to or been trying to lose? (If not sure: are your relative’s clothes any looser on him/her?) If weight loss is associated with present illness (i.e., not due to diet or exercise): how many pounds has s/he lost?��Rating guideline: Rate 2 if weight loss is greater than 5 lbs. in past month.��11. Lack of energy: (fatigues easily, unable to sustain activities—score only if change occurred acutely, or in less than one month)
How has your relative’s energy been this past week compared to normal? Has s/he been tired all the time? Has s/he asked to take naps because of fatigue?��This week, has your relative had any of the following symptoms due to lack of energy only (not due to physical problems): 
heaviness in limbs, back, or head? 
felt like s/he is dragging through the day?
Has your relative been fatigued more easily this week?�Rating guideline: Ratings of this item should be based on lack of energy during the week prior to the interview. This item should be rated 0 if the lack of energy is longstanding (longer than 1 month) and there has been no worsening during the past month.�D. Cyclic Functions
12. Diurnal variation of mood: (symptoms worse in the morning)
Regarding your relative’s mood (his/her feelings and symptoms of depression), is there any part of the day in which s/he usually feels better or worse? (or does it not make any difference, or vary according to the day or situation?)��If yes to a difference in mood during the day: Is your relative’s depression worse in the morning or the evening?��If worse in the morning: Is this a mild or a very noticeable difference?��Rating guideline: Diurnal variation of mood is only rated for symptoms that are worse in the morning. Variation of mood in the evening can be related to sundowning in patients with dementia and should not be rated.�13. Difficulty falling asleep: (later than usual for this individual)
Has your relative had any trouble falling asleep this past week? Does it take him/her longer than usual to fall asleep once s/he gets into bed (i.e., more than 30 min)?��Rating guideline: Rate 1 if patient only had trouble falling asleep a few nights in the past week. Rate 2 if s/he has had difficulty falling asleep every night this past week.�14. Multiple awakenings during sleep: 
Has your relative been waking up in the middle of the night this past week? How long is s/he awake?��If yes: does s/he get out of bed? Is this just to go to the bathroom and then s/he goes back to sleep?�Rating guideline Do not rate if waking is only to go to the bathroom and then is able to fall right back asleep. Rate 1 if sleep has only been restless and disturbed occasionally in the past week, and has not gotten out of bed (besides going to the bathroom). Rate 2 if s/he gets out of bed in the middle of the night (for reasons other than voiding), and/or has been waking up every night in the past week.�15. Early morning awakenings: (earlier than usual for this individual) 
Has your relative been waking up any earlier this week than s/he normally does (without an alarm clock or someone waking him/her up)?��If yes: how much earlier is s/he waking up than is normal for him/her? Does your relative get out of bed when s/he wakes up early, or does s/he stay in bed and/or go back to sleep?��Rating guideline Rate 1 if s/he wakes up on his/her own but then goes back to sleep. Rate 2 if s/he wakes earlier than usual and then gets out of bed for the day (i.e., s/he cannot fall back asleep).�Top of page�E. Ideational Disturbance
16. Suicide: (feels life is not worth living, has suicidal wishes, or makes suicide attempt)
During the past week, has your relative had any thoughts that life is not worth living or that s/he would be better off dead? Has s/he had any thoughts of hurting or even killing him/herself?��Rating guideline Rate 1 for passive suicidal ideation (i.e., feels life isn’t worth living but has no plan). Rate 2 for active suicidal wishes, and/or any recent suicide attempts, gestures, or plans. History of suicide attempt without current passive or active suicidal ideation is not scored.�17. Self-depreciation: (self-blame, poor self-esteem, feelings of failure)
How has your relative been feeling about him/herself this past week? Has s/he been feeling especially critical of him/herself, feeling that s/he has done things wrong or let others down? Has s/he been feeling guilty about anything s/he has or has not done? Has s/he been comparing him/herself to others, or feeling worthless, or like a failure? Has s/he described him/herself as “no good” or “inferior”?��Rating guideline Rate 1 for loss of self-esteem or self-reproach. Rate 2 for feelings of failure, or statements that s/he is “worthless”, “inferior”, or “no good”.�18. Pessimism: (anticipation of the worst) 
Has your relative felt pessimistic or discouraged about his/her future this past week? Can your relative see his/her situation improving? Can your relative be reassured by others that things will be okay or that his/her situation will improve?��Rating guidelineRate 1 if s/he feels pessimistic, but can be reassured by self or others. Rate 2 if feels hopeless and cannot be reassured that his/her future will be okay.�19. Mood congruent delusions: (delusions of poverty, illness, or loss)
Has your relative been having ideas that others may find strange? Does your relative think his/her present illness is a punishment, or that s/he has brought it on him/herself in some irrational way? Does your relative think s/he has less money or material possessions than s/he really does?��Interview with the Patient
Ratings of some patient interview items should be based principally on direct observation, i.e. anxiety, sadness, irritability, agitation, retardation. Questions to the patient can provide additional information on these items. The remaining items are scored based on the interview behavior and the patient’s response to direct inquiry.��Interview Instructions: I am going to ask you some questions about how you have been feeling during the past week.�A. Mood Related Signs:
1. Anxiety: (anxious expression, ruminations, worrying)
Does the subject have an anxious, tense, distressed or apprehensive expression?��Ask the patient: Have you been feeling anxious this past week? Have you been worrying about things you may not ordinarily worry about, or ruminating over things that may not be that important?�2. Sadness: (sad expression, sad voice, tearfulness)
Does the patient have a sad expression or sad voice? Is the patient tearful?��Ask the patient: Have you been feeling down, sad, or blue this past week? Have you been crying at all? How many days out of the past week have you been feeling like this? For how long each day?�3. Lack of reactivity to pleasant events: 
Is the patient able to respond to friendly or supportive remarks or to humor?��Ask the patient: If a pleasant event were to occur today (i.e., going out with your spouse, friends, seeing your grandchildren), would you be able to enjoy it fully, or might your mood get in the way of your interest in the event or activity? Does your mood affect any of the following: 
your ability to enjoy activities that used to give you pleasure? 
your surroundings? 
your feelings for your family and friends?
4. Irritability: (easily annoyed, short tempered) 
Observe whether the patient is easily annoyed and short-tempered during the interview.��Ask the patient: Have you felt short-tempered or easily annoyed this past week? Have you been feeling irritable, impatient, or angry this week?�Top of page�B. Behavioral Disturbance
5. Agitation: (restlessness, handwringing, hairpulling): 
Observe the patient for behaviors such as playing with his/her hands, hair, hand-wringing, hair-pulling, and/or lip-biting.��Ask the patient: Have you been fidgety or restless this past week? Have you been unable to sit still for at least an hour? Were you so physically agitated to the point that others noticed it?�6. Retardation: (slow movements, slow speech, slow reactions) 
This item should be scored exclusively on the basis of the rater’s observations. Retardation is characterized by: 
slow speech 
delayed response to questions 
decreased motor activity and/or reactions.
7. Multiple physical complaints:
In the past week, have you had any of the following physical symptoms in excess to what is normal for you: 
indigestion? 
constipation? 
diarrhea? 
stomach cramps? 
belching? 
joint pain? 
backaches? 
muscles aches? 
frequent urination? 
sweating? 
headaches? 
heart palpitations? 
hyperventilation(shortness of breath)?
If yes to any of the above: How much have these things been bothering you? How bad have they gotten and how often have they occurred in the past week?��Rating guideline: Do not rate symptoms that are side effects from taking medications or those that are only related to gastrointestinal ailments.�8. Loss of interest: (less involved in usual activities—score only if change occurred acutely, or in less than one month)
How have you been spending your time this past week (not including work and chores)? Have you felt interested in what you usually like to do? Have you spent any less time engaging in these activities?��If not as interested, or has not been engaged in activities during the past week: Have you had to push yourself to do the things you normally enjoy? Have you stopped doing anything you used to do? Can you look forward to anything or have you lost interest in many of the hobbies from which you used to derive pleasure?��Rating guideline: Ratings of this item should be based on loss of interest during the past week. This item should be rated 0 if the loss of interest is long-standing (longer than 1 month) and there has been no worsening during the past month. This item should be rated 0 if the patient has not been engaged in activities because of physical illness or disability or if the patient has persistent apathy associated with his/her dementia.�C. Physical Signs
9. Appetite Loss: (eating less than usual) 
How has your appetite been this past week compared to normal? Has it decreased at all? Have you felt less hungry or had to remind yourself to eat? Have others had to urge or force you to eat? Rate 1 if appetite loss but still eating on his/her own. Rate 2 if eats only with others’ encouragement or urging.�10. Weight Loss: Have you lost any weight in the past month that you have not been trying to lose? (If not sure: are your clothes any looser on you?) 
If weight loss is associated with present illness (i.e., not due to diet or exercise): how many pounds have you lost?��Rating guideline: Rate 2 if weight loss is greater than 5 lbs. in past month.�11. Lack of energy: (fatigues easily, unable to sustain activities—score only if change occurred acutely, or in less than one month)
Does the patient appear fatigued or drained of energy? Ask the patient: How has your energy been this past week compared to normal? Have you been tired all the time? Have you needed to take naps because of fatigue? Have you had any of the following symptoms due to lack of energy only (not due to physical problems): 
heaviness in limbs, back, or head? 
felt like you are dragging through the day?
Rating guideline: Ratings of this item should be based on lack of energy during the week prior to the interview. This item should be rated 0 if the lack of energy is longstanding (longer than 1 month) and there has been no worsening during the past month.�Top of page�D. Cyclic Functions
12. Diurnal variation of mood: (symptoms worse in the morning) 
Regarding your mood (feelings and symptoms of depression), is there any part of the day in which you usually feel better or worse? (Or does it not make any difference, or vary according to the day or situation?)��If yes to a difference in mood during the day: Is your depression worse in the morning or the evening? If worse in the morning: is this a mild or a very noticeable difference?��Rating guideline: Diurnal variation of mood is only rated for symptoms that are worse in the morning. Variation of mood in the evening can be related to sundowning inpatients with dementia and should not be rated.�13. Difficulty falling asleep: (later than usual for this individual)
Have you had any trouble falling asleep this past week? Does it take you longer than usual to fall asleep once you get into bed (i.e., more than 30 min)?��Rating guideline: Rate 1 if only the subject had trouble falling asleep a few nights in the past week. Rate 2 if s/he has had difficulty falling asleep every night this past week.�14. Multiple awakenings during sleep:
Have you been waking up in the middle of the night this past week more than usual? If yes: do you get out of bed? Is this just to go to the bathroom and then you go back to sleep?��Rating guideline: Do not rate if waking is only to go to the bathroom and then is able to fall right back asleep. Rate 1 if sleep has only been restless and disturbed occasionally in the past week, and has not gotten out of bed (besides going to the bathroom). Rate 2 if s/he gets out of bed in the middle of the night (for reasons other than voiding), and/or has been waking up every night in the past week.�15. Early morning awakenings: (earlier than usual for this individual)
Have you been waking up any earlier this week than you normally do (without an alarm clock or someone waking you up)? If yes: how much earlier are you waking up than is normal for you? Do you get out of bed when you wake up early, or do you stay in bed and/or go back to sleep?��Rating guideline: Rate 1 if s/he wakes up on his/her own but then goes back to sleep. Rate 2 if s/he wakes earlier than usual and then gets out of bed for the day (i.e., s/he cannot fall back asleep).�E. Ideational Disturbance
16. Suicide: (feels life is not worth living, has suicidal wishes, or makes suicide attempt) 
During the past week, have you had any thoughts that life is not worth living or that you would be better off dead? Have you had any thoughts of hurting or even killing yourself?��Rating guideline: Rate 1 for passive suicidal ideation (i.e., feels life isn’t worth living). Rate 2 for active suicidal wishes, and/or any recent suicide attempts, gestures, or plans. History of suicide attempt in a subject with no passive or active suicidal ideation does not in itself justify a score.�17. Self-depreciation: (self-blame, poor self-esteem, feelings of failure)
How have you been feeling about yourself this past week? Have you been feeling especially critical of yourself, feeling that you have done things wrong or let others down? Have you been feeling guilty about anything you have or have not done? Have you been comparing yourself to others, or feeling worthless, or like a failure? Have you felt “no good” or “inferior”?��Rating guideline: Rate 1 for loss of self-esteem or self-reproach. Rate 2 for feelings of failure, or statements that s/he is “worthless”, “inferior”, or “no good”.�18. Pessimism: (anticipation of the worst)
Have you felt pessimistic or discouraged about your future this past week? How do you think things will work out for yourself? Can you see your situation improving? Can you be reassured by others that things will be okay or that your situation will improve?��Rating guideline: Rate 1 if s/he feels pessimistic, but can be reassured by self or others. Rate 2 if feels hopeless and cannot be reassured that his/her future will be okay.�19. Mood congruent delusions: (delusions of poverty, illness, or loss) 
Have you been seeing or hearing things that others do not see or hear? Has your imagination been playing tricks on you in any way, or have you been having ideas that others may not understand? Do you think that your present illness is a punishment, or that you have brought it on yourself in some way? Do you think you have a lot less money or material possessions than others say that you have?��References
Alexopoulos GA, Abrams RC, Young RC & Shamoian CA: Cornell scale for depression in dementia. Biol Psych, 1988, 23:271-284.�Alexopoulos GS, Abrams RC, Young RC, Shamoian CA: Use of the Cornell scale in nondemented patients. J Amer Geriatr Soc 36:230-236, 1988.�
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Evaluation of Late Life Mood/Anxiety Disorders:
3. Include Cognitive Screen with MSE

Why?
Depression as prodrome
Comorbid cognitive symptoms in depression
Depression and excess functional impairment

What?
Mini-Mental Status Examination 
Per-use fee and permission required1

Montreal Cognitive Assessment (public 
domain)2

1. http://www3.parinc.com/uploads/pdfs/MMSE_Copyright_PermReq.pdf ; 
2. www.mocatest.org

http://www3.parinc.com/uploads/pdfs/MMSE_Copyright_PermReq.pdf
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Psychiatric Differential 
Diagnosis

Bereavement/Adjustment Disorder
Bipolar Disorder
Substance Abuse Disorders
Anxiety Disorders
Personality Disorder
Schizophrenia
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Organic Differential Diagnosis

Medication toxicities
Cardiopulmonary disorders
Neurological disorders
Endocrine/Metabolic disorders
Nutritional deficiencies
Sleep disorders
Infectious disorders
Neoplasms
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Confusing Comorbidity: 
Depression in Demented Patients

50% of patients with dementia or other 
neurological impairments are depressed
17-31% of Alzheimer’s patients
High rates in Parkinson’s and post-

stroke 
Detection may require collateral 

informants 
Treatment is of potential value when 

mood symptoms are present.
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Dementia Syndrome of Depression (DSD) 
vs. Alzheimer’s Disease (AD)

DSD AD
Symptom duration Short Long
Prior psychiatric history Usual Unusual
Patient complaint Frequent Variable
Behavior congruent with 
cognitive deficits

Unusual Usual

Mood disorder Autonomous Reactive
Recognition memory More intact Impaired
Effort on tasks Poor Good
Prompting effect Helpful Less helpful

Adapted from Kaszniak and Christenson, in Storandt and VandenBos, 
Neuropsychological Assessment of Dementia and Depression in Older Adults: A 
Clinician’s Guide. 
Washington, DC, American Psychological Association, 1994.
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Vascular Depression

Observations:1

High rate of depression with HT, DM, CAD
High rate of depression following CVA
Prevalence of silent CVA & white matter 

hyperintensities in late-onset depression
Lower prevalence of family history for 

mood disorders in post-CVA depression

1. Alexopoulos 1997
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Vascular Depression: 
Definition of Syndrome

 Defined by:

First onset of 
depression at or after 
60 years of age

Presence of HT 
and/or TIA or surgery 
for vascular disease

 Associated with:
reduced depressive 

ideation
Increased psychomotor 

retardation 
Cognitive dysfunction
Impaired 

fluency/naming
Lack of insight
Executive dysfunction 

MRI findings: Left frontal and 
left putamen deep white 
matter hyperintensities21. Alexopoulos 1997; 

2. Greenwald et al. 1998

Moderador
Notas de la presentación
Developed by: Gary W. Small, M.D.
Organon Inc.  Psych 2000
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T2 Hyperintensities on MRI

Courtesy of Martin Goldstein MD


[image: image1.jpg]
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Assessment of Late Life Depression:
1. Psychiatric History

Use of informant 
Atypical symptom presentation
Psychosocial factors
Medical factors
Medications and treatment 

adherence
Nutrition and deficiencies
Use of additional substances
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Assessment of Late Life Depression:
2. Medical History and 
Physical Examination

Essential component of work up
Cardiopulmonary history/examination
Cerebrovascular history/examination
Neurological examination
Sleep history/assessment
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Assessment of Late Life Depression:
3. Mental Status Examination

Baseline cognitive assessment
Appearance and self-care
Variant presentations of mood
Withdrawal
Weariness
Comorbid anxiety

Mental Content
Somatic preoccupations, Pain
Complaints re cognitive functioning
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Assessment of Late Life Depression:
4. Use of Diagnostic Instruments
 Consider formal depression instrument
Hamilton Depression Rating Scale
Montgomery Asberg Depression Rating 

Scale
Geriatric Depression Scale
Minimum Data Set Depression Rating 

Scale
Cornell Scale for Depression in Dementia

 Include cognitive screening 
MMSE
Functional assessments
Tests of executive function
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Rating Scales: GDS

Self report, 30 item1

Short version (15 item), cutoff 5/152

Sensitivity 92%
Specificity 81%

Limited validity with MMSE less than 153

1. Yesavage 1983; 2. Lyness et al. 1997; 3. McGivney et al. 1994
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GDS 15

1. Are you basically satisfied with your life ? 
2. Have you dropped many of your activities 

and interests ? 
3. Do you feel that your life is empty ? 
4. Do you often get bored ? 
5. Are you in good spirits most of the time ? 
6. Are you afraid that something bad is going 

to happen to you ? 
7. Do you feel happy most of the time ? 
8. Do you often feel helpless ? 

9. Do you prefer to stay at home, rather than 
going out and doing  new things ? 

10. Do you feel you have more problems with 
memory than  most? 

11. Do you think it is wonderful to be alive now ? 
12. Do you feel pretty worthless the way you are now?
13. Do you feel full of energy ? 
14. Do you feel that your situation is hopeless ? 
15.  Do you think that  most people are better off than 

you are ? 



34

Assessment of Late Life Depression:
5. Laboratory Assessment

Hematology
WBC, differential
HGB/HCT, MCV
Platelets

Urine
Urinalysis
Culture and 

sensitivity

Chemistry
Lytes, BUN, Creatinine
Liver function tests
Thyroid function tests
ESR
B12 or methylmalonic 

acid
Folate or RBC folate
Testosterone level 

(males)
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Assessment of Late Life Depression:
6. Ancillary Studies

Neuropsychological Testing*
Cognitive/memory testing*
Assessment of executive functions*

Neuroimaging Studies*
Structural (CT, MRI)*
Functional (fMRI, SPECT, PET)*

*Not considered “routine”
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Treatment

Psychotherapy
Consensus recommendations

Pharmacotherapy
Acute
Continuation
Maintenance
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Evidence-Based 
Psychotherapies 
for Older Adults

Interpersonal psychotherapy (IPT)
Cognitive behavior therapy (CBT)
Problem-solving therapy (PST)
Brief psychodynamic therapy

Arean PA, Cook BL. Biol Psychiatry. 2002;52:293-303.
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Age-Related Factors Inhibiting 
Therapeutic Engagement

 Patient’s own perceptions of aging:
 Time as limited
 Self as fixed and unchangeable (eg, “old dog . . .”)

 Physical limitations
 Hearing/vision loss
 Ambulatory/mobility problems
 Urinary urgency/incontinence
 Physical discomfort
 Transportation difficulties

 Cognitive limitations
 Retention/recall difficulties

 Reimbursement
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Antidepressant Treatment of Late 
Life Depression Is Evidence-Based

• Over 70 Randomized Controlled Trials of 
pharmacotherapy of geriatric depression

• >25 comparisons of 1 AD to placebo, >50 
comparisons of two active antidepressants to 
each other or to placebo

• Many trials use older antidepressants, optimal 
rather than typical populations and settings

• Efficacy supported, with limited EBM support 
for greater side-effect superiority of newer 
agents
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Some Marketed Antidepressants 
Used for Late Life Depression
 Tricyclics

 Nortriptyline (Pamelor, 
Aventyl)

 MAO Inhibitors
 Phenelzine (Nardil)
 Tranylcypromine 

(Parnate)
 SSRIs

 Fluoxetine (Prozac)
 Sertraline (Zoloft)
 Paroxetine (Paxil)
 Fluvoxamine (Luvox)
 Citalopram (Celexa)
 Escitalopram (Lexapro)

 SNRIs
 Venlafaxine (Effexor)
 Duloxetine (Cymbalta)

 Others
 Bupropion (Wellbutrin)
 Mirtazapine (Remeron)
 Nefazodone (Serzone)
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Strategies for Drug Treatment

Select initial antidepressant on basis of 
efficacy, cost, side effect profile, 
concurrent medical illness, and drug/drug 
interactions

Start low, go slow, and don’t undertreat
Monitor side effects actively
Avoid non-essential polypharmacy
Adjust one medication at a time
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Choosing An Antidepressant: 
Efficacy Is Not The Guide

Clinical trials indicate generally similar 
efficacy among all the antidepressants 
that are FDA-indicated for depression

Discontinuation rate is somewhat lower 
with SSRIs based on side effect profile 
differences between SSRIs and TCAs

Controversy remains whether 
heterocyclics are more effective for 
melancholia (despite side effects)
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Choosing an Antidepressant:
Consider Cost

 Coverage issues / Medicare Part D
 Formularies/guidelines
 Generic new antidepressants:

Fluoxetine
Fluvoxamine
Paroxetine
Mirtazapine
Citalopram
Bupropion IR/SR

 Samples vs. Patient assistance programs

Not yet generic
Sertraline (Zoloft)
Escitalopram (Lexapro)
Paroxetine CR (Paxil CR)
Bupropion XL (Wellbutrin XL)
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Choosing An Antidepressant:
Consider Side Effect Profile

11 RCT comparisons of antidepressants in 
elderly subjects suitable for metaanalysis of 
side effects

“Classical” TCAs had increased withdrawal 
rate (24.4%) vs SSRIs (18%)

TCA side effects: dry mouth, constipation, 
drowsiness, dizziness, lethargy

SSRI side effects: Nausea/vomiting, sleep 
disturbance

Wilson and Mottram 2004;Int J Geriatr Psychiatry 19:754-762.
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Antidepressant Treatment is Safe 
and May Be Medically Beneficial in 

Cardiac Patients
 SADHART1 showed that treatment is well-tolerated 

 Sertraline 50-200 mg/d x 24 weeks
 No change with sertraline vs placebo in:

Left ventricular ejection fraction
Heart rate
Blood pressure
ECG

 Trend with sertraline vs placebo toward lower incidence of 
death, recurrent MI, CVA, Heart failure, hospitalization for 
angina

 ENRICHD2 study found SSRI decreased life threatening 
outcomes among highly at risk cardiac depressed patients

1. Shapiro et al. 1999; 2. Taylor et al. 2005

Moderador
Notas de la presentación
Shapiro PA, Lespérance F, Frasure-Smith N, et al. An open-label preliminary trial of sertraline for treatment of major depression after acute myocardial infarction (the SADHART Trial). Sertraline Anti-Depressant Heart Attack Trial. Am Heart J. 1999;137:1100-6.
BACKGROUND: Depression occurs frequently in patients with acute myocardial infarction and is associated with increased mortality rates. It is not known whether serotonin reuptake inhibitors would be safe and effective for patients with depression after myocardial infarction and whether such treatment would reduce mortality rates. METHODS AND RESULTS: We conducted a multicenter, open-label, pilot study of sertraline treatment in patients with major depressive disorder identified 5 to 30 days after admission for acute myocardial infarction. Outcome measures included cardiovascular and hemostatic function, adverse events, and mood ratings. Twenty-six patients were enrolled in the study. During treatment there were no significant changes in heart rate, blood pressure, cardiac conduction, or left ventricular ejection fraction, and there was a trend toward reduced ventricular ectopic activity. There were no changes in coagulation measures. Bleeding time increased in 12 patients, decreased in 4 patients, and was unchanged in 2 patients. Three (12%) patients withdrew from treatment prematurely because of adverse events. Significant improvements in mood ratings occurred over the course of treatment. CONCLUSIONS: Sertraline treatment was associated with clinical improvement and was well tolerated in >85% of the patients in this open-label treatment trial for patients with major depression after myocardial infarction. These results encourage further controlled trials to establish the effects of treatment for this high-risk population.

2. Taylor CB, Youngblood ME, Catellier D, et al. Effects of antidepressant medication on morbidity and mortality in depressed patients after myocardial infarction. Arch Gen Psychiatry. 2005;62:792-8
BACKGROUND: Depression after myocardial infarction (MI) is associated with higher morbidity and mortality. Although antidepressants are effective in reducing depression, their use in patients with cardiovascular disease remains controversial. OBJECTIVE: To undertake a secondary analysis to determine the effects of using antidepressants on morbidity and mortality in post-MI patients who participated in the Enhancing Recovery in Coronary Heart Disease study. DESIGN: Observational secondary analysis. SETTING: Eight academic sites. PATIENTS: The Enhancing Recovery in Coronary Heart Disease clinical trial randomized 2481 depressed and/or socially isolated patients from October 1, 1996, to October 31, 1999. Depression was diagnosed using a structured clinical interview. This analysis was conducted on the 1834 patients enrolled with depression (849 women and 985 men). INTERVENTION: Use of antidepressant medication. MAIN OUTCOME MEASURES: Event-free survival was defined as the absence of death or recurrent MI. All-cause mortality was also examined. To relate exposure to antidepressants to subsequent morbidity and mortality, the data were analyzed using a time-dependent covariate model. RESULTS: During a mean follow-up of 29 months, 457 fatal and nonfatal cardiovascular events occurred. The risk of death or recurrent MI was significantly lower in patients taking selective serotonin reuptake inhibitors (adjusted hazard ratio [HR], 0.57; 95% confidence interval [CI], 0.38-0.84), as were the risk of all-cause mortality (adjusted HR, 0.59; 95% CI, 0.37-0.96) and recurrent MI (adjusted HR, 0.53; 95% CI, 0.32-0.90), compared with patients who did not use selective serotonin reuptake inhibitors. For patients taking non-selective serotonin reuptake inhibitor antidepressants, the comparable HRs (95% CIs) were 0.72 (0.44-1.18), 0.64 (0.34-1.22), and 0.73 (0.38-1.38) for risk of death or recurrent MI, all-cause mortality, or recurrent MI, respectively, compared with nonusers. CONCLUSIONS: Use of selective serotonin reuptake inhibitors in depressed patients who experience an acute MI might reduce subsequent cardiovascular morbidity and mortality. A controlled trial is needed to examine this important issue.




Psychosom Med. 2005 May-Jun;67 Suppl 1:S63-6. Lessons from SADHART, ENRICHD, and other trials.
Joynt KE, O'Connor CM.Department of Medicine, Duke University Medical Center, Durham, North Carolina 27708, USA. joynt001@mc.duke.edu
Depression is highly prevalent in patients with cardiovascular disease and is independently associated with a poor prognosis when present. A very important aspect of continued therapeutic advances in this field will be the ability to show a convincing connection between the treatment of depression in patients with heart disease and a reduction in morbidity and mortality associated with the co-occurrence of these conditions. The recent SADHART (Sertraline AntiDepressant Heart Attack Trial) investigation demonstrated that sertraline is safe and efficacious in depressed patients with ischemic heart disease but was underpowered to detect a mortality difference between sertraline and placebo. The ENRICHD (ENhancing Recovery in Coronary Heart Disease) trial showed that cognitive-behavioral therapy is effective for treating depression but had no impact on cardiovascular morbidity or mortality. There are a number of methodologic complexities associated with research regarding depression and cardiovascular disease, including difficulties in the definition and measurement of depression, complexities in the conduction of large-scale trials, ethical considerations surrounding the use of placebo, and interpretation of trial results. In addition, the lack of certainty regarding the pathophysiologic link between depression and cardiovascular disease means that there is a lack of pharmacotherapy targeted specifically at the dysregulated physiology that might explain the increased morbidity and mortality seen when these two conditions occur together.
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Adherence in the Elderly

40-70% overall noncompliance1

10% take drugs prescribed for others2

20% take drugs not currently prescribed2

40% stop drugs too soon3

1. Ostrum et al. 1988; 2. Lamy et al. 1992; 3. Jackson et al. 1984
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Choosing An Antidepressant:
Consider Comorbid Medical Illness

 TCAs: (Class I antiarrhythmics) potentially arrhythmogenic
 SSRIs:

• Not anticholinergic (except for paroxetine)
• Possibly beneficial antiplatelet effect
• No significant overall changes in HR, HR variability, BP, 

conduction intervals (though individual differences can occur)
 Fluoxetine, paroxetine, sertraline in IHD patients show 

considerable safety (sertraline in SADHART and other 
studies)

 Bupropion, venlafaxine can be associated with mild BP 
increases

Roose SP: Treatment of depression in patients with heart disease. 
Biological Psychiatry 2003;54:262-268 
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Choosing An Antidepressant:
Consider Age-Related Changes in 

Pharmacokinetics and Pharmacodynamics

Reduced GI, renal and liver function
Lower albumin levels
Increased fat/muscle ratio
Increased receptor-site sensitivity for 

many drugs (decreased β-adrenergic)
Polypharmacy leading to drug-drug and 

drug-disease interactions
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Drug Interactions Can Take 
Place on Five Levels

Gastrointestinal absorption
Protein binding
Hepatic metabolism
Renal excretion
Receptor site competition
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Choosing An Antidepressant:
Consider CYP 450 Drug/Drug Interactions

 Some CYP 2D6 substrates
 TCA, fluoxetine, paroxetine, 

trazodone, venlafaxine
 selegiline
 donepezil
 morphine, dextromethorphan, 

codeine, meperidine, 
oxycodone, tramadol

 encainide, flecainide, lidocaine, 
mexiletine

 metoprolol, bisoprolol, 
propranolol, timolol, labetolol

 Two CYP1A2 substrates
 clozapine
 warfarin

 Some CYP 3A4 substrates
 alprazolam, midazolam, 

triazolam, clonazepam
 carbamazepine, lamotrigine
 donepezil
 acetaminophen
 codeine
 clarithromycin, erythromycin
 ketoconazole
 tamoxifen, vinblastine, 

doxorubicin
 amiodarone, quinidine
 calcium channel blockers
 lovastatin, simvastatin, 

atorvastatin, fluvastatin, 
pravastatin

 estradiol, cortisol, prednisone, 
testosterone

 omeprazoleZubenko and Sunderland 2000; Cadieux 1999
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1A2 2C9/10 2C19 2D6 3A3/4

Citalopram 40 mg/d • • • ++ •

Escitalopram 20 mg/d • • • ++ •

Fluoxetine 20 mg/d • +++ ++ +++ +

Fluvoxamine 150 mg/d +++ +++ +++ • +++

Paroxetine 20 mg/d • • • +++ •

Sertraline 100 mg/d • • • + •

Inhibitory Effect of SSRIs on Specific 
Cytochrome P450 Isoenzymes in Vivo

Preskorn SH. J Psychiatr Pract. 2003;5:228-
236.*Percent increase in plasma levels of a co-administered drug dependent on this CYP enzyme for its clearance.

• no or minimal effect (<20%)* ++ moderate effect (50%-150%)*
+ mild effect (20%-50%)* +++ substantial effect (>150%)*

Moderador
Notas de la presentación
In vivo, ZOLOFT® (sertraline HCl) has a mild effect on the CYP450 2D6 enzyme and minimal to no effect on 1A2, 2C9/10, 2C19, and 3A3/4 enzymes.1
Lexapro and Celexa moderately inhibit 2D6.1
Prozac and Paxil substantially inhibit the P450 2D6 enzyme. Prozac also shows an inhibitory effect on the 2C9/10 and 2C19 enzymes.1  
Luvox substantially inhibits all enzymes except 2D6.1
This table comprises consolidated results from in vivo human studies.
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Antidepressant Choices:  Tricyclic 
Antidepressants (TCAs)

Advantages:  proven efficacy, availability 
of blood levels for selected agents, low 
cost

Disadvantages:  sedation, cardiovascular 
effects, autonomic side effects 
(hypotension), toxicity.

Examples:  nortriptyline 10 to 150 mg daily 
(guide treatment by plasma level of 50 – 10 
ng/ml); desipramine 10 to 150 mg daily
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Antidepressant Choices:  
Serotonin Reuptake Inhibitors (SRIs)

SSRIs vs SNRIs
Advantages:  Effective with minimal toxicity, 

avoidance of autonomic side effects, less 
sedation, ease of administration

Disadvantages:  Overstimulation/insomnia, 
G.I. symptoms, sexual side effects, 
hyponatremia, drug interactions, cost

Examples:  fluoxetine 10 to 80 mg/day, 
sertraline 25 to 200 m/day, paroxetine 10 to 50 
mg/day, citalopram 10 to 40 mg/day; 
venlafaxine XR 37.5 mg/d; duloxetine 20-30 
mg/d
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Antidepressant Choices:  
Ungrouped Agents

 Mirtazapine (start:  15 mg/day) may cause sedation and 
increased appetite.

 Bupropion (start:  37.5 mg BID or bupropion SR 100 mg 
q d) may increase risk for seizures at higher doses, is 
not approved for treating anxiety disorders, and is 
contraindicated with comorbid eating disorder.

 Nefazodone: rarely used as primary therapeutic agent 
because of concerns about rare but serious 
hepatotoxicity.

 Trazodone: rarely used as primary therapeutic agent 
because of limited potency and significant side effects 
(sedation, hypotension, priapism) but can be used as an 
hypnotic in conjunction with SSRI.
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Antidepressant Choices:  
Monoamine Oxidase (MAO) 

Inhibitors

Advantages:  MAO levels increase with age, 
low cardiac effects, effectiveness for atypical 
depression.

Disadvantages:  Dietary restriction, potential 
hypertensive crisis, orthostatic hypotension, 
drug interactions.

Examples:  phenelzine 15 mg bid to tid, 
tranylcypromine 10 mg bid to tid
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To Switch or To Augment?

• Simpler, less costly
• Avoids drug-drug 

interactions
• Reduces side effects 
• Introduces “different 

mechanism”
• Implementation is slower
• Outpatient setting

Switch Augmentation

• More complex and costly
• Risks drug-drug 

interactions
• Risks side effect increase
• Avoids loss of partial 

response effect
• Implementation is faster
• Inpatient setting
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Antidepressant “Augmenters”

Augmenter Evidence in Adults Evidence in Late Life Depression

Lithium carbonate + Mixed results

Triiodothyronine + No specific study

Atypical antipsychotic + + Open trial: aripiprazole

Modafinil +/- +/- case reports

Testosterone + Hypogonadal men + ? Hypogonadal men

Buspirone +/- No specific study

Estrogen + Peri/postmenopausal 
women??

+ Peri/postmenopausal 
women

Lamotrigine ? ?

+ signifies presence of credible evidence base for use

Moderador
Notas de la presentación
Stimulants: Use remains controversial
Effect is often rapid, side effects common
May be justified with: 
apathy/psychomotor retardation
J Clin Psychopharmacol. 2007 Feb;27(1):76-9.  Links

A randomized, double-blind, crossover trial of modafinil on mood.
Taneja I, Haman K, Shelton RC, Robertson D.
Department of Pharmacology, Dysfunction Center, Division of Clinical Pharmacology, Vanderbilt University, Nashville, TN 37232-2195, USA.
Modafinil, a medication for the excessive sleepiness associated with narcolepsy, has been hypothesized to improve not just alertness but mood as well. The purpose of this study was to determine how treatment with modafinil affects mood in healthy volunteers. Normal healthy volunteers (n = 12, 10 men and 2 women; 30-44 years) underwent a 3-day, counterbalanced, randomized, crossover, inpatient trial of modafinil (400 mg daily) versus placebo with 4-day washout period between 2 treatments. Mood was assessed daily using both the Positive and Negative Affect Schedule and a general mood scale, which consisted of 10 bipolar adjective ratings based on a severity scale ranging from 1 to 10. Modafinil increased general mood and Negative Affect scales relative to placebo and had a significant effect on Positive Affect scales. These results suggest that modafinil may have general mood-elevating effects accompanied by increased negative affect (anxiety). The findings may have implications for clinical practice, in particular for the adjunctive use of modafinil in treatment-resistant depression.

concurrent medical illness
intolerance of antidepressants
need for rapid response
Effect can be lasting
-----------------
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Gradual Discontinuation of Lithium Augmentation in Elderly Patients With Unipolar Depression
[Article]
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Abstract
Recently, the therapeutic benefit of lithium augmentation in old age has come into question.These data, in light of the documented high incidence of side effects after lithium use in elderly patients, resulted in the design of a prospective, placebo-controlled lithium augmentation withdrawal study in elderly patients with unipolar depression. Twelve eligible geriatric patients (10 women and 2 men; mean [+/- SD] age, 76.2 +/- 5.7 years) with DSM-III-R unipolar depression receiving adjunct lithium therapy were randomized to receive continued lithium augmentation or matching placebo (withdrawal rate 150 mg/day/wk). At each clinic visit, patients were assessed for depression (Montgomery-Asberg Depression Rating Scale and Geriatric Depression Rating Scale) and lithium-induced toxicities (a 21-item side-effect checklist, renal and thyroid biochemistry). Over the 2-year observation period, the placebo group reported a decrease in composite 21-item side-effect score and specific lithium toxicities (e.g., urinary urgency, hand tremor, and renal/thyroid abnormalities). Two patients in the lithium maintenance group had a recurrence of depression at 61 and 96 weeks, respectively, immediately after a stressful life event (cerebrovascular accident [CVA] or death of spouse), and two patients had a recurrence in the placebo group at 7 and 92 weeks, respectively, without any apparent changes in life stresses. No other prognostic risk factors for recurrence were identified. Depression that recurred in patients who were receiving placebo was relatively resistant to reinstitution of lithium augmentation therapy. In otherwise stable geriatric patients with unipolar depression, the documented benefits of reduced side effects should be weighed against the risk of recurrence and subsequent lithium resistance before withdrawal of lithium augmentation. (J Clin Psychopharmacol 1997;17:22-26).
�
Refractory unipolar depression is observed in up to 25% of patients treated with antidepressants. [1] Early reports suggested that the addition of lithium resulted in at least a 50% decrease in scores on the Hamilton Rating Scale for Depression (HAM-D) in up to 74% of patients within 2 days to 4 weeks of starting therapy. [2] Comparable results were reported in a retrospective evaluation of lithium augmentation in geriatric depression, although reversible central nervous system (CNS) side effects occurred frequently. [3] Recently, however, the effectiveness of lithium augmentation has come into question, [4] and prospective evaluations of lithium augmentation in elderly patients with antidepressant-resistant depression reported clinically less impressive outcomes. [5,6] Superimposed on the questionable effectiveness of lithium augmentation is the documented high incidence of side effects observed with lithium use in elderly patients, especially CNS (tremor, delirium), renal, and thyroid toxicities. [7]
As such, the present study was designed to evaluate the effect (i.e., recurrence rate and side-effect profile) of gradual discontinuation of adjunct lithium therapy in elderly patients with unipolar depression. A secondary objective was to investigate the usefulness of patient demographics to predict recurrence risk.
Methods
Patients and study design
A prospective, double-blind, placebo-controlled, parallel-design withdrawal study was conducted in an outpatient geriatric population who received lithium augmentation for refractory unipolar depression. Elderly (> 65 years of age) men or women were required to meet diagnostic criteria for major unipolar depressive episode according to DSM-III-R before antidepressant therapy was initiated. Patients were classified as refractory if they failed to show improvements in depressive symptoms after at least 6 months of maximal doses (and/or maximal therapeutic serum concentrations) of antidepressant therapy. All patients must have demonstrated responsiveness to lithium augmentation.
In addition, patients must have been without depressive symptoms for at least 1 year while being maintained on lithium augmentation, without a change in concurrent antidepressant medications. Before study entry, eligible patients were required to have a self-assessment depression rating score (Geriatric Depression Rating Scale [GDRS]) of < 20, an interview-based depression rating score (Montgomery-Asberg Depression Rating Scale [MADRS]) of < 15 and a standardized mini-mental status examination score of > 20.
Furthermore, to assess patients' attitudes and anxiety levels with respect to the possibility of lithium withdrawal, a four-question lithium withdrawal attitude questionnaire was conducted. This involved rating from 1 to 5 (1 = strongly disagree; 2 = disagree; 3 = undecided; 4 = agree; 5 = strongly agree) the following four statements: (1) I would very much like to be able to stop taking lithium every day; (2) The thought of discontinuing lithium therapy makes me very anxious; (3) I don't mind taking lithium every day if it means that I feel well; and (4) I feel there is no concern in discontinuing daily lithium therapy. Patients were required to have a composite attitude score (score = 1 - 2 + 3 + 4) of 8 or greater to be eligible for study enrollment. Patients were excluded if they had a history of dementia, suicidal tendencies, history of severe symptoms with relapse, or whose general overall health, in the opinion of the investigators, contraindicated study participation.
After being advised of the nature and risks of the study, patients who gave written, informed consent were randomly assigned to one of two treatment groups (active or placebo). All patients were maintained on their antidepressant medications throughout the lithium augmentation withdrawal study. Treatment assignment was determined from a list of computer-generated random numbers. Neither the patient nor the investigators involved in patient assessment were aware of the study assignments.
Study protocol
Lithium dosage was adjusted according to clinical symptoms and/or 12-hour standard serum lithium levels. All patients had blood samples drawn for lithium serum levels throughout the study. To maintain the study blind, actual (active) and fabricated (placebo) lithium levels were returned to the primary investigator after each clinic visit. Lithium was withdrawn slowly (maximum 150 mg/day/wk) in the withdrawal group until the augmentation therapy was completely replaced with matching placebo. All patients returned for scheduled visits at approximately the same time on each clinic day and returned any study medications for compliance assessment (capsule counts). A record of the drugs dispensed and returned, as well as the study randomization code, was maintained by the outpatient psychiatry pharmacy.
A total of 14 visits were scheduled over approximately a 2-year period as follows: visits (2-5)-weekly from study entry; visits (6-10)-monthly; visits (11-12)-every 3 months; and visits (13-14)-every 6 months. During the first visit, the following demographic information was obtained: age of onset of affective illness, age of first hospitalization for depression, number of hospitalizations for depression (over the last 10 years and lifetime), length of time on lithium augmentation, baseline lithium dose, date of last depressive episode, history of electroconvulsive therapy (ECT), family history of affective illness, marital status (never married, married, widow/widower), residence (living alone, with relative, or with other).
At each clinic visit, the patients completed an interview-based depression rating scale (MADRS), a self-assessment rating scale (GDRS), a 21-item side-effect checklist (nausea, vomiting, hand tremor, diarrhea, weight gain, nighttime urinary urgency, dizziness, blurred vision, lack of coordination, thirst, lightheadedness, urinating more than usual volumes, muscle weakness, skin rash, unsteady gait, drowsiness, dry mouth, constipation, weight loss, hair loss, and urinary incontinence), and a rated side-effect symptom severity (0-not present through 4-severe). A composite score for the side-effect checklist (sum of all severity ratings for all symptoms; 0-84) was determined. In addition, a biochemical screen (renal-serum creatinine, blood urea nitrogen, routine urinalysis; and thyroid-thyroid-stimulating hormone [TSH], thyroxine, free thyroxine, reverse triiodothyronine, triiodothyronine, thyroxine-binding globulin) was obtained at each visit.
A patient was considered to have had a recurrence if one of the following occurred: hospitalized for depression, required adjustment of concomitant antidepressant medication (dosage or drug type), MADRS score of > 15, and/or an absolute change in total score from baseline of greater or equal to 10 units, GDRS score of > 20, and/or an absolute change in total score from baseline of greater or equal to 10 units. On recurrence of depression or study withdrawal/termination, the patient was asked to complete a reassessment of the depression (repeated MADRS and GDRS), and exit serum lithium and antidepressant levels were measured.
Statistical analysis
The primary end point was depression recurrence. Secondary end points included the following: prognostic factors affecting recurrence, changes in incidence or severity of drug side effects, and/or biochemistry on lithium withdrawal. Prognostic factors affecting recurrence, side effects, and biochemical changes were analyzed using univariate statistics: Mann-Whitney U test for independent samples and chi squared test or Fisher's exact test for categorical variables. All data were analyzed by two-tailed tests. The length of depression-free periods from withdrawal was subjected to life-Table survivalanalysis.
Results
Of the 60 geriatric patients who were receiving lithium augmentation therapy at study initiation (July 1991) and were seen by the Psychiatry Department staff at Sunnybrook Health Science Centre, only 12 patients met the inclusion/exclusion criteria and gave written, informed consent. From the initial screening, reasons for exclusion were as follows: treatment of bipolar affective disorder, recurrence of depressive symptoms within the last year while being maintained on lithium augmentation therapy, and patient reluctance to commit to a 2-year follow-up study. Based on previous experience, elderly patients were maintained on once-daily (bedtime) doses of lithium required to maintain a 12-hour standard serum lithium level of about 0.4 mmol/L. [8,9] Individual characteristics (concurrent antidepressant, age, gender, study group, and lithium dosage) of the enrolled patients are outlined in Table 1. All the patients had a history of recurrent depression (i.e., none had a chronic, single episode). The relatively high prevalence of tertiary amine tricyclics reflects historical usage in patients who had been stable on these medications for 4 to 5 years, on average.
� �Table 1. Study patientsa 
After randomization, study patients were balanced for a priori prognostic determinants, such as age, patient's age at first depressive episode, and age when first hospitalized for depression (Table 2). Over the 2-year observation period, one patient died of a CVA, and two patients were asked to withdraw due to documented noncompliance (capsule counts suggesting < 80% of medications were taken and/or negligible lithium levels [i.e., < 0.05 mmol/L] in the active treatment group when levels were previously therapeutic). Of the remaining nine patients (four active/five placebo), four experienced recurrence of depression and five patients were followed up until 96 weeks.
� �Table 2. Baseline demographicsa 
Examination of the baseline characteristics of the nine patients who completed the study revealed that the placebo and lithium groups remained balanced for age and baseline lithium levels and other prognostic determinants. Analysis of patients with or without recurrent depression failed to identify any patient characteristics that were predictive of outcome (Table 3).
� �Table 3. Characteristics of patients at study completiona 
Of those patients who continued to receive lithium over the 2 years, one patient exhibited a slight increase in serum creatinine levels. Of those patients slowly withdrawn from lithium, a trend toward improved renal function was observed (Table 4). Although, mean thyroid function did not appear to change in those patients maintained on lithium (data skewed by one outlier), a trend toward decreased TSH levels was observed in the lithium withdrawal group (Table 4).
� �Table 4. Effect of lithium withdrawal on renal and thyroid function 
Mean composite side-effect symptom scores for the placebo and lithium groups were comparable at baseline (9.4 vs. 10.5, respectively). For all other clinic visits (1 through 14), the mean composite side-effect symptom score was less in the placebo group compared with the lithium group (p < 0.05). Of interest, lithium withdrawal patients experienced less of the following symptoms: urinary urgency at night, urination of more than usual volumes, urinary incontinence, and neurotoxicity (i.e., hand tremor, lightheadedness, dizziness, and unsteady gait).
Two patients in the lithium maintenance group had recurrence of depression (at 61 and 96 weeks). Of these two, one patient's depression recurred after the death of her spouse and she subsequently developed visual hallucinations (predominantly of her deceased husband). The second patient experienced recurrence of depression after a CVA with irreversible neurologic sequelae (e.g., dementia).
Two patients in the placebo group had recurrence of depression (at 7 and 92 weeks). Of particular significance, the two patients whose depression recurred with withdrawal of lithium augmentation failed to respond to the reinstitution of adjunct lithium therapy until a total of 3 months (7-week relapser) and 9 months (92-week relapser) of therapy, respectively. The latter patient ultimately required a full course of ECT before returning to his premorbid state.
Discussion
The issue of lithium withdrawal has been examined extensively in younger populations with bipolar affective disorder. Suppes and coworkers [10] analyzed 14 such studies involving a total of 257 patients. Overall, more than 50% of all new episodes of illness occurred within 10 weeks of stopping lithium in previously stable patients. The time to 25% recurrence of mania was 5.2 times earlier than for depression (14 vs. 27 months). These investigators attribute the high recurrence rate, in part, to the rapid discontinuation of lithium withdrawal. A single retrospective study evaluated the effect of discontinuing lithium therapy in patients with unipolar depression (40 withdrawn, 105 maintained on lithium). [11] The cumulative probability of recurrence was 8% on lithium (at 2 years) compared with 58% in the withdrawal group. The investigators were unable to identify any prognostic factors of relapse.
Bendz and associates [12] observed an increase in serum creatinine and a decrease in glomerular filtration rate at 9 weeks after lithium withdrawal in patients treated for at least 15 years. However, the lack of improvement in maximum urinary concentration capacity was considered to be evidence of irreversible damage to renal tubular function.
The present study is the first to report prospectively on the effect of withdrawal of lithium augmentation in a geriatric population with unipolar depression. Clearly, the study population size precludes any definitive recommendations; however, a number of clinically relevant observations were made.
First, continued adjunct lithium therapy was associated with progressive adverse effects that were generally not spontaneously reported by this elderly population. All patients whose lithium was discontinued reported fewer nuisance urinary side effects and/or CNS toxicities. The former was also supported by a slight, but significant, improvement in mean renal function (e.g., serum creatinine) after lithium withdrawal. Furthermore, a trend toward improved thyroid function (e.g., TSH levels) was observed. In addition, life events (e.g., death of friends/family) and the development of age-associated medical conditions (e.g., stroke, coronary artery disease) that are common in a geriatric population may predispose the elderly to depression recurrence, despite lithium augmentation. The latter observation highlights the difficulty of assessing the long-term efficacy of antidepressant therapy in elderly patients (70 to 85 years of age).
Withdrawing lithium augmentation in otherwise stable elderly patients did not occur without significant risk. Recurrence of depression was observed in two patients who had lithium withdrawn, without any evidence of life events as recurrence initiators. No single risk factor or composite of demographic information was able to predict who would have recurrent depression. As recently documented by other investigators, [13,14] the reinstitution of lithium prophylaxis in previously responsive patients who have depression recurrence on lithium withdrawal is associated with a high risk of failure and patient morbidity. The two patients on placebo who had depression recurrence in our study were subjected to a very difficult and turbulent period before stabilization. Both patients spontaneously expressed serious concerns about any future attempt at lithium withdrawal. Recurrence and lack of response to resumption of lithium augmentation should be carefully considered before lithium withdrawal in elderly patients.
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J Clin Psychopharmacol. 1994 Oct;14(5):353-6. Links
A prospective study of lithium augmentation in antidepressant-resistant geriatric depression.
Flint AJ, Rifat SL.
Geriatric Psychiatry Program, Toronto Hospital, Ontario, Canada.
This open, prospective study investigated the efficacy of lithium augmentation in elderly patients who had failed to respond to a 6-week course of antidepressant medication. Twenty-one patients (age range, 64 to 88 years) with DSM-III-R unipolar, nonpsychotic major depression refractory to a 6-week course of nortriptyline, fluoxetine, or phenelzine underwent a minimum of 2 weeks of lithium augmentation. Five patients had a complete response, 3 had a partial response, and 13 did not respond. Half of the patients developed dose-limiting side effects, most commonly neuromuscular or neurologic. Patients developing side effects were significantly older (p = 0.05), and there was a tendency for side effects to occur more frequently in patients treated with fluoxetine. The rate of response to lithium augmentation in this elderly population was lower than that reported for most open and controlled studies in younger patients. Possible reasons for this are discussed.
-------------
J Clin Psychopharmacol. 1991 Aug;11(4):254-6. Links
Adjunctive lithium carbonate in nortriptyline-resistant elderly depressed patients.
Zimmer B, Rosen J, Thornton JE, Perel JM, Reynolds CF.
Medical College of Pennsylvania, Pittsburgh.
Recent reports supporting the use of lithium carbonate as an adjunct to tricyclic antidepressants for the treatment of refractory depression have not utilized standardized tricyclic antidepressant therapy, nor have they addressed the efficacy of lithium augmentation in a geriatric population. A 3-week open trial was added to the medication regimen of 15 elderly depressed inpatients who had already failed 4 weeks of therapeutic levels of nortriptyline. Treatment response was determined by the 17-item Hamilton Rating Scale for Depression (HAM-D). Two of 15 partial responders before lithium augmentation became complete responders. Of the remaining 13 "nonresponders" before lithium augmentation, one had a complete response, 7 had a partial response and 5 remained nonresponders. Although there was a mean HAM-D change of 8.3 points after lithium augmentation (24.7 +/- 5.9 to 16.4 +/- 6.8, p less than .001), when considering the previously reported similar efficiency of extended nonaugmented nortriptyline, these data do not strongly support lithium augmentation in elderly subjects who fail to respond after 4 weeks of nortriptyline. Further study is needed to determine what role, if any, lithium augmentation should play in the treatment of geriatric depression.
--------------
Acta Psychiatr Scand. 1989 Jul;80(1):97-100. Links
A comparison of electroconvulsive therapy with a combined lithium and tricyclic combination among depressed tricyclic nonresponders.
Dinan TG, Barry S.
Department of Psychiatry, Trinity College Medical School, St. James' Hospital, Dublin, Ireland.
Thirty severely depressed patients who were resistant to tricyclic antidepressant therapy were randomly allocated to treatment either with electroconvulsive therapy (ECT) or addition of lithium (Li) to the tricyclic. Twenty-one of the 30 patients significantly improved at the end of 3 weeks of treatment. There were no differences in improvement rates between the two groups. However, the patients treated with a Li/tricyclic combination improved more rapidly, showing significant alterations in mental state by day 7. It is suggested that in otherwise physically healthy patients who are tricyclic nonresponders, the addition of Li may be a more rapid treatment than the use of ECT.

Adv Ther. 2006 Jul-Aug;23(4):646-54.  Links

Open-label study of adjunct modafinil for the treatment of patients with fatigue, sleepiness, and major depression treated with selective serotonin reuptake inhibitors.
Konuk N, Atasoy N, Atik L, Akay O.
Faculty of Medicine, Department of Psychiatry, Zonguldak Karaelmas University, Kozlu/Zonguldak, Turkey.
Despite the efficacy of selective serotonin reuptake inhibitors (SSRIs) in the treatment of major depression, a significant number of patients show partial or no remission of symptoms. Some evidence suggests that psychostimulant augmentation may be helpful in treating patients with residual symptoms of depression. The efficacy of modafinil in augmenting SSRIs in depressed patients with residual fatigue or excessive daytime sleepiness has yet to be systematically investigated. In a series of 25 patients with major depressive disorder, according to the criteria of the Diagnostic and Statistical Manual of Mental Disorders, 4th edition, who showed significant residual symptoms after an adequate SSRI trial (12 wk) and who were evaluated according to the Fatigue Severity Scale (FSS), subjects with scores > or = 4 were given open-label modafinil augmentation for a minimum of an additional 6 wk. Treatment response was assessed prospectively with the FSS, the Epworth Sleepiness Scale (ESS), and the Hamilton Rating Scale for Depression (HAM-D) during the first visit and at the second and sixth weeks. Twenty-one of 25 patients in this series who were treated with modafinil and SSRIs completed the 6-wk augmentation trial. At end-point assessment, all patients showed significant improvement in fatigue and sleepiness in FSS and ESS scores, as well as in HAM-D scores (P<.01). In the second week, 29.4% of patients had a HAM-D score <7, which was defined as remission; this rate was 64.7% in the sixth week. The rate of patients whose HAM-D score dropped by more than 50%, defined as responders to treatment, was 41.1% and 76.4% in the second and sixth weeks, respectively. Results of this preliminary, open-label trial suggest that modafinil may be effective in augmenting ongoing SSRI treatment for a portion of patients with major depression who have residual fatigue and sleepiness. Larger, placebo-controlled trials appear warranted to investigate the clinical efficacy and tolerability of modafinil augmentation of SSRI treatment in these patients.

J Clin Psychiatry. 2002;63 Suppl 7:45-8. Links
Estrogen replacement therapy in the treatment of major depressive disorder in perimenopausal women.
Rasgon NL, Altshuler LL, Fairbanks LA, Dunkin JJ, Davtyan C, Elman S, Rapkin AJ.
Department of Psychiatry and Biobehavioral Science, University of California, Los Angeles, USA.
BACKGROUND: Increased vulnerability to mood disorders has been reported during perimenopause. Fluctuating estrogen levels accompany the perimenopausal transition. Thus, estrogen replacement therapy (ERT) has been proposed as a potentially effective treatment for mood disorders occurring during perimenopause. METHOD: We examined the efficacy of ERT in the treatment of depression in 16 perimenopausal women with DSM-IV-defined major depressive disorder who were participating in the Mood Disorders Research Program at the Department of Psychiatry of the University of California, Los Angeles. Ten antidepressant- and ERT-naive women received ERT alone. Six women who were nonresponders or partial responders to an antidepressant received ERT in addition to existing treatment with fluoxetine. The Hamilton Rating Scale for Depression (HAM-D) was administered to all patients at baseline and weekly thereafter during the 8-week open-protocol trial. Partial response was operationalized as a final HAM-D score < or = 50% of the baseline score. Remission was defined as a final HAM-D score < or = 7. RESULTS: All patients exhibited clinical improvement as measured by HAM-D scores after the first week of treatment. Of the 10 perimenopausal depressed women receiving ERT alone, 6 remitted, 3 partially responded to treatment, and 1 did not respond by the end of the trial. Of the 6 women receiving antidepressant treatment with ERT, 1 patient remitted and 5 had a partial response by the end of the trial. CONCLUSION: This small study suggests that for some antidepressant-naive perimenopausal women with clinical depression, ERT may have antidepressant efficacy. In depressed women who have minimal response to a selective serotonin reuptake inhibitor, ERT may augment response. Further controlled trials are needed.

J Geriatr Psychiatry. 1997 Spring;5(2):97-106. Links
Estrogen replacement and response to fluoxetine in a multicenter geriatric depression trial. Fluoxetine Collaborative Study Group.
Schneider LS, Small GW, Hamilton SH, Bystritsky A, Nemeroff CB, Meyers BS.
Department of Psychiatry and Behavioral Sciences, University of Southern California, Los Angeles, USA.
The estrogen decrease of the postmenopausal state may be a factor in both the pathogenesis of late-life depression and in therapeutic response. Studies of nondepressed women over 60 given estrogen replacement therapy (ERT) suggest improvement in mood. The authors compared clinical response of elderly depressed women outpatients entering a 6-week, randomized, placebo-controlled, double-blind, multicenter trial of fluoxetine (20 mg/day); 72 patients received ERT, and 286 did not. There was a significant interaction between ERT status and treatment effect (P = 0.015). Patients on ERT who received fluoxetine had substantially greater mean Ham-D percentage improvement than patients on ERT who received placebo (40.1% vs. 17.0%, respectively); fluoxetine-treated patients not on ERT did not show benefit significantly greater than placebo-treated patients not on ERT. ERT use may augment fluoxetine response in elderly depressed outpatients and should be considered as a factor in clinical trials in elderly women.
--------------
Int J Geriatr Psychiatry. 2007 Jul 10; [Epub ahead of print]  Links

The effects of the dopamine and serotonin transporter polymorphisms on clinical features and treatment response in geriatric depression: a pilot study.
Lavretsky H, Siddarth P, Kumar A, Reynolds CF.
UCLA School of Medicine, Department of Psychiatry and Biobehavioral Sciences, Los Angeles, CA, USA.
BACKGROUND: The authors examined the role of dopamine and serotonin transporter genetic polymorphisms in clinical and cognitive features of subjects with late-life depression, and in preferential treatment response to the combination of methylphenidate and citalopram. METHOD: The authors studied fifteen outpatients with major depression in a pilot ten-week double-blind trial of methylphenidate combined with citalopram and compared to citalopram and placebo. Response was defined as a score on the Hamilton Depression Rating Scale (24-item) of less than 10. All underwent genotyping to determine the dopamine (DAT VNTR) and serotonin (5HTTLPR) transporter polymorphisms. RESULTS: Subjects with DAT VNTR 10/10 genotype had greater cognitive executive dysfunction at baseline compared to others. However, they responded preferentially to methylphenidate added to citalopram with a greater reduction in depression severity over time compared to other subjects. CONCLUSIONS: DAT VNTR 10/10 genotype may be associated with an endophenotype of late-life depression with executive dysfunction that responds preferentially to methylphenidate added to a selective serotonin reuptake inhibitor, which warrants replication in a large sample. Copyright (c) 2007 John Wiley & Sons, Ltd.

Am J Geriatr Psychiatry. 2006 Feb;14(2):181-5.  Links

Methylphenidate-enhanced antidepressant response to citalopram in the elderly: a double-blind, placebo-controlled pilot trial.
Lavretsky H, Park S, Siddarth P, Kumar A, Reynolds CF.
Department of Psychiatry and Biobehavioral Sciences, UCLA School of Medicine, Los Angeles, California 90095, USA. hlavretsky@mednet.ucla.edu
OBJECTIVE: The authors evaluated the potential of methylphenidate to accelerate and enhance antidepressant response to citalopram in elderly depressed patients. METHODS: Sixteen outpatients with major depression were treated in a 10-week double-blind trial. Response was defined as a score on the Hamilton Depression Rating Scale (24-item) of less than 10. RESULTS: An accelerated response was observed by week 3 in five subjects receiving citalopram (CIT)+methylphenidate (MPH) and in none of those receiving CIT+placebo (PBO). Subjects receiving citalopram and methylphenidate showed a significant improvement in depressive symptoms compared with those on citalopram and placebo. CONCLUSION: Combined treatment with citalopram and methylphenidate appears to be a viable strategy for accelerating and enhancing antidepressant response in elderly depressed patients limited by tolerability and safety.

Objective To evaluate the efficacy and tolerability of aripiprazole augmentation in elderly depressed patients who did not
reach remission after treatment with an SSRI.
Method Outpatients 50 years and older with major depressive disorder not remitting after adequate treatment with an SSRI
were eligible for the study. In the 6-week long augmentation phase, antidepressants were continued without change and
aripiprazole was titrated if needed to a maximum dose of 15 mg per day. Patients were evaluated at the study endpoint on an
intent to treat basis, and the primary outcome measure was remission of depression as measured by Hamilton Rating Scale for
Depression (HRSD)10.
Results Twenty patients having mean age 63.09.6 years old, HRSD 20.04.2, Beck Depression Inventory (BDI)
21.09.8, Clinical Global Impression—Severity (CGI—S) 3.70.9, and Mini Mental State Examination (MMSE)
29.21.0 entered the study. At the study endpoint, mean HRSD was 7.65.9, BDI 9.19.3, and CGI—S 1.91.1. A 50%
remission rate of depression was observed after six weeks of augmentation with aripiprazole. Twenty five percent of subjects
did not complete the study. The most frequent side effects observed were dry mouth (25%), agitation/anxiety (20%), and
drowsiness (15%).
Conclusion In this study 50% of depressed patients not remitting after an adequate trial of an SSRI achieved a
final HRSD10 when given aripiprazole augmentation. Open trials such as this require follow up in a randomized,
placebo-controlled trial. Copyright # 2007 John Wiley & Sons, Ltd.
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Small, mostly open label, studies support 
atypicals as SRI augmenters in depressed 
nongeriatric nonpsychotic adults1

Risperidone: 0.5 to 1 mg/d
Olanzapine: 1 RCT at 5-20 mg/d
Ziprasidone: 20-80 mg bid
Aripiprazole: 2.5-5 mg/d 
Quetiapine:  Anecdotal support for augmentation
Clozapine: Anecdotal support for augmentation

 In elderly, 1 open and limited trial of aripiprazole2

1. Papakostas GI 2005; 2. Rutherford et al. 2007

Augmenters: Atypical 
Antipsychotics 

Moderador
Notas de la presentación
Proposed mechanisms: (may be in Nelson C. J Clin Psychiatry 2003;64[suppl 1]:5-12)

5HT2 receptor antagonism (all atypicals)
5HT1a receptor antagonism (ziprasidone, aripiprazole)
5HT1d autoreceptor antagonism (ziprasidone, risperidone)
D2 agonist activity (aripiprazole)
NE, 5HT, DA reuptake inhibition (ziprasidone)




Int J Geriatr Psychiatry. 2007 Mar 6; [Epub ahead of print]  Links

An open trial of aripiprazole augmentation for SSRI non-remitters with late-life depression.
Rutherford B, Sneed J, Miyazaki M, Eisenstadt R, Devanand D, Sackeim H, Roose S.
Department of Psychiatry, Columbia University, New York State Psychiatric Institute, New York, NY, USA.
OBJECTIVE: To evaluate the efficacy and tolerability of aripiprazole augmentation in elderly depressed patients who did not reach remission after treatment with an SSRI. METHOD: Outpatients 50 years and older with major depressive disorder not remitting after adequate treatment with an SSRI were eligible for the study. In the 6-week long augmentation phase, antidepressants were continued without change and aripiprazole was titrated if needed to a maximum dose of 15 mg per day. Patients were evaluated at the study endpoint on an intent to treat basis, and the primary outcome measure was remission of depression as measured by Hamilton Rating Scale for Depression (HRSD) </= 10. RESULTS: Twenty patients having mean age 63.0 +/- 9.6 years old, HRSD 20.0 +/- 4.2, Beck Depression Inventory (BDI) 21.0 +/- 9.8, Clinical Global Impression-Severity (CGI-S) 3.7 +/- 0.9, and Mini Mental State Examination (MMSE) 29.2 +/- 1.0 entered the study. At the study endpoint, mean HRSD was 7.6 +/- 5.9, BDI 9.1 +/- 9.3, and CGI-S 1.9 +/- 1.1. A 50% remission rate of depression was observed after six weeks of augmentation with aripiprazole. Twenty five percent of subjects did not complete the study. The most frequent side effects observed were dry mouth (25%), agitation/anxiety (20%), and drowsiness (15%). CONCLUSION: In this study 50% of depressed patients not remitting after an adequate trial of an SSRI achieved a final HRSD </= 10 when given aripiprazole augmentation. Open trials such as this require follow up in a randomized, placebo-controlled trial. Copyright (c) 2007 John Wiley & Sons, Ltd.
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Prescribe Atypicals with 
Caution in Elderly Patients

 FDA warnings re use in psychosis/dementia geriatric 
patients
CVA risk
Overall mortality risk

 Concerns re metabolic effects
Weight gain
Glucose
Lipids

 Safety and risk-management considerations

Moderador
Notas de la presentación
Essent Psychopharmacol. 2005;6(4):209-20. Links
Augmentation of standard antidepressants with atypical antipsychotic agents for treatment-resistant major depressive disorder.
Papakostas GI.
Depression Clinical and Research Program, Department of Psychiatry, Massachusetts General Hospital, Boston, MA, USA.
Treatment-resistant depression (TRD) is not uncommon; 29% to 46% of patients with depression who are treated with antidepressants fail to respond fully. Dr. Papakostas discusses various augmentation strategies, focusing particular on a possible role for the newer atypical antipsychotics. Their complex neuropharmacological actions suggest such efficacy. One chart review and a number of open-label studies have been encouraging, but 2 double-blind, placebo controlled-studies have offered contradictory results. Considering the side-effect profiles of these drugs, a careful risk/benefit assessment is always required. While routinely used for psychotic depression and panic reactions in depressive disorders, their value as augmenters in TRD awaits further study.
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Augmenters: Testosterone

 Low total testosterone level predicts higher incidence of 
depressive illness among older men (enhanced with 
comorbid medical morbidity).1

 One RCT found testosterone +SSRI = placebo + SSRI 
in older hypogonadal men2, while others have supported 
testosterone coadministration3 including in SSRI-
resistant hypogonadal4 or eugonadal5 men

 Prescreen: Contraindicated with prostate cancer, may cause 
hepatotoxicity and other adverse effects.

1. Shores et al. 2005; 2. Seidman et al 2001; 3. Pope HG Jr et al .2003; 4. Seidman and Rabkin 
1998; 5. Seidman et al. 2005

Moderador
Notas de la presentación
 J Affect Disord. 1998 Mar;48(2-3):157-61. Links
Testosterone replacement therapy for hypogonadal men with SSRI-refractory depression.Seidman SN, Rabkin JG.
Department of Psychiatry, College of Physicians and Surgeons of Columbia University, New York, NY 10032, USA.

BACKGROUND: Testosterone replacement therapy is an effective treatment of some depressive symptoms in hypogonadal men, and may be an effective augmentation treatment for SSRI-refractory major depression in such men. METHODS: We treated five depressed men who had low testosterone levels and had not responded to an adequate SSRI trial with 400 mg testosterone replacement biweekly for 8 weeks. Four patients underwent single-blind placebo discontinuation. Patients were assessed at baseline and biweekly thereafter using the Hamilton Depression Rating Scale (HAM-D) and the Endicott Quality of Life Enjoyment and Satisfaction Scale (Q-LES-Q). RESULTS: Patients' mean age was 40 years, and mean testosterone level 277 ng/dl. All had a rapid and dramatic recovery from major depression following testosterone augmentation: mean 21-item HAM-D decreased from 19.2 to 7.2 by week 2, and to 4.0 by week 8; mean Q-LES-Q increased from 45% to 68%. Three of four subjects who underwent discontinuation of testosterone under single-blind placebo treatment began to relapse. CONCLUSION: Testosterone replacement therapy may be an effective treatment of depressive symptoms in some men, and warrants further research.


J Clin Psychiatry. 2005 Jan;66(1):7-14.  Links

Low testosterone levels predict incident depressive illness in older men: effects of age and medical morbidity.
Shores MM, Moceri VM, Sloan KL, Matsumoto AM, Kivlahan DR.
Veterans Affairs Puget Sound Health Care System, Seattle , WA 98108, USA. molly.shores@med.va.gov
OBJECTIVE: Prior studies found that chronic low testosterone levels are associated with an increased risk of depression. We investigated whether low testosterone levels in older men predict depressive illness over 2 years, while controlling for age and medical morbidity. METHOD: Participants were 748 men, aged 50 years or older, without prior ICD-9-diagnosed depressive illness, with a testosterone level obtained between 1995 and 1997. Measures were age, mean total testosterone levels (low: < or = 2.5 ng/mL), medical morbidity, and incidence and time to depressive illness. RESULTS: Men with low testosterone levels had a greater 2-year incidence of depressive illness (18.5% vs. 10.4%, df = 1, p = .006) and a shorter time to onset of depressive illness (log-rank chi(2) = 8.1, df = 1, p = .004). The unadjusted hazard ratio (HR) for depressive illness in men with low testosterone levels was 1.9 (95% confidence interval [CI] = 1.2 to 3.0, p = .005). After adjustment for age and medical morbidity, men with low testosterone levels continued to have a shorter time to depressive illness (adjusted HR = 2.1; 95% CI = 1.3 to 3.2, p = .002). Due to a significant interaction between age and medical morbidity, we conducted stratified Cox regression analyses and found that low testosterone levels and high medical morbidity or an age of 50 to 65 years were associated with increased depressive illness (p = .002). CONCLUSION: Low testosterone levels are associated with an earlier onset and greater incidence of depressive illness. Men with low testosterone levels who had high medical morbidity or were aged 50 to 65 years had an increased risk for depressive illness. Further prospective studies are needed to examine the role of testosterone in depressive illness in older men.




Am J Psychiatry. 2003 Jan;160(1):105-11.  Links

Testosterone gel supplementation for men with refractory depression: a randomized, placebo-controlled trial.
Pope HG, Cohane GH, Kanayama G, Siegel AJ, Hudson JI.
Biological Psychiatry Laboratory, McLean Hospital, 115 Mill St., Belmont, MA 02478-9106, USA. pope@mclean.harvard.edu
OBJECTIVE: Testosterone supplementation may produce antidepressant effects in men, but until recently it has required cumbersome parenteral administration. In an 8-week randomized, placebo-controlled trial, the authors administered a testosterone transdermal gel to men aged 30-65 who had refractory depression and low or borderline testosterone levels. METHOD: Of 56 men screened, 24 (42.9%) displayed morning serum total testosterone levels of 350 ng/dl or less (normal range=270-1070). Of these men, 23 entered the study. One responded to an initial 1-week single-blind placebo period, and 22 were subsequently randomly assigned: 12 to 1% testosterone gel, 10 g/day, and 10 to identical-appearing placebo. Each subject continued his existing antidepressant regimen. Ten subjects receiving testosterone and nine receiving placebo completed the 8-week trial. RESULTS: The groups were closely matched on baseline demographic and psychiatric measures. Subjects receiving testosterone gel had significantly greater improvement in scores on the Hamilton Depression Rating Scale than subjects receiving placebo. These changes were noted on both the vegetative and affective subscales of the Hamilton Depression Rating Scale. A significant difference was also found on the Clinical Global Impression severity scale but not the Beck Depression Inventory. One subject assigned to testosterone reported increased difficulty with urination, suggesting an exacerbation of benign prostatic hyperplasia; no other subject reported adverse events apparently attributable to testosterone. CONCLUSIONS: These preliminary findings suggest that testosterone gel may produce antidepressant effects in the large and probably underrecognized population of depressed men with low testosterone levels.

J Clin Psychopharmacol. 2005 Dec;25(6):584-8.  Links

Intramuscular testosterone supplementation to selective serotonin reuptake inhibitor in treatment-resistant depressed men: randomized placebo-controlled clinical trial.
Seidman SN, Miyazaki M, Roose SP.
Department of Psychiatry, College of Physicians and Surgeons of Columbia University, New York, NY 10032, USA. sns5@columbia.edu
BACKGROUND: Treatment-resistant depression is a persistent clinical problem. Exogenous testosterone therapy has psychotropic effects and has been proposed as an antidepressant supplement, although this strategy has received limited systematic study. OBJECTIVE: The aim of the study was to examine the mood effects of testosterone supplementation to a serotonergic antidepressant in men with treatment-resistant depression. METHOD: Twenty-six healthy adult men with major depressive disorder, partial or nonresponse to 2 adequate antidepressant trials during the current episode, and currently using a selective serotonin reuptake inhibitor were randomized under double-blind conditions to receive intramuscular injections of escalating doses of testosterone or placebo, in addition to their existing selective serotonin reuptake inhibitor regimen, for 6 weeks. The main outcome measure was the Hamilton Rating Scale for Depression score. RESULTS: The mean age was 46.4 +/- 10.8 years; mean total testosterone level, 417.5 +/- 197 ng/dL; mean baseline Hamilton Rating Scale for Depression score, 22.2 +/- 5.2; and median duration of the current depressive episode, 6.3 +/- 10.6 years. Hamilton Rating Scale for Depression scores decreased significantly in both testosterone (8.4) and placebo (7.4) groups. Antidepressant response, defined as a 50% decline in Hamilton Rating Scale for Depression score, was achieved by 53.8% (7/13) in the testosterone group and 23.1% (3/13) in the placebo group (P = 0.226). CONCLUSION: Both injectable testosterone and placebo supplementation to selective serotonin reuptake inhibitor were associated with improvement in mood; group differences were not distinguishable in this small sample of predominantly eugonadal men with treatment-resistant depression.
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Antidepressant “Co-Prescribing”

Augmenter Evidence in Adults Evidence in Late Life 
Depression

TCA + SSRI/SNRI + +     Nortriptyline/paroxetine1

SSRI/SNRI + bupropion + +     Bupropion/paroxetine1

SSRI/SNRI + mirtazapine + No specific study

Stimulant + +/- Methylphenidate,    
(dextroamphetamine)

+ signifies presence of credible evidence base for use

1. Dew et al. 2007; 2. Orr and Taylor 2007

Moderador
Notas de la presentación
Stimulants: Use remains controversial
Effect is often rapid, side effects common
May be justified with: 
apathy/psychomotor retardation
J Clin Psychopharmacol. 2007 Feb;27(1):76-9.  Links

A randomized, double-blind, crossover trial of modafinil on mood.
Taneja I, Haman K, Shelton RC, Robertson D.
Department of Pharmacology, Dysfunction Center, Division of Clinical Pharmacology, Vanderbilt University, Nashville, TN 37232-2195, USA.
Modafinil, a medication for the excessive sleepiness associated with narcolepsy, has been hypothesized to improve not just alertness but mood as well. The purpose of this study was to determine how treatment with modafinil affects mood in healthy volunteers. Normal healthy volunteers (n = 12, 10 men and 2 women; 30-44 years) underwent a 3-day, counterbalanced, randomized, crossover, inpatient trial of modafinil (400 mg daily) versus placebo with 4-day washout period between 2 treatments. Mood was assessed daily using both the Positive and Negative Affect Schedule and a general mood scale, which consisted of 10 bipolar adjective ratings based on a severity scale ranging from 1 to 10. Modafinil increased general mood and Negative Affect scales relative to placebo and had a significant effect on Positive Affect scales. These results suggest that modafinil may have general mood-elevating effects accompanied by increased negative affect (anxiety). The findings may have implications for clinical practice, in particular for the adjunctive use of modafinil in treatment-resistant depression.

concurrent medical illness
intolerance of antidepressants
need for rapid response
Effect can be lasting
-----------------
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Gradual Discontinuation of Lithium Augmentation in Elderly Patients With Unipolar Depression
[Article]
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Abstract
Recently, the therapeutic benefit of lithium augmentation in old age has come into question.These data, in light of the documented high incidence of side effects after lithium use in elderly patients, resulted in the design of a prospective, placebo-controlled lithium augmentation withdrawal study in elderly patients with unipolar depression. Twelve eligible geriatric patients (10 women and 2 men; mean [+/- SD] age, 76.2 +/- 5.7 years) with DSM-III-R unipolar depression receiving adjunct lithium therapy were randomized to receive continued lithium augmentation or matching placebo (withdrawal rate 150 mg/day/wk). At each clinic visit, patients were assessed for depression (Montgomery-Asberg Depression Rating Scale and Geriatric Depression Rating Scale) and lithium-induced toxicities (a 21-item side-effect checklist, renal and thyroid biochemistry). Over the 2-year observation period, the placebo group reported a decrease in composite 21-item side-effect score and specific lithium toxicities (e.g., urinary urgency, hand tremor, and renal/thyroid abnormalities). Two patients in the lithium maintenance group had a recurrence of depression at 61 and 96 weeks, respectively, immediately after a stressful life event (cerebrovascular accident [CVA] or death of spouse), and two patients had a recurrence in the placebo group at 7 and 92 weeks, respectively, without any apparent changes in life stresses. No other prognostic risk factors for recurrence were identified. Depression that recurred in patients who were receiving placebo was relatively resistant to reinstitution of lithium augmentation therapy. In otherwise stable geriatric patients with unipolar depression, the documented benefits of reduced side effects should be weighed against the risk of recurrence and subsequent lithium resistance before withdrawal of lithium augmentation. (J Clin Psychopharmacol 1997;17:22-26).
�
Refractory unipolar depression is observed in up to 25% of patients treated with antidepressants. [1] Early reports suggested that the addition of lithium resulted in at least a 50% decrease in scores on the Hamilton Rating Scale for Depression (HAM-D) in up to 74% of patients within 2 days to 4 weeks of starting therapy. [2] Comparable results were reported in a retrospective evaluation of lithium augmentation in geriatric depression, although reversible central nervous system (CNS) side effects occurred frequently. [3] Recently, however, the effectiveness of lithium augmentation has come into question, [4] and prospective evaluations of lithium augmentation in elderly patients with antidepressant-resistant depression reported clinically less impressive outcomes. [5,6] Superimposed on the questionable effectiveness of lithium augmentation is the documented high incidence of side effects observed with lithium use in elderly patients, especially CNS (tremor, delirium), renal, and thyroid toxicities. [7]
As such, the present study was designed to evaluate the effect (i.e., recurrence rate and side-effect profile) of gradual discontinuation of adjunct lithium therapy in elderly patients with unipolar depression. A secondary objective was to investigate the usefulness of patient demographics to predict recurrence risk.
Methods
Patients and study design
A prospective, double-blind, placebo-controlled, parallel-design withdrawal study was conducted in an outpatient geriatric population who received lithium augmentation for refractory unipolar depression. Elderly (> 65 years of age) men or women were required to meet diagnostic criteria for major unipolar depressive episode according to DSM-III-R before antidepressant therapy was initiated. Patients were classified as refractory if they failed to show improvements in depressive symptoms after at least 6 months of maximal doses (and/or maximal therapeutic serum concentrations) of antidepressant therapy. All patients must have demonstrated responsiveness to lithium augmentation.
In addition, patients must have been without depressive symptoms for at least 1 year while being maintained on lithium augmentation, without a change in concurrent antidepressant medications. Before study entry, eligible patients were required to have a self-assessment depression rating score (Geriatric Depression Rating Scale [GDRS]) of < 20, an interview-based depression rating score (Montgomery-Asberg Depression Rating Scale [MADRS]) of < 15 and a standardized mini-mental status examination score of > 20.
Furthermore, to assess patients' attitudes and anxiety levels with respect to the possibility of lithium withdrawal, a four-question lithium withdrawal attitude questionnaire was conducted. This involved rating from 1 to 5 (1 = strongly disagree; 2 = disagree; 3 = undecided; 4 = agree; 5 = strongly agree) the following four statements: (1) I would very much like to be able to stop taking lithium every day; (2) The thought of discontinuing lithium therapy makes me very anxious; (3) I don't mind taking lithium every day if it means that I feel well; and (4) I feel there is no concern in discontinuing daily lithium therapy. Patients were required to have a composite attitude score (score = 1 - 2 + 3 + 4) of 8 or greater to be eligible for study enrollment. Patients were excluded if they had a history of dementia, suicidal tendencies, history of severe symptoms with relapse, or whose general overall health, in the opinion of the investigators, contraindicated study participation.
After being advised of the nature and risks of the study, patients who gave written, informed consent were randomly assigned to one of two treatment groups (active or placebo). All patients were maintained on their antidepressant medications throughout the lithium augmentation withdrawal study. Treatment assignment was determined from a list of computer-generated random numbers. Neither the patient nor the investigators involved in patient assessment were aware of the study assignments.
Study protocol
Lithium dosage was adjusted according to clinical symptoms and/or 12-hour standard serum lithium levels. All patients had blood samples drawn for lithium serum levels throughout the study. To maintain the study blind, actual (active) and fabricated (placebo) lithium levels were returned to the primary investigator after each clinic visit. Lithium was withdrawn slowly (maximum 150 mg/day/wk) in the withdrawal group until the augmentation therapy was completely replaced with matching placebo. All patients returned for scheduled visits at approximately the same time on each clinic day and returned any study medications for compliance assessment (capsule counts). A record of the drugs dispensed and returned, as well as the study randomization code, was maintained by the outpatient psychiatry pharmacy.
A total of 14 visits were scheduled over approximately a 2-year period as follows: visits (2-5)-weekly from study entry; visits (6-10)-monthly; visits (11-12)-every 3 months; and visits (13-14)-every 6 months. During the first visit, the following demographic information was obtained: age of onset of affective illness, age of first hospitalization for depression, number of hospitalizations for depression (over the last 10 years and lifetime), length of time on lithium augmentation, baseline lithium dose, date of last depressive episode, history of electroconvulsive therapy (ECT), family history of affective illness, marital status (never married, married, widow/widower), residence (living alone, with relative, or with other).
At each clinic visit, the patients completed an interview-based depression rating scale (MADRS), a self-assessment rating scale (GDRS), a 21-item side-effect checklist (nausea, vomiting, hand tremor, diarrhea, weight gain, nighttime urinary urgency, dizziness, blurred vision, lack of coordination, thirst, lightheadedness, urinating more than usual volumes, muscle weakness, skin rash, unsteady gait, drowsiness, dry mouth, constipation, weight loss, hair loss, and urinary incontinence), and a rated side-effect symptom severity (0-not present through 4-severe). A composite score for the side-effect checklist (sum of all severity ratings for all symptoms; 0-84) was determined. In addition, a biochemical screen (renal-serum creatinine, blood urea nitrogen, routine urinalysis; and thyroid-thyroid-stimulating hormone [TSH], thyroxine, free thyroxine, reverse triiodothyronine, triiodothyronine, thyroxine-binding globulin) was obtained at each visit.
A patient was considered to have had a recurrence if one of the following occurred: hospitalized for depression, required adjustment of concomitant antidepressant medication (dosage or drug type), MADRS score of > 15, and/or an absolute change in total score from baseline of greater or equal to 10 units, GDRS score of > 20, and/or an absolute change in total score from baseline of greater or equal to 10 units. On recurrence of depression or study withdrawal/termination, the patient was asked to complete a reassessment of the depression (repeated MADRS and GDRS), and exit serum lithium and antidepressant levels were measured.
Statistical analysis
The primary end point was depression recurrence. Secondary end points included the following: prognostic factors affecting recurrence, changes in incidence or severity of drug side effects, and/or biochemistry on lithium withdrawal. Prognostic factors affecting recurrence, side effects, and biochemical changes were analyzed using univariate statistics: Mann-Whitney U test for independent samples and chi squared test or Fisher's exact test for categorical variables. All data were analyzed by two-tailed tests. The length of depression-free periods from withdrawal was subjected to life-Table survivalanalysis.
Results
Of the 60 geriatric patients who were receiving lithium augmentation therapy at study initiation (July 1991) and were seen by the Psychiatry Department staff at Sunnybrook Health Science Centre, only 12 patients met the inclusion/exclusion criteria and gave written, informed consent. From the initial screening, reasons for exclusion were as follows: treatment of bipolar affective disorder, recurrence of depressive symptoms within the last year while being maintained on lithium augmentation therapy, and patient reluctance to commit to a 2-year follow-up study. Based on previous experience, elderly patients were maintained on once-daily (bedtime) doses of lithium required to maintain a 12-hour standard serum lithium level of about 0.4 mmol/L. [8,9] Individual characteristics (concurrent antidepressant, age, gender, study group, and lithium dosage) of the enrolled patients are outlined in Table 1. All the patients had a history of recurrent depression (i.e., none had a chronic, single episode). The relatively high prevalence of tertiary amine tricyclics reflects historical usage in patients who had been stable on these medications for 4 to 5 years, on average.
� �Table 1. Study patientsa 
After randomization, study patients were balanced for a priori prognostic determinants, such as age, patient's age at first depressive episode, and age when first hospitalized for depression (Table 2). Over the 2-year observation period, one patient died of a CVA, and two patients were asked to withdraw due to documented noncompliance (capsule counts suggesting < 80% of medications were taken and/or negligible lithium levels [i.e., < 0.05 mmol/L] in the active treatment group when levels were previously therapeutic). Of the remaining nine patients (four active/five placebo), four experienced recurrence of depression and five patients were followed up until 96 weeks.
� �Table 2. Baseline demographicsa 
Examination of the baseline characteristics of the nine patients who completed the study revealed that the placebo and lithium groups remained balanced for age and baseline lithium levels and other prognostic determinants. Analysis of patients with or without recurrent depression failed to identify any patient characteristics that were predictive of outcome (Table 3).
� �Table 3. Characteristics of patients at study completiona 
Of those patients who continued to receive lithium over the 2 years, one patient exhibited a slight increase in serum creatinine levels. Of those patients slowly withdrawn from lithium, a trend toward improved renal function was observed (Table 4). Although, mean thyroid function did not appear to change in those patients maintained on lithium (data skewed by one outlier), a trend toward decreased TSH levels was observed in the lithium withdrawal group (Table 4).
� �Table 4. Effect of lithium withdrawal on renal and thyroid function 
Mean composite side-effect symptom scores for the placebo and lithium groups were comparable at baseline (9.4 vs. 10.5, respectively). For all other clinic visits (1 through 14), the mean composite side-effect symptom score was less in the placebo group compared with the lithium group (p < 0.05). Of interest, lithium withdrawal patients experienced less of the following symptoms: urinary urgency at night, urination of more than usual volumes, urinary incontinence, and neurotoxicity (i.e., hand tremor, lightheadedness, dizziness, and unsteady gait).
Two patients in the lithium maintenance group had recurrence of depression (at 61 and 96 weeks). Of these two, one patient's depression recurred after the death of her spouse and she subsequently developed visual hallucinations (predominantly of her deceased husband). The second patient experienced recurrence of depression after a CVA with irreversible neurologic sequelae (e.g., dementia).
Two patients in the placebo group had recurrence of depression (at 7 and 92 weeks). Of particular significance, the two patients whose depression recurred with withdrawal of lithium augmentation failed to respond to the reinstitution of adjunct lithium therapy until a total of 3 months (7-week relapser) and 9 months (92-week relapser) of therapy, respectively. The latter patient ultimately required a full course of ECT before returning to his premorbid state.
Discussion
The issue of lithium withdrawal has been examined extensively in younger populations with bipolar affective disorder. Suppes and coworkers [10] analyzed 14 such studies involving a total of 257 patients. Overall, more than 50% of all new episodes of illness occurred within 10 weeks of stopping lithium in previously stable patients. The time to 25% recurrence of mania was 5.2 times earlier than for depression (14 vs. 27 months). These investigators attribute the high recurrence rate, in part, to the rapid discontinuation of lithium withdrawal. A single retrospective study evaluated the effect of discontinuing lithium therapy in patients with unipolar depression (40 withdrawn, 105 maintained on lithium). [11] The cumulative probability of recurrence was 8% on lithium (at 2 years) compared with 58% in the withdrawal group. The investigators were unable to identify any prognostic factors of relapse.
Bendz and associates [12] observed an increase in serum creatinine and a decrease in glomerular filtration rate at 9 weeks after lithium withdrawal in patients treated for at least 15 years. However, the lack of improvement in maximum urinary concentration capacity was considered to be evidence of irreversible damage to renal tubular function.
The present study is the first to report prospectively on the effect of withdrawal of lithium augmentation in a geriatric population with unipolar depression. Clearly, the study population size precludes any definitive recommendations; however, a number of clinically relevant observations were made.
First, continued adjunct lithium therapy was associated with progressive adverse effects that were generally not spontaneously reported by this elderly population. All patients whose lithium was discontinued reported fewer nuisance urinary side effects and/or CNS toxicities. The former was also supported by a slight, but significant, improvement in mean renal function (e.g., serum creatinine) after lithium withdrawal. Furthermore, a trend toward improved thyroid function (e.g., TSH levels) was observed. In addition, life events (e.g., death of friends/family) and the development of age-associated medical conditions (e.g., stroke, coronary artery disease) that are common in a geriatric population may predispose the elderly to depression recurrence, despite lithium augmentation. The latter observation highlights the difficulty of assessing the long-term efficacy of antidepressant therapy in elderly patients (70 to 85 years of age).
Withdrawing lithium augmentation in otherwise stable elderly patients did not occur without significant risk. Recurrence of depression was observed in two patients who had lithium withdrawn, without any evidence of life events as recurrence initiators. No single risk factor or composite of demographic information was able to predict who would have recurrent depression. As recently documented by other investigators, [13,14] the reinstitution of lithium prophylaxis in previously responsive patients who have depression recurrence on lithium withdrawal is associated with a high risk of failure and patient morbidity. The two patients on placebo who had depression recurrence in our study were subjected to a very difficult and turbulent period before stabilization. Both patients spontaneously expressed serious concerns about any future attempt at lithium withdrawal. Recurrence and lack of response to resumption of lithium augmentation should be carefully considered before lithium withdrawal in elderly patients.
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J Clin Psychopharmacol. 1994 Oct;14(5):353-6. Links
A prospective study of lithium augmentation in antidepressant-resistant geriatric depression.
Flint AJ, Rifat SL.
Geriatric Psychiatry Program, Toronto Hospital, Ontario, Canada.
This open, prospective study investigated the efficacy of lithium augmentation in elderly patients who had failed to respond to a 6-week course of antidepressant medication. Twenty-one patients (age range, 64 to 88 years) with DSM-III-R unipolar, nonpsychotic major depression refractory to a 6-week course of nortriptyline, fluoxetine, or phenelzine underwent a minimum of 2 weeks of lithium augmentation. Five patients had a complete response, 3 had a partial response, and 13 did not respond. Half of the patients developed dose-limiting side effects, most commonly neuromuscular or neurologic. Patients developing side effects were significantly older (p = 0.05), and there was a tendency for side effects to occur more frequently in patients treated with fluoxetine. The rate of response to lithium augmentation in this elderly population was lower than that reported for most open and controlled studies in younger patients. Possible reasons for this are discussed.
-------------
J Clin Psychopharmacol. 1991 Aug;11(4):254-6. Links
Adjunctive lithium carbonate in nortriptyline-resistant elderly depressed patients.
Zimmer B, Rosen J, Thornton JE, Perel JM, Reynolds CF.
Medical College of Pennsylvania, Pittsburgh.
Recent reports supporting the use of lithium carbonate as an adjunct to tricyclic antidepressants for the treatment of refractory depression have not utilized standardized tricyclic antidepressant therapy, nor have they addressed the efficacy of lithium augmentation in a geriatric population. A 3-week open trial was added to the medication regimen of 15 elderly depressed inpatients who had already failed 4 weeks of therapeutic levels of nortriptyline. Treatment response was determined by the 17-item Hamilton Rating Scale for Depression (HAM-D). Two of 15 partial responders before lithium augmentation became complete responders. Of the remaining 13 "nonresponders" before lithium augmentation, one had a complete response, 7 had a partial response and 5 remained nonresponders. Although there was a mean HAM-D change of 8.3 points after lithium augmentation (24.7 +/- 5.9 to 16.4 +/- 6.8, p less than .001), when considering the previously reported similar efficiency of extended nonaugmented nortriptyline, these data do not strongly support lithium augmentation in elderly subjects who fail to respond after 4 weeks of nortriptyline. Further study is needed to determine what role, if any, lithium augmentation should play in the treatment of geriatric depression.
--------------
Acta Psychiatr Scand. 1989 Jul;80(1):97-100. Links
A comparison of electroconvulsive therapy with a combined lithium and tricyclic combination among depressed tricyclic nonresponders.
Dinan TG, Barry S.
Department of Psychiatry, Trinity College Medical School, St. James' Hospital, Dublin, Ireland.
Thirty severely depressed patients who were resistant to tricyclic antidepressant therapy were randomly allocated to treatment either with electroconvulsive therapy (ECT) or addition of lithium (Li) to the tricyclic. Twenty-one of the 30 patients significantly improved at the end of 3 weeks of treatment. There were no differences in improvement rates between the two groups. However, the patients treated with a Li/tricyclic combination improved more rapidly, showing significant alterations in mental state by day 7. It is suggested that in otherwise physically healthy patients who are tricyclic nonresponders, the addition of Li may be a more rapid treatment than the use of ECT.

Adv Ther. 2006 Jul-Aug;23(4):646-54.  Links

Open-label study of adjunct modafinil for the treatment of patients with fatigue, sleepiness, and major depression treated with selective serotonin reuptake inhibitors.
Konuk N, Atasoy N, Atik L, Akay O.
Faculty of Medicine, Department of Psychiatry, Zonguldak Karaelmas University, Kozlu/Zonguldak, Turkey.
Despite the efficacy of selective serotonin reuptake inhibitors (SSRIs) in the treatment of major depression, a significant number of patients show partial or no remission of symptoms. Some evidence suggests that psychostimulant augmentation may be helpful in treating patients with residual symptoms of depression. The efficacy of modafinil in augmenting SSRIs in depressed patients with residual fatigue or excessive daytime sleepiness has yet to be systematically investigated. In a series of 25 patients with major depressive disorder, according to the criteria of the Diagnostic and Statistical Manual of Mental Disorders, 4th edition, who showed significant residual symptoms after an adequate SSRI trial (12 wk) and who were evaluated according to the Fatigue Severity Scale (FSS), subjects with scores > or = 4 were given open-label modafinil augmentation for a minimum of an additional 6 wk. Treatment response was assessed prospectively with the FSS, the Epworth Sleepiness Scale (ESS), and the Hamilton Rating Scale for Depression (HAM-D) during the first visit and at the second and sixth weeks. Twenty-one of 25 patients in this series who were treated with modafinil and SSRIs completed the 6-wk augmentation trial. At end-point assessment, all patients showed significant improvement in fatigue and sleepiness in FSS and ESS scores, as well as in HAM-D scores (P<.01). In the second week, 29.4% of patients had a HAM-D score <7, which was defined as remission; this rate was 64.7% in the sixth week. The rate of patients whose HAM-D score dropped by more than 50%, defined as responders to treatment, was 41.1% and 76.4% in the second and sixth weeks, respectively. Results of this preliminary, open-label trial suggest that modafinil may be effective in augmenting ongoing SSRI treatment for a portion of patients with major depression who have residual fatigue and sleepiness. Larger, placebo-controlled trials appear warranted to investigate the clinical efficacy and tolerability of modafinil augmentation of SSRI treatment in these patients.

J Clin Psychiatry. 2002;63 Suppl 7:45-8. Links
Estrogen replacement therapy in the treatment of major depressive disorder in perimenopausal women.
Rasgon NL, Altshuler LL, Fairbanks LA, Dunkin JJ, Davtyan C, Elman S, Rapkin AJ.
Department of Psychiatry and Biobehavioral Science, University of California, Los Angeles, USA.
BACKGROUND: Increased vulnerability to mood disorders has been reported during perimenopause. Fluctuating estrogen levels accompany the perimenopausal transition. Thus, estrogen replacement therapy (ERT) has been proposed as a potentially effective treatment for mood disorders occurring during perimenopause. METHOD: We examined the efficacy of ERT in the treatment of depression in 16 perimenopausal women with DSM-IV-defined major depressive disorder who were participating in the Mood Disorders Research Program at the Department of Psychiatry of the University of California, Los Angeles. Ten antidepressant- and ERT-naive women received ERT alone. Six women who were nonresponders or partial responders to an antidepressant received ERT in addition to existing treatment with fluoxetine. The Hamilton Rating Scale for Depression (HAM-D) was administered to all patients at baseline and weekly thereafter during the 8-week open-protocol trial. Partial response was operationalized as a final HAM-D score < or = 50% of the baseline score. Remission was defined as a final HAM-D score < or = 7. RESULTS: All patients exhibited clinical improvement as measured by HAM-D scores after the first week of treatment. Of the 10 perimenopausal depressed women receiving ERT alone, 6 remitted, 3 partially responded to treatment, and 1 did not respond by the end of the trial. Of the 6 women receiving antidepressant treatment with ERT, 1 patient remitted and 5 had a partial response by the end of the trial. CONCLUSION: This small study suggests that for some antidepressant-naive perimenopausal women with clinical depression, ERT may have antidepressant efficacy. In depressed women who have minimal response to a selective serotonin reuptake inhibitor, ERT may augment response. Further controlled trials are needed.

J Geriatr Psychiatry. 1997 Spring;5(2):97-106. Links
Estrogen replacement and response to fluoxetine in a multicenter geriatric depression trial. Fluoxetine Collaborative Study Group.
Schneider LS, Small GW, Hamilton SH, Bystritsky A, Nemeroff CB, Meyers BS.
Department of Psychiatry and Behavioral Sciences, University of Southern California, Los Angeles, USA.
The estrogen decrease of the postmenopausal state may be a factor in both the pathogenesis of late-life depression and in therapeutic response. Studies of nondepressed women over 60 given estrogen replacement therapy (ERT) suggest improvement in mood. The authors compared clinical response of elderly depressed women outpatients entering a 6-week, randomized, placebo-controlled, double-blind, multicenter trial of fluoxetine (20 mg/day); 72 patients received ERT, and 286 did not. There was a significant interaction between ERT status and treatment effect (P = 0.015). Patients on ERT who received fluoxetine had substantially greater mean Ham-D percentage improvement than patients on ERT who received placebo (40.1% vs. 17.0%, respectively); fluoxetine-treated patients not on ERT did not show benefit significantly greater than placebo-treated patients not on ERT. ERT use may augment fluoxetine response in elderly depressed outpatients and should be considered as a factor in clinical trials in elderly women.
--------------
Int J Geriatr Psychiatry. 2007 Jul 10; [Epub ahead of print]  Links

The effects of the dopamine and serotonin transporter polymorphisms on clinical features and treatment response in geriatric depression: a pilot study.
Lavretsky H, Siddarth P, Kumar A, Reynolds CF.
UCLA School of Medicine, Department of Psychiatry and Biobehavioral Sciences, Los Angeles, CA, USA.
BACKGROUND: The authors examined the role of dopamine and serotonin transporter genetic polymorphisms in clinical and cognitive features of subjects with late-life depression, and in preferential treatment response to the combination of methylphenidate and citalopram. METHOD: The authors studied fifteen outpatients with major depression in a pilot ten-week double-blind trial of methylphenidate combined with citalopram and compared to citalopram and placebo. Response was defined as a score on the Hamilton Depression Rating Scale (24-item) of less than 10. All underwent genotyping to determine the dopamine (DAT VNTR) and serotonin (5HTTLPR) transporter polymorphisms. RESULTS: Subjects with DAT VNTR 10/10 genotype had greater cognitive executive dysfunction at baseline compared to others. However, they responded preferentially to methylphenidate added to citalopram with a greater reduction in depression severity over time compared to other subjects. CONCLUSIONS: DAT VNTR 10/10 genotype may be associated with an endophenotype of late-life depression with executive dysfunction that responds preferentially to methylphenidate added to a selective serotonin reuptake inhibitor, which warrants replication in a large sample. Copyright (c) 2007 John Wiley & Sons, Ltd.

Am J Geriatr Psychiatry. 2006 Feb;14(2):181-5.  Links

Methylphenidate-enhanced antidepressant response to citalopram in the elderly: a double-blind, placebo-controlled pilot trial.
Lavretsky H, Park S, Siddarth P, Kumar A, Reynolds CF.
Department of Psychiatry and Biobehavioral Sciences, UCLA School of Medicine, Los Angeles, California 90095, USA. hlavretsky@mednet.ucla.edu
OBJECTIVE: The authors evaluated the potential of methylphenidate to accelerate and enhance antidepressant response to citalopram in elderly depressed patients. METHODS: Sixteen outpatients with major depression were treated in a 10-week double-blind trial. Response was defined as a score on the Hamilton Depression Rating Scale (24-item) of less than 10. RESULTS: An accelerated response was observed by week 3 in five subjects receiving citalopram (CIT)+methylphenidate (MPH) and in none of those receiving CIT+placebo (PBO). Subjects receiving citalopram and methylphenidate showed a significant improvement in depressive symptoms compared with those on citalopram and placebo. CONCLUSION: Combined treatment with citalopram and methylphenidate appears to be a viable strategy for accelerating and enhancing antidepressant response in elderly depressed patients limited by tolerability and safety.
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Electroconvulsive Therapy

 Underused modality, especially suitable with:
Antidepressant intolerance or non-response
Prior positive response to ECT
Delusions 
Catatonia
Mania
Emergency

 High response rates documented1

1. Seiner and Henry 2003

Moderador
Notas de la presentación
Int J Geriatr Psychiatry. 1998 Jan;13(1):23-8.  Links

The treatment of psychotic depression in later life: a comparison of pharmacotherapy and ECT.
Flint AJ, Rifat SL.
Department of Psychiatry, University of Toronto, Canada. aflint@torhosp.toronto.on.ca
OBJECTIVE: Response to combination pharmacotherapy and to electroconvulsive therapy (ECT) was evaluated in elderly patients with psychotic depression. METHOD: Twenty-five patients, aged 60 years and older, with DSM-III-R unipolar psychotic major depression, were treated in an open, non-randomized fashion with either 6 weeks of nortriptyline and perphenazine (N = 8) or ECT (N = 17). Response was defined as a Hamilton score of < or = 10 and the absence of delusions and hallucinations. Patients who failed to respond to combined antidepressant-antipsychotic medication underwent 2 weeks of lithium augmentation. RESULTS: Two (25.0%) patients responded to the first 6 weeks of pharmacotherapy whereas 15 (88.2%) patients responded to ECT (Fisher's exact test, p = 0.004). Even after lithium augmentation, there was a trend for patients to be less responsive to medication than to ECT (50.0% versus 88.2%, Fisher's exact test, p = 0.059). Survival analysis, based on 8 weeks of observation, demonstrated that patients took longer to respond to pharmacotherapy than to ECT (mean (SE) of 7(0) weeks versus 4(0) weeks; log rank chi2 = 10.43, df = 1, p = 0.001). CONCLUSIONS: We found that elderly patients with psychotic depression had a significantly lower frequency of response to nortriptyline and perphenazine than to ECT. However, patients responded more slowly to pharmacotherapy than to ECT and longer duration of treatment may have improved the outcome of the medication group. These findings suggest the need for a randomized controlled trial comparing the efficacies of drug treatment and ECT in late life psychotic depression.
---
Am J Psychiatry. 1998 Feb;155(2):178-83.  Links

Two-year outcome of psychotic depression in late life.
Flint AJ, Rifat SL.
Geriatric Psychiatry Program, Toronto Hospital, Ont., Canada. aflint@torhosp.toronto.on.ca
OBJECTIVE: The purpose of this study was to determine whether elderly patients with psychotic depression differed in long-term outcome from patients with nonpsychotic depression. METHOD: The study group consisted of 19 patients with psychotic major depression who had responded to ECT (N = 15), nortriptyline and perphenazine (N = 2), or nortriptyline, perphenazine, and adjunctive lithium (N = 2) and 68 nonpsychotic depressed patients who had responded to either nortriptyline alone (N = 61) or nortriptyline and lithium (N = 7). All patients were maintained on regimens of full-dose nortriptyline. When prescribed for the index episode, adjunctive lithium was also maintained, but perphenazine was withdrawn 16 weeks after response. Patients were followed on a monthly basis for 2 years or until relapse or recurrence, whichever occurred first. RESULTS: Patients with psychotic depression had a substantially higher frequency of relapse or recurrence of depression and a shorter time to these events than nonpsychotic depressed patients. At index assessment, patients with psychosis were more severely depressed and had had more prior episodes of depression, but these factors did not account for the difference in outcome between the two groups. Furthermore, before entering the study, none of the psychotic patients had received adequate treatment for the index episode of depression, and so their poor outcome could not be attributed to prior treatment resistance. CONCLUSIONS: Even when they achieved remission and were maintained on a regimen of full-dose antidepressant medication, older patients with psychotic depression were at greater risk of relapse or recurrence than were their nonpsychotic counterparts. In particular, continuation/maintenance treatment with tricyclic monotherapy following response to ECT had limited efficacy in this group of patients. These findings raise important questions about the optimal treatment of psychotic depression in late life.
--------------------
Am J Geriatr Psychiatry. 2001 Fall;9(4):415-22.  Links

Continuation treatment of delusional depression in older adults.
Meyers BS, Klimstra SA, Gabriele M, Hamilton M, Kakuma T, Tirumalasetti F, Alexopoulos GS.
Department of Psychiatry, Westchester Division-New York Presbyterian Hospital, Weill Medical College of Cornell University, 21 Bloomingdale Road, White Plains, NY 10605, USA. bmeyers@med.cornell.edu
Delusional depression responds poorly to acute antidepressant monotherapy but appears to respond to intensive combination pharmacotherapy, however with poor short-term outcomes after initial improvement, particularly in later life. The authors compared the efficacy and safety of continuation combination therapy to monotherapy among older patients after remission from a delusional depression. Twenty-nine older adults with SCID-diagnosed major depression with delusions received continuation treatment with nortriptyline-plus-perphenazine or nortriptyline-plus-placebo under randomized double-blind conditions after achieving remission after ECT. Of the 28 subjects included in efficacy analyses, 25% suffered relapses. The relapse frequency was nonsignificantly greater in combination therapy than in monotherapy subjects. However, combination subjects had significantly more extrapyramidal symptoms, an increased incidence of tardive dyskinesia, and a greater number of falls. Continuation treatment with a conventional antipsychotic does not decrease relapse rates but is associated with significant untoward adverse events in older persons after recovery from a delusional depression.
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ECT and 
Medical Status Concerns

 Rarely contraindicated in appropriate setting
 Cardiac: Recent MI, unstable angina, arrhythmias, severe 

valvular diseases, CHF, hypertension
 Pulmonary: COPD, asthma, infections 
 Gastrointestinal: Aspiration or laryngospasm risk factors
Musculoskeletal: Stress to bones, joints, vertebrae 

during treatment or in subsequent falls
 Neurologic: Intracranial lesions “substantially increase” 

risk1

1. Seiner and Henry 2003
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ECT and Memory Loss

 A major concern of patients and families
 ECT may improve depression-impaired cognition but exacerbate 

impaired cognition of dementia
 Preparation:
Education of patient/family
Pre-screen to establish baseline
Monitor of memory throughout treatment course
Decrease treatment frequency when pronounced
Treat unilaterally when possible 

1. Seiner and Henry 2003
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Delusional depression is more prevalent 
among older vs younger depressives

Associated with:
Hypochondriacal and nihilistic delusions
Delusional relapses
Worse response to antidepressant 

monotherapy
Longer hospitalizations
High relapse rate

Psychosis: A Source of Treatment 
Resistance?

Moderador
Notas de la presentación
Two-Year Outcome of Psychotic Depression in Late Life
Alastair J. Flint, M.B., Ch.B., F.R.C.P.C., F.R.A.N.Z.C.P.,
and Sandra L. Rifat, Ph.D.
Objective: The purpose of this study was to determine whether elderly patients with psychotic
depression differed in long-term outcome from patients with nonpsychotic depression.
Method: The study group consisted of 19 patients with psychotic major depression who had
responded to ECT (N=15), nortriptyline and perphenazine (N=2), or nortriptyline, perphenazine,
and adjunctive lithium (N=2) and 68 nonpsychotic depressed patients who had
responded to either nortriptyline alone (N=61) or nortriptyline and lithium (N=7). All patients
were maintained on regimens of full-dose nortriptyline. When prescribed for the index episode,
adjunctive lithium was also maintained, but perphenazine was withdrawn 16 weeks after
response. Patients were followed on a monthly basis for 2 years or until relapse or recurrence,
whichever occurred first. Results: Patients with psychotic depression had a substantially higher
frequency of relapse or recurrence of depression and a shorter time to these events than nonpsychotic
depressed patients. At index assessment, patients with psychosis were more severely
depressed and had had more prior episodes of depression, but these factors did not account
for the difference in outcome between the two groups. Furthermore, before entering the study,
none of the psychotic patients had received adequate treatment for the index episode of depression,
and so their poor outcome could not be attributed to prior treatment resistance.
Conclusions: Even when they achieved remission and were maintained on a regimen of fulldose
antidepressant medication, older patients with psychotic depression were at greater risk
of relapse or recurrence than were their nonpsychotic counterparts. In particular, continuation/
maintenance treatment with tricyclic monotherapy following response to ECT had limited
efficacy in this group of patients. These findings raise important questions about the
optimal treatment of psychotic depression in late life.
(Am J Psychiatry 1998; 155:178–183)

Flint AJ, Rifat SL.
The treatment of psychotic depression in later life: a comparison of pharmacotherapy and ECT. Int J Geriatr Psychiatry. 1998;13:23-8.

Department of Psychiatry, University of Toronto, Canada. aflint@torhosp.toronto.on.ca

OBJECTIVE: Response to combination pharmacotherapy and to electroconvulsive therapy (ECT) was evaluated in elderly patients with psychotic depression. METHOD: Twenty-five patients, aged 60 years and older, with DSM-III-R unipolar psychotic major depression, were treated in an open, non-randomized fashion with either 6 weeks of nortriptyline and perphenazine (N = 8) or ECT (N = 17). Response was defined as a Hamilton score of < or = 10 and the absence of delusions and hallucinations. Patients who failed to respond to combined antidepressant-antipsychotic medication underwent 2 weeks of lithium augmentation. RESULTS: Two (25.0%) patients responded to the first 6 weeks of pharmacotherapy whereas 15 (88.2%) patients responded to ECT (Fisher's exact test, p = 0.004). Even after lithium augmentation, there was a trend for patients to be less responsive to medication than to ECT (50.0% versus 88.2%, Fisher's exact test, p = 0.059). Survival analysis, based on 8 weeks of observation, demonstrated that patients took longer to respond to pharmacotherapy than to ECT (mean (SE) of 7(0) weeks versus 4(0) weeks; log rank chi2 = 10.43, df = 1, p = 0.001). CONCLUSIONS: We found that elderly patients with psychotic depression had a significantly lower frequency of response to nortriptyline and perphenazine than to ECT. However, patients responded more slowly to pharmacotherapy than to ECT and longer duration of treatment may have improved the outcome of the medication group. These findings suggest the need for a randomized controlled trial comparing the efficacies of drug treatment and ECT in late life psychotic depression.

Int J Geriatr Psychiatry. 1997 Feb;12(2):211-8. Links
Clinical, magnetic resonance imaging and endocrinological differences between delusional and non-delusional depression in the elderly.O'Brien JT, Ames D, Schweitzer I, Desmond P, Coleman P, Tress B.
Brighton Clinic, Newcastle General Hospital, Newcastle upon Tyne, UK.

OBJECTIVE: To investigate neuroradiological, endocrinological and clinical differences between delusional and non-delusional depression. DESIGN: A cross-sectional study of depressed subjects. SETTING: Melbourne, Australia. PARTICIPANTS: Sixty-one subjects (inpatients) over the age of 55 meeting DSM-III-R criteria for major depression of whom 22 had delusional subtype of depression. MEASURES: Clinical assessment, including documentation of vascular risk factors. Cognitive assessment by the Cambridge Cognitive Examination (CAMCOG). Magnetic resonance imaging (MRI) scans were performed on a 0.3 Tesla scanner with temporal lobe atrophy, periventricular lesions (PVL) and deep white matter lesions (DWML) rated visually on 4-point scales. A standard 1 mg dexamethasone suppression test (DST) was performed. RESULTS: Subjects with delusional depression had significantly more vascular risk factors than those without delusions. There were no differences in measures of temporal lobe atrophy, PVL, DST results or cognitive test scores, though there was a non-significant trend for DWML to be more prevalent in those with delusions. Delusional depression was associated with a shorter duration of history and more frequent treatment with ECT. CONCLUSIONS: The increase in vascular risk factors and trend towards greater DWML on MRI suggests an organic contribution to delusional depression in the elderly. In contrast to some previous reports, we found no differences in cortical MRI appearance or neuroendocrine measures between groups.
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Treatment of 
Late Life Delusional 

Depression
 Adjunctive antipsychotic important in younger adults 

but evidence is less secure in later life
Atypicals vs typicals?  2 positive delusional depression 

treatment studies support use of olanzapine in younger 
adults – no evidence base in older adults.

 No RCTs guide choice of antipsychotic or 
antidepressant in geriatric psychotic depression

 Expert consensus: Use APD + AD1

 ECT may be more effective2

1. Alexopoulos et al. 2004; 2. Flint and Rifat 1998.

Moderador
Notas de la presentación
Alexopoulos GS, Streim J, Carpenter D, et al. Expert Consensus Panel for Using Antipsychotic Drugs in Older Patients.J Clin Psychiatry. 2004;65 Suppl 2:5-99
OBJECTIVES: Antipsychotics are widely used in geriatric psychiatric disorders. A growing number of atypical antipsychotics are available, expanding clinical options but complicating decision-making. Many questions about use of antipsychotics in older patients remain unanswered by available clinical literature. We therefore surveyed expert opinion on antipsychotic use in older patients (65 years of age or older) for recommendations concerning indications for antipsychotics, choice of antipsychotics for different conditions (e.g., delirium, dementia, schizophrenia, delusional disorder, psychotic mood disorders) and for patients with comorbid conditions or history of side effects, dosing strategies, duration of treatment, and medication combinations. METHOD: Based on a literature review, a 47-question survey with 1,411 options was developed. Approximately three quarters of the options were scored using a modified version of the RAND 9-point scale for rating appropriateness of medical decisions. For other options, experts were asked to write in answers. The survey was sent to 52 American experts on treatment of older adults (38 geriatric psychiatrists, 14 geriatric internists/family physicians), 48 (92%) of whom completed it. In analyzing responses to items rated on the 9-point scale, consensus was defined as a nonrandom distribution of scores by chi-square "goodness-of-fit" test. We assigned a categorical rank (first line/preferred, second line/alternate, third line/usually inappropriate) to each option based on the 95% confidence interval around the mean. Guidelines indicating preferred treatment strategies were then developed for key clinical situations. RESULTS: The expert panel reached consensus on 78% of options rated on the 9-point scale. The experts did not recommend using antipsychotics in panic disorder, generalized anxiety disorder, nonpsychotic major depression, hypochondriasis, neuropathic pain, severe nausea, motion sickness, or irritability, hostility, and sleep disturbance in the absence of a major psychiatric syndrome. However, antipsychotics were favored in several other disorders. For agitated dementia with delusions, the experts' first-line recommendation is an antipsychotic drug alone; they would also consider adding a mood stabilizer. Risperidone (0.5-2.0 mg/day) was first line followed by quetiapine (50-150 mg/day) and olanzapine (5.0-7.5 mg/day) as high second-line options. There was no first-line recommendation for agitated dementia without delusions; an antipsychotic alone was high second line (rated first line by 60% of the experts). The experts'first-line recommendation for late-life schizophrenia was risperidone (1.25-3.5 mg/day). Quetiapine (100-300 mg/day), olanzapine (7.5-15 mg/day), and aripiprazole (15-30 mg/day) were high second line. For older patients with delusional disorder, an antipsychotic was the only treatment recommended. For agitated nonpsychotic major depression in an older patient, the experts' first-line recommendation was an antidepressant alone (77% first line); second-line options were an antidepressant plus an antipsychotic, electroconvulsive therapy (ECT), an antidepressant plus a benzodiazepine, and an antidepressant plus a mood stabilizer. For nonpsychotic major depression with severe anxiety, the experts recommended an antidepressant alone (79% first line) and would also consider adding a benzodiazepine or mood stabilizer to the antidepressant. If an older patient with adequate dosages for adequate duration, there was limited support for adding an atypical antipsychotic to the antidepressant (36% first line after two failed antidepressant trials). Treatment of choice for geriatric psychotic major depression was an antipsychotic plus an antidepressant (98% first line), with ECT another first-line option (71% first line). For mild geriatric nonpsychotic mania, the first-line recommendation is a mood stabilizer alone; the experts would also consider discontinuing an antidepressant if the patient is receiving one. For severe nonpsychotic mania, the experts recommend a mood stabilizer alone; the experts would also consider discontinuing an antidepressant if the patient is receiving one. For severe nonpsychotic mania, the experts recommend a mood stabilizer plus an antipsychotic (57%; first line) or a mood stabilizer alone (48%; first line) and would discontinue any antidepressant the patient is receiving. For psychotic mania, treatment of choice is a mood stabilizer plus an antipsychotic (98%; first line). Risperidone (1.25-3.0 mg/day) and olanzapine (5-15 mg/day) were first-line options in combination with a mood stabilizer for mania with psychosis, with quetiapine (50-250 mg/day) high second line. If a patient has responded well, the experts recommended the following duration of treatment before attempting to taper and discontinue the antipsychotic: delirium, 1 week; agitated dementia, taper within 3-6 months to determine the lowest effective maintenance dose; schizophrenia, indefinite treatment at the lowest effective dose; delusional disorder, 6 months-indefinitely at the lowest effective dose; psychotic major depression, 6 months; and mania with psychosis, 3 months. For patients with diabetes, dyslipidemia, or obesity, the experts would avoid clozapine, olanzapine, and conventional antipsychotics (especially low- and mid-potency). Quetiapine is first line for a patient with Parkinson's disease. Clozapine, ziprasidone, and conventional antipsychotics (especially low- and mid-potency) should be avoided in patients with QTc prolongation or congestive heart failure. For patients with cognitive impairment, constipation, diabetes, diabetic neuropathy, dyslipidemia, xerophthalmia, and xerostomia, the experts prefer risperidone, with quetiapine high second line. More than a quarter of the experts considered these combinations contraindicated: clozapine + carbamazepine, ziprasidone + tricyclic antidepressant (TCA), and a low-potency conventional antipsychotic + fluoxetine. In combining antidepressants and antipsychotics, the experts would be much more cautious with selective serotonin reuptake inhibitors that are more potent inhibitors of the CYP 450 enzymes (i.e., fluoxetine, fluvoxamine, paroxetine) and with nefazodone, TCAs, and monoamine oxidase inhibitors. The experts recommended extra monitoring when combining any antipsychotic with lithium, carbamazepine, lamotrigine, or valproate (except aripiprazole, risperidone, or a high-potency conventional plus valproate) or with codeine, phenytoin, or tramadol. CONCLUSIONS: The experts reached a high level of consensus on many of the key treatment questions. Within the limits of expert opinion and with the expectation that future research data will take precedence, these guidelines provide direction for common clinical dilemmas in the use of antipsychotics in elderly patients. Clinicians should keep in mind that no guidelines can address the complexities of an individual patient and that sound clinical judgment based on clinical experience should be used in applying these recommendations.
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Hormone Treatments for Late-Life 
Mood and Cognitive Disorders

 Several hormones may influence mood and 
cognition in late life

 Estrogen, historically used as an antidepressant 
augmenter, was supported by limited evidence 
but is used infrequently to treat depression 
following the WHI and other studies raising 
concern about the safety of estrogen treatment.

 Testosterone has been used to treat depression 
in men with low testosterone levels absent risk 
factors (e.g. prostatic hypertrophy, cancer, or 
elevated PSA).
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Estrogen Replacement Therapy 
and Response to Fluoxetine

(Schneider et al, Am J Geriatr Psychiatry 1997;5:97-106)

Compared the response of 72 elderly 
depressed women outpatients (DSM-III-R, 
HAMD17 scores = 16) receiving ERT to that 
of 286 not receiving ERT

Data from a six-week, randomized, 
placebo-controlled, double-blind, 
multicenter trial of fluoxetine (20mg/d) vs. 
placebo 
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Estrogen Replacement Therapy 
and Response to Sertraline

(Schneider LS, et al. APA New Research Abstracts 1998; NR426:182)

Compared sertraline response of 34 
depressed women receiving ERT  to 93 
not receiving ERT

Data from two 12-week, randomized, 
double-blind, multisite trials comparing 
sertraline (50-150 mg/d) with fluoxetine or 
nortryptiline
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Limitations of Studies

Women not randomized
Women who take estrogen are more 

highly educated
Results complicated by effects of 

progesterone that might minimize 
antidepressant effects of estrogen
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Delusional Depression

More prevalent among older than younger 
depressives

Associated with:
Hypochondriacal and nihilistic delusions
Worse response to antidepressant 

monotherapy
Longer hospitalizations
High relapse rate
Delusional relapses
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Treatment of Late Life Delusional 
Depression

 ECT may be more rapidly effective
 No RCTs guide choice of agent (antipsychotic or 

antidepressant) in treatment of geriatric psychotic 
depression

 Antipsychotic adjunctive treatment shown important in 
younger adults
Expert consensus: APD + AD is first line treatment for 

geriatric psychotic major depression1

Atypicals vs typicals?  Two positive delusional depression 
treatment studies support use of olanzapine in younger 
adults – no evidence base in older adults.

1. Alexopoulos et al: J Clin Psychiatry 2004;65 Suppl 2:5-99

*
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Electroconvulsive Therapy

 Underused modality, especially suitable with:
Antidepressant intolerance or non-response
Prior positive response to ECT
Delusions 
Catatonia
Mania
Emergency

 High response rates documented1

1. Seiner and Henry 2003

Moderador
Notas de la presentación
Int J Geriatr Psychiatry. 1998 Jan;13(1):23-8.  Links

The treatment of psychotic depression in later life: a comparison of pharmacotherapy and ECT.
Flint AJ, Rifat SL.
Department of Psychiatry, University of Toronto, Canada. aflint@torhosp.toronto.on.ca
OBJECTIVE: Response to combination pharmacotherapy and to electroconvulsive therapy (ECT) was evaluated in elderly patients with psychotic depression. METHOD: Twenty-five patients, aged 60 years and older, with DSM-III-R unipolar psychotic major depression, were treated in an open, non-randomized fashion with either 6 weeks of nortriptyline and perphenazine (N = 8) or ECT (N = 17). Response was defined as a Hamilton score of < or = 10 and the absence of delusions and hallucinations. Patients who failed to respond to combined antidepressant-antipsychotic medication underwent 2 weeks of lithium augmentation. RESULTS: Two (25.0%) patients responded to the first 6 weeks of pharmacotherapy whereas 15 (88.2%) patients responded to ECT (Fisher's exact test, p = 0.004). Even after lithium augmentation, there was a trend for patients to be less responsive to medication than to ECT (50.0% versus 88.2%, Fisher's exact test, p = 0.059). Survival analysis, based on 8 weeks of observation, demonstrated that patients took longer to respond to pharmacotherapy than to ECT (mean (SE) of 7(0) weeks versus 4(0) weeks; log rank chi2 = 10.43, df = 1, p = 0.001). CONCLUSIONS: We found that elderly patients with psychotic depression had a significantly lower frequency of response to nortriptyline and perphenazine than to ECT. However, patients responded more slowly to pharmacotherapy than to ECT and longer duration of treatment may have improved the outcome of the medication group. These findings suggest the need for a randomized controlled trial comparing the efficacies of drug treatment and ECT in late life psychotic depression.
---
Am J Psychiatry. 1998 Feb;155(2):178-83.  Links

Two-year outcome of psychotic depression in late life.
Flint AJ, Rifat SL.
Geriatric Psychiatry Program, Toronto Hospital, Ont., Canada. aflint@torhosp.toronto.on.ca
OBJECTIVE: The purpose of this study was to determine whether elderly patients with psychotic depression differed in long-term outcome from patients with nonpsychotic depression. METHOD: The study group consisted of 19 patients with psychotic major depression who had responded to ECT (N = 15), nortriptyline and perphenazine (N = 2), or nortriptyline, perphenazine, and adjunctive lithium (N = 2) and 68 nonpsychotic depressed patients who had responded to either nortriptyline alone (N = 61) or nortriptyline and lithium (N = 7). All patients were maintained on regimens of full-dose nortriptyline. When prescribed for the index episode, adjunctive lithium was also maintained, but perphenazine was withdrawn 16 weeks after response. Patients were followed on a monthly basis for 2 years or until relapse or recurrence, whichever occurred first. RESULTS: Patients with psychotic depression had a substantially higher frequency of relapse or recurrence of depression and a shorter time to these events than nonpsychotic depressed patients. At index assessment, patients with psychosis were more severely depressed and had had more prior episodes of depression, but these factors did not account for the difference in outcome between the two groups. Furthermore, before entering the study, none of the psychotic patients had received adequate treatment for the index episode of depression, and so their poor outcome could not be attributed to prior treatment resistance. CONCLUSIONS: Even when they achieved remission and were maintained on a regimen of full-dose antidepressant medication, older patients with psychotic depression were at greater risk of relapse or recurrence than were their nonpsychotic counterparts. In particular, continuation/maintenance treatment with tricyclic monotherapy following response to ECT had limited efficacy in this group of patients. These findings raise important questions about the optimal treatment of psychotic depression in late life.
--------------------
Am J Geriatr Psychiatry. 2001 Fall;9(4):415-22.  Links

Continuation treatment of delusional depression in older adults.
Meyers BS, Klimstra SA, Gabriele M, Hamilton M, Kakuma T, Tirumalasetti F, Alexopoulos GS.
Department of Psychiatry, Westchester Division-New York Presbyterian Hospital, Weill Medical College of Cornell University, 21 Bloomingdale Road, White Plains, NY 10605, USA. bmeyers@med.cornell.edu
Delusional depression responds poorly to acute antidepressant monotherapy but appears to respond to intensive combination pharmacotherapy, however with poor short-term outcomes after initial improvement, particularly in later life. The authors compared the efficacy and safety of continuation combination therapy to monotherapy among older patients after remission from a delusional depression. Twenty-nine older adults with SCID-diagnosed major depression with delusions received continuation treatment with nortriptyline-plus-perphenazine or nortriptyline-plus-placebo under randomized double-blind conditions after achieving remission after ECT. Of the 28 subjects included in efficacy analyses, 25% suffered relapses. The relapse frequency was nonsignificantly greater in combination therapy than in monotherapy subjects. However, combination subjects had significantly more extrapyramidal symptoms, an increased incidence of tardive dyskinesia, and a greater number of falls. Continuation treatment with a conventional antipsychotic does not decrease relapse rates but is associated with significant untoward adverse events in older persons after recovery from a delusional depression.
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ECT and 
Medical Status Concerns

 Rarely contraindicated in appropriate setting
 Cardiac: Recent MI, unstable angina, arrhythmias, severe 

valvular diseases, CHF, hypertension
 Pulmonary: COPD, asthma, infections 
 Gastrointestinal: Aspiration or laryngospasm risk factors
Musculoskeletal: Stress to bones, joints, vertebrae 

during treatment or in subsequent falls
 Neurologic: Intracranial lesions “substantially increase” 

risk1

1. Seiner and Henry 2003
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ECT and Memory Loss

 A major concern of patients and families
 ECT may improve depression-impaired cognition but exacerbate 

impaired cognition of dementia
 Preparation:
Education of patient/family
Pre-screen to establish baseline
Monitor of memory throughout treatment course
Decrease treatment frequency when pronounced
Treat unilaterally when possible 

1. Seiner and Henry 2003
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Depression/Exec Dysfunction: 
Different Approach to Treatment?

Executive dysfunction (by impaired IP on DRS) 
but not memory impairment predicted: 
Delayed antidepressant response1

Greater risk of relapse, recurrence and symptom 
fluctuation following response2

White matter hyperintensities predicted executive 
dysfunction3,4 and poorer treatment response4

(but not in all studies5)

1. Kalayam et al. 1999; 2. Alexopoulos et al. 2000; 3. Boone et al. 1992; 4. Hickie et al. 
1995; 5. Salloway et al. 2002
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Is DEDS Treated Differently?
Current approach is “treatment as usual”
Attention to cerebrovascular risk factors is urged
Hypothetical microvascular damage to 

frontostriatal (CSPTC) pathways suggests that 
glutamatergic, GABA-ergic, dopaminergic, 
cholinergic, and enkephalin pathways may be of 
importance1,2

D3 agonists, modafinil, nimodipine3 or other novel 
agents may be of interest

1. Alexopoulos et al. 2000; 2. Alexopoulos GS 2001; 3. Taragano et al. 2005

Moderador
Notas de la presentación
Alexopoulos et al. 2000; 2. Alexopoulos GS "The depression-executive dysfunction syndrome of late life": a specific target for D3 agonists? Am J Geriatr Psychiatry
2001;9:22-9. 


Taragano FE, Bagnatti P, Allegri RF. A double-blind, randomized clinical trial to assess the augmentation with nimodipine of antidepressant therapy in the treatment of "vascular depression". Int Psychogeriatr. 2005;17:487-98.
3. Department of Neuropsychiatry, CEMIC University, Buenos Aires, Argentina. ftaragano@cemic.edu.ar

BACKGROUND: Cerebrovascular disease may cause "vascular depression" (VaD). Calcium channel-blockers are presumed treatments for cerebrovascular disease and might be expected to improve depression and prevent recurrence. OBJECTIVE: To examine the efficacy and tolerability of the use of nimodipine as an augmentation of fluoxetine in the treatment of VaD. DESIGN: A double-blind, randomized clinical trial in which 101 patients with VaD (Alexopoulos criteria) were treated with fluoxetine at standard doses. Patients were randomized to placebo (n=51) or nimodipine (n=50). Treatment outcomes were assessed using the Hamilton Depression Rating Scale (HDRS) regularly up to 8 months after treatment initiation. RESULTS: Depression was reduced in 63% of patients, but those whose treatment was enhanced with nimodipine had greater improvements overall by repeated measures analysis of covariance (ANCOVA) (F(1.80) = 9.76, p=0.001). In addition, a greater proportion of patients treated with fluoxetine-nimodipine (54% vs. 27%) exhibited full remission (chi2(d.f. 1)= 7.3, p = 0.006), with the number needed to treat (NNT) equal to 4 (95% CI 2-12). Of those experiencing full remission in the first 61 days, fewer patients on fluoxetine-nimodipine (3.7%) developed recurrence of major depression as compared to those on fluoxetine alone (35.7%) (chi2(d.f. 1) = 7.56, p = 0.006), NNT 3 (95% CI 2-9). Side-effects were noted in 33.3% of patients in the control group and 48% of the experimental group (chi2(d.f. 1) = 2.25, p = 0.133). CONCLUSIONS: In treating VaD, augmentation of fluoxetine with nimodipine led to better treatment results and lower rates of recurrence. These findings support the argument that augmentation of antidepressant therapy might be helpful in the treatment of cerebrovascular disease, which is involved in the pathogenesis of this type of depression.
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Post-Stroke depression

 CVA: 600,000 per year in US
 At 3-6 months s/p CVA, 9-34% show MDD
 Depression associated with:

 Left anterior lesions
 Left basal ganglia lesions
 Lesions closer to frontal pole

 Minor depression is also common
 Assessment complicated by neurological symptoms
 Treatment 

 No antidepressant clearly superior (Flx, Nor studied)
 ECT
 ?Role for stimulants

Whyte and Mulsant 2002

Moderador
Notas de la presentación
Whyte EM, Mulsant BH.
Post stroke depression: epidemiology, pathophysiology, and biological treatment. Biol Psychiatry. 2002;52:253-64. 


Department of Psychiatry, University of Pittsburgh, Pennsylvania 15213, USA.

Depression is a common occurrence after stroke and is associated with excess disability, cognitive impairment, and mortality. The authors undertook a systematic review of the English language literature to review several aspects of this illness, including the prevalence of this disorder, the debate on its etiology, and the current understanding of the biological treatment of poststroke depression. Methodological problems encountered in the study of poststroke depression are highlighted throughout the manuscript. The authors conclude that the available evidence supports poststroke depression as being multifactorial in origin and consistent with the biopsychosocial model of mental illness.
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Depression &AD: Positive Drug 
Trials (3 of 8 published RCTs)

 In 6 wk RCT, n=726 inpatients with cognitive impairment 
(mostly AD) and depression by DSMIII & HAMD, HAMD 
improved with moclobemide dosed up to 400 mg/d max1

 In 6 wk RCT, n=149 inpatients and outpatients with AD 
and depression by DSMIII & HAMD, citalopram 30 mg/d 
max showed HAMD effect vs placebo2

 In 12 wk RCT, n=22 outpatients with DSMIV AD &  
Depression, sertraline 150 mg/d max showed CSDD but 
not HAMD effect vs placebo3

1. Roth et al. 1996; 2. Nyth et al. 1992; 3. Lyketsos et al. 2000
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Anxiety Symptoms Are Highly 
Prevalent in Late Life

 10-20% of adults over 65 show clinically significant new 
or recurring anxiety symptoms1

 Symptom picture may confusingly emphasize agitation 
rather than worry; physical/cognitive rather than affective 
symptoms, such as sweating, restlessness, pacing, 
palpitations, poor concentration, fatigue, dizziness, dry 
mouth, GI symptoms, tremor, aches, pains

 Anxiety even more prevalent among the medically ill 
elderly

1Himmelfarb, Murrell. J Psychol. 1984;159-167. 
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Anxiety Symptoms are 
Commonly Associated with:

Conditions
Post-CVA
Coronary artery 

disease
IBS
Endocrine
Dementia
Depression

Medications / Drugs of 
abuse
 Stimulants or 

sympathomimetics
Withdrawal of CNS 

depressants
 Thyroid hormones
 Nicotine
 Antidepressants
 Antipsychotics
 Corticosteroids
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Differentiating Anxiety from 
Depression

Difficult, because they share disturbances of 
sleep, appetite, and cognitive functioning1

Initial insomnia, fear, loss of confidence more 
typical of anxiety2

Anxiety is often associated with depression in 
the elderly3

1. Colenda and Smith: AJGP 1993;1:327-338; 2 Salzman C: Conclusion. In: Salzman C, 
Liebowitz BD, eds: Anxiety in the Elderly: Treatment and Research 1991; 3. Fernandez et al. 
J Clin Psychiatry. 1995;56(suppl 2):20-29
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Depression with Anxiety: 
Treatment Recommendations

The claim for superiority of sedating 
antidepressants with anxious, insomniac 
depressed patients has limited evidence base.

 These antidepressants are FDA-Indicated for GAD:
Paroxetine
Venlafaxine
Escitalopram

Other useful agents may include sertraline, 
citalopram, mirtazapine, tricyclic antidepressant, 
buspirone as adjunct

Avoid chronic benzodiazepines when possible
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Maintenance Treatment:
What do Experts Recommend?

1 episode: Continue for 1 year
2 episodes: Continue for 1-3 years
3 episodes Continue for >3 years

Alexopoulos GS, Katz IR, Reynolds CF III, et al. Postgrad Med Special Report. 2001 (October):1-86.
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Citalopram Prevents Depression 
Recurrence in Elderly

 N=121 outpatients > 65 yr
 20-40 mg citalopram vs 

placebo for up to 104 
weeks after 2 periods of 
open-label treatment (up to 
24 weeks total) to establish 
and continue remission

 No treatment-related 
serious AEs
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Recurrence after Recovery 
from Geriatric Depression

 Up to 15 years observational follow up (n=380)
 Recurrence in

 85% of those who had recovered
 58% of those who had remained well at least 5 years

 Risk factors (not in subgroup with 5 years recovery)
more prior episodes
 longer depressive episode before intake
Low levels of antidepressant treatment 
never marrying
 female

Mueller et al 2000
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Suggestions to Improve Adherence 
for Treatment of Geriatric 

Depression/Anxiety

 Assess for cognitive impairment 
 Assume adherence will be a problem
 Ask about non-adherence 
 Encourage patient to monitor self-adherence 
 Include family members/other supportive individuals as monitors/helpers
 Explore patient’s conception of illness/treatment
 Provide clear, easy-to-understand info (repeat frequently, oral/written)
 Maintain appropriately frequent patient contact
 Accept limited adherence in some patients but maintain dialog

Wetherell JL, Unutzer J. CNS Spectr. 2003;8(12 suppl 3):48-59.
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Summary of General Principles of 
Pharmacotherapy in Late Life Depression

 Differential diagnosis and comprehensive treatment 
planning

 Consider psychosocial and medical factors
 Psychotherapy may be important treatment ingredient
 Individualized consideration of treatment agents’ 

properties
 Begin with low doses
Monitor closely for response, side effects, and 

compliance 
 Increase dose slowly and carefully
 Avoid underdosing and premature discontinuation
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Self-Assessment Question 1:
Which of the following is most correct?

A. Major depressive disorder is less prevalent in older than in younger adults.
B. Major depressive disorder in late life is associated with increased morbidity 

and mortality from medical illnesses and suicide.
C. Major depression is not a normal concomitant of ageing.
D. Numerous published randomized controlled treatment trials are available to 

help guide the treatment choices for older adults with major depressive 
disorder.

E. All of the above are true
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Self-Assessment Question 2:
Which of the following is most correct?

A. White matter hyperintensities are the most replicated neuroimaging 
abnormality in late life depression.

B. White matter hyperintensities and late-life depression have a direct 
cause-effect relationship.

C. White matter hyperintensities represent deposition of beta amyloid 
plaques in the prefrontal white matter. 

D. The most common location of white matter hyper intensities in 
vascular depression is occipital.

E. None of the above
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Self-Assessment Question 3:
Which of the following forms of psychotherapy has/have 

been empirically validated for the treatment of depression 
in older adults?

A. Cognitive Behavior Therapy
B. Problem Solving Therapy
C. Interpersonal Therapy
D. All of the above
E. None of the above.
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Self-Assessment Question 4:
Which of the following is most correct?

A. Efficacy of serotonin reuptake inhibitors in treating late life depression is similar 
to that of TCAs, though TCA side effects may be less tolerable. 

B. For nonpsychotic late life depression, the combination of psychotherapy and 
medication is recommended.

C. Older adults are more vulnerable than younger adults to anticholinergic side 
effects of antidepressants.

D. Older adults typically take more concurrently prescribed medications than 
younger adults, necessitating careful attention to drug/drug interaction 
possibilities when an antidepressant is prescribed.

E. All of the above
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Self-Assessment Question 5:
Which of the following is not 

correct?
A. ECT is usually less efficacious than antidepressants in treating late life 

depression with psychotic features.
B. Intracranial mass lesion, recent CVA, or recent MI can complicate the 

safe administration of ECT.
C. Informing patient and family about potential memory disturbance 

associated with ECT will help them understand and tolerate this usually 
transient aspect of treatment.

D. Demented patients may experience intolerable cognitive worsening 
during the course of a series of ECT treatments.

E. Unilateral nondominant ECT is associated with fewer cognitive side 
effects.
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Self-Assessment Question Answers

1. E
2. A
3. D
4. E
5. A
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Suggested Further Reading
Ellison JM, Verma SK (eds): Depression in 

Later Life. New York, New York. Marcel 
Dekker, Inc., 2003.

Lebowitz BD. Pearson JL. Schneider LS. 
Reynolds CF 3rd. Alexopoulos GS. Bruce ML. 
Conwell Y. Katz IR. Meyers BS. Morrison MF. 
Mossey J. Niederehe G. Parmelee P. 
Diagnosis and treatment of depression in late 
life. Consensus statement update.  JAMA. 
278:1186-90, 1997.
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