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Proportion of Patients Responding
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Figure 2. Mean Change (= SE) in MADRS Total Score During Week
Double-Blind Treatment Phase (LOCF)

Week B
Baseli 1 2 3 4 5 6
as? ne L 1 1 1 J 3 5 7

F ¥k

(=)
1

B Placebo (N=172)2 O placebo (n=195) *
O Aripiprazole (N =181)

|
n
L

30 3-15 mg/d (n=194)
m 3 mg/d (n=197)

|
EN
1

End of Randomized Treatment Phase

Mean (+ SE) Change in MADRS Total Score
From End of Prospective Treatment Phase to
L |
N o @ (o]
L 1 1 1

Remission Rate (%)
S
|

*k

10 -
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MADRS = Montgomery-Asberg Depression Rating Scale,
SE = standard error.
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Berman RM etal (2007)  kamijima K et al: J Affect Disord, 151: 899-905, 2013
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FIGURE 1. Changes in Regional Glucose Metabolism in Eight Depressed Patients Who Responded to Fluoxetine or Placebo
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Rihmer Z & Gonda X: J Affect Disord,
108:195-198, 2008

Mayberg HS et al: Am J Psychiatry,
159: 728-737, 2002
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Fournier JC: JAMA, 303:47-53, 2010
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Table 1. Mean Time to Sustained Response to Therapy

Patients Meeting 20% Criterion

Patients Meeting 50% Criterion

Treatment N Proportion, (N) % Day, Mean + SD Proportion, (N) % Day, Mean = SD
Imipramine 509 (420) 82.5 10.6 £ 7.2 311)61.1 18.0+7.9
Moclobemide 1020 (801) 78.5 12.5 £ 8.1 (547) 53.6 189 +8.3
316 (184) 58.2 13.3 +10.2 (100) 31.6 20.0 = 10.0
Amitriptyline 167 (134) 80.2 122+94 (96) 57.5 21.3x11.4
Fluoxetine 444 (341) 76.8 142 +84 (211)47.5 20.2 £ 8.3
Oxaprotiline 120 (77) 64.2 157+11.2 (47) 39.2 233+ 11.6
Mirtazapine 138 (111) 80.4 144 +11.4 (78) 56.5 194« 12.2
Paroxetine 134 (102) 76.1 42 + 11, (71) 53.0 39=x11

Table 3. Time Characteristics of Improvement Under
Treatment With Imipramine, Moclobemide, and Placebo

a,b,c,de

Imipramine,

n (N) =419 (506),f

Moclobemide,
n (N) =453 (580),%

Placebo,
n (N) =111 (191),"

Day % %
3 15.4 17.8
7 55.1 53.7

10 61.9 61.2

14 81.3 80.1

21 93.5 92.1

28 97.7 97.0

Stassen HH et al: J Clin Psychiatry, 68:1195-1205, 2007

Is There a Common Resilience Mechanism
Underlying Antidepressant Drug Response?
Evidence From 2848 Patients
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Patient
Characteristics

Depression
subtype
and severity

Cognition

of major depression

Measurement

Factors
Observed

Placebo
Response

Regression to the mean
Rater bias

Response bias

Pathophysiology <€«——

History Factors

Improvement

Natural

Worsening

Rutherford BR & Roose SP: Am J Psychiatry, 170: 723-733, 2013
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Increase Placebo ecrease Place Strength of
Response Response Evidence

More study sites Fewer study sites Strong
Poor rater blinding Good rater blinding Strong
with blind assessment

Multiple active Single active treatment Strong
treatment arms arm

Lower probability of Higher probability of Strong
receiving receiving placebo
placebo

Single baseline rating Multiple baseline Medium

ratings

Briefer duration of Longer duration of illness Medium
illness in current in current episode
episode

More study visits Fewer study visits Medium

Sample of Sample of self-referred Weak
symptomatic patients
volunteers

Optimistic/ Pessimistic/neutral Weak
enthusiastic clinicians
clinicians .
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Rutherford BR & Roose SP: Am J Psychiatry, 170: 723-733, 2013




