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Clinical Question:  How do I treat a patient with MDD who has not gotten better on the first treatment?
Clinical Take Homes:
· [bookmark: _GoBack]Only  1/3 will achieve remission with initial SSRI choice (consider switch or augmentation)
· Need to ensure treatment is at sufficient dose, for adequate length (8 weeks), and to remission
· Augmentation with Lithium, Buproprion, Buspirone, or Thyroid hormone all worked ‘somewhat’
· Most patients will relapse within 1 year and faster if not treated to remission or needed more steps
Study Population:  4,041 subjects (18-75 with unipolar MDD w/o psychosis) from 41 centers across the USA (18 primary care and 23 psychiatric) scoring at least 14 on HDRS (moderate depression) & self-referred for treatment
Study Endpoints:  Depression scale remission on QIDS-SR <5 & HDRS <7,  clinician/patient self report of response
Study Design: All patients entered stage 1, could stay in each stage for 14 weeks, if remission then maintained and followed x 1 year, otherwise moved to next stage where subject identified acceptable txts
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Results:
No statistically significant difference across steps due to low numbers of subjects/effect size
Relapse rate by 12 months after stage 4 were 50% for remitters and 83% for non-remitters
	Step
	Remission %
	Specific agent comments (last visit mean daily dose)

	I
	Stage 27-33
	Citalopram 40 mg/day

	II
	Stage 20-25; Cumulative 57
	Bup-SR 282 mg/day, Setraline 135 mg/day, Ven-XR 193 mg/day, Bup-SR augmenting 267mg/day more effective (p<.02) and tolerated (p<.009) than Buspirone 41 mg/day

	III
	Stage 12-20; Cumulative 63
	Trend towards remission with TCA, Augmentation with  T3 45 mg/day had a trend over Lithium 859 mg/day with blood level of 0.6mEq/L which had more side effects

	IV
	Stage 13; Cumulative 67
	No statistically significant difference between MAOI and combination but due to washout period most patients got MAOI for less than 6 weeks


Criticism:
· Open label design without placebo control, blurring of endpoints through choosing which scale
· Insufficient enrollment/power to reach statistical significance across all steps
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