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Relapse after ECT

• ECT

– Safe and effective

– Major depression

• 1-year relapse rate: 50% Jelovac et al. (2013), Neuropsychopharmacology



Relapse prevention strategies

• ECT

• CBT

• Pharmacotherapy



Lithium entering the ECT field

84% relapse 60% relapse 39% relapse 

Sackeim et al. (2001), Jama



Current evidence base?

Lambrichts et al. (2021), Acta Psychiatr Scand



Methods

• Systematic search

• Risk of bias

• Meta-analysis (OR)

• Subgroup and meta-regression analyses

• Publication bias

• GRADE (high, moderate, low or very low)



Study selection

• 14 articles

• 9748 participants

– With lithium: N=1571

– Without lithium: N=8177



Study characteristics

• Participants: 27-7350 (median=88)

• Mean age: 51-70 years

• Psychotic features: 23% (18-49%)

• Follow-up duration: 15-58 weeks (median=26)

• Observational (11/14)

• Low risk of bias (10/14)



Study characteristics

• Diagnosis

– Unipolar only: 7

– Unipolar or bipolar: 6

– Bipolar only: 1

• Lithium

– Monotherapy: 2

– + TCA: 3

– + Antidepressant: 1

– Monotherapy / + Antidepressant(s) and/or antipsychotic(s) and/or mood stabilizer(s) and/or 
continuation ECT: 8



Patients receiving lithium less likely to relapse

OR=0.53 (95% CI=0.34-0.82)



Stronger protective effect of lithium
in studies with patients with a higher mean age



Indications for publication bias



Quality of evidence (GRADE)

Guyatt et al. (2011), Journal of Clinical Epidemiology



Discussion

• Small to medium effect

• Very low quality of evidence (GRADE)

• Specific effect of lithium addition?



Conclusion

Research

• Lithium may have superior efficacy

• High-quality studies

Clinical practice

• Risks versus benefits

• Case by case



How to proceed?



PRASED study

Preventing Relapse After Successful ECT for Depression



Design



PRASED study

• Inclusion criteria

– ≥18 years old

– MDD diagnosis

– Pre-treatment IDS-C score ≥29

– Remission after acute ECT course (IDS-C score ≤12 on 2 consecutive ratings)

• Exclusion criteria

– Diagnosis: bipolar disorder, schizoaffective disorder or schizophrenia; dementia or 
intellectual disability; substance abuse or dependence in the past 6 months

– Current lithium therapy or contraindications for lithium therapy

– ECT within the past 3 months



• Open-label
• 0.5-0.7 mEq/L

BP RUL



Symptom-titrated algorithm-based longitudinal ECT (STABLE)

Week 1–4: Fixed ECT schedule

One treatment 2–5 days after randomization, one treatment 7–12 days after randomization, one treatment 14–19 days after randomization and one treatment 23–28 days after randomization (a total of four ECT

treatments in 1 month)

Week 5–26: Symptom-driven ECT schedule

Number of additional ECT treatments IDS-C conditions Relapse potential

0

Current IDS-C score ≤ 9

Current IDS-C score 10-13 and previous score was 7-13 and current score is ≤ 2 points higher than previous

score

Current IDS-C score 10-17 and ≤ 2 points higher than baseline score

Low

1 Current IDS-C score intermediate between criteria for low and high relapse potential Moderate

2

Current IDS-C score ≥ 22

Current IDS-C score 14-21 and current score is ≥ 3 points higher than previous score and current score is ≥ 9

points higher than baseline score

High

Lisanby et al. (2008), J ect



Outcome measures

Primary

• 6-month relapse* rate

Secondary

• Time to relapse

• Time to first additional ECT treatment

• IDS-C score at 6-month follow-up

• Total number of additional ECT treatments at 6-month follow-up

• Cognitive function

*Relapse
• 2 consecutive IDS-C scores ≥29
• Psychiatric hospitalization
• IDS-C score 3 on the suicide item



Randomized participants per site

• Kortenberg: 25

• Duffel: 23

• Bruges: 27

• Rotterdam: 4

• Total: 79



Clinical practice

Rasmussen (2015), J ect



How much?

• Target steady-state level

– Sackeim et al. (2001): 0.5-0.9 mEq/L

– Kellner et al. (2006): 0.7 mEq/L

– Kellner et al. (2016): 0.4-0.6 mEq/L

– PRASED: 0.5-0.7 mEq/L

• Level at final study visit

– Sackeim et al. (2001): 0.59 (0.2) mEq/L

– Kellner et al. (2006): 0.53 (0.38) mEq/L

– Kellner et al. (2016): 0.53 (0.27) mEq/L (medication only); 0.36 (0.23) mEq/L (medication plus 
ECT)



How long?

• At least 6 months

• Longer if highly recurrent



Monotherapy or in combination?

• Nortriptyline

• Venlafaxine



When to start?

• After the acute course?

• Toward the end of the acute course?



Lithium plus ECT

• Close monitoring

• Hold for at least 24 hours

Kellner et al. (2016), Am J Psychiatry
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