
FORWARDING OR COPYING IS A VIOLATION OF U.S. AND INTERNATIONAL COPYRIGHT LAWS 

The Medical Letter, Inc. publications are protected by U.S. and international copyright laws. 
Forwarding, copying, or any distribution of this material without permission to a nonsubscriber 
is prohibited.

Sharing a password with a nonsubscriber or otherwise making the contents of this site 
available to third parties is prohibited.

By accessing and reading the attached content I agree to comply with U.S. and international 
copyright laws and these terms and conditions of The Medical Letter, Inc.

For further information click: Subscriptions, Site Licenses, Reprints 
or call customer service at: 800-211-2769

Important Copyright Message

Published by The Medical Letter, Inc. • A Nonprofi t Organization • medicalletter.org

The Medical Letter®

on Drugs and Therapeutics

Volume 67  October 13, 2025

ISSUE

1433
Volume 56

ISSUE No.

1739

IN THIS ISSUE

In Brief: Adjunctive Pramipexole for Treatment-Resistant Depression ..............................p 165

http://medicalletter.org/sub-prods
http://medicalletter.org/sitelicense
http://medicalletter.org/copyright


               
165165

Published by The Medical Letter, Inc. • A Nonprofi t Organization • medicalletter.org

The Medical Letter®

on Drugs and Therapeutics

Volume 67 (Issue 1739) October 13, 2025

Take CME Exams

The Medical Letter publications are protected by US and international copyright laws.
Forwarding, copying or any other distribution of this material is strictly prohibited.

For further information call: 800-211-2769

IN BRIEF

Adjunctive Pramipexole for Treatment-
Resistant Depression

The oral nonergot dopamine agonist pramipexole 
(Mirapex ER, and generics), which is FDA-approved 
for treatment of Parkinson’s disease and restless legs 
syndrome, has been used off-label in patients with 
treatment-resistant depression (TRD).1 A double-blind, 
placebo-controlled trial of pramipexole augmentation 
in patients with unipolar TRD was recently published.2

TREATMENT OF TRD — When antidepressant 
monotherapy is inadequate, augmentation with 
a second-generation antipsychotic drug such as 
aripiprazole (Abilify, and others) is often effective, 
but these drugs can cause weight gain, metabolic 
adverse effects, and extrapyramidal symptoms.3 
Addition of a second antidepressant from a different 
class is an alternative. Ketamine is increasingly being 
used off-label in patients with TRD; it can rapidly, 
though transiently, improve symptoms of depression. 
Esketamine, the S-enantiomer of ketamine, is FDA-
approved as a clinician-administered nasal spray 
(Spravato) for use in adults with TRD. Other options 
include electroconvulsive therapy and off-label use of 
low-dose lithium, thyroid hormone, or, in patients with 
persistent anxiety, buspirone.4

PRAMIPEXOLE — Pramipexole is a full dopamine 
agonist with a high affi nity for D3 receptors, which are 
associated with regulation of motivation and reward.5

CLINICAL STUDIES — The unipolar TRD trial included 
150 adults who were randomized to receive pramipexole 
or placebo for 48 weeks in addition to their current 
antidepressant treatment. Use of antipsychotic drugs 
was not allowed. Patients received immediate-release 
pramipexole once nightly at a starting dose of 0.25 mg. 
The dose could be increased every 3 days over a period of 
4 weeks to a target dose of 2.5 mg if tolerated. The mean 
dose at 12 weeks was 2.3 mg. Pramipexole signifi cantly 
reduced symptoms of depression compared to placebo 
at 12 and 48 weeks (see Table 1).2 

Table 1. Clinical Trial Results in Unipolar TRD1

 Change in Response/Remission 
 QID-SR16

2  Rates3

 Week 12 Week 48 Week 12

Pramipexole (n=75) -6.4* -6.1* 44%*/28%*

Placebo (n=75)  -2.4 -4.0 16%/8%
*Statistically signifi cant difference versus placebo
QID-SR16 = Quick Inventory of Depressive Symptoms, 16-item self-report 
version; TRD = treatment-resistant depression
1.  TRD was defi ned as a lack of response to at least 4 weeks of treatment with 

at least 2 different antidepressants. M Browning et al. Lancet Psychiatry 
2025; 12:579.

2.  Mean change from baseline in QID-SR16 total score at week 12 (the primary 
endpoint) and week 48. Mean baseline QID-SR16 score was 16.3 on a scale 
of 0-27, with higher scores indicating a greater severity of depression.

3.  Response defi ned as ≥50% reduction in QID-SR16 total score. Remission 
defi ned as QID-SR16 total score ≤5. 

In a comparative observational study in 132 patients 
with unipolar TRD, pramipexole or aripiprazole was 
added to the current antidepressant regimen; response 
and remission rates were higher with pramipexole 
(median maximum dose 1.05 mg/day) than with 
aripiprazole (median maximum dose 3 mg/day) at 12 
and 24 weeks.6

Data from observational studies suggest that 
pramipexole can be effective in patients with bipolar 
depression,7 but a recently published double-blind 
trial in 39 adults with bipolar TRD found that addition 
of pramipexole (max 2.5 mg/day) to standard mood-
stabilizing treatment did not signifi cantly reduce 
depressive symptoms at 12 weeks compared to 
placebo.5 Larger controlled trials of pramipexole use in 
bipolar TRD are needed.

ADVERSE EFFECTS — Common adverse effects 
of pramipexole in the unipolar TRD trial included 
nausea, headache, dizziness, and sleep disturbance 
or somnolence. Treatment discontinuation due to 
adverse effects was more frequent with pramipexole 
than with placebo (20% vs 5%). Slowing the titration of 
the dose may improve tolerability.

Pramipexole can cause peripheral dopaminergic 
effects such as lower-extremity edema, nausea, 
vomiting, and orthostatic hypotension. Confusion 
and psychosis can occur, particularly in elderly 
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patients. Impulse control disorders such as pathologic 
gambling, hypersexuality, uncontrollable spending, 
and excessive computer use are common in patients 
taking a dopamine agonist for Parkinson’s disease; 
two patients taking pramipexole in the unipolar 
TRD trial developed impulse control diffi culties that 
resolved when the dose was reduced.8

DRUG INTERACTIONS — Most antipsychotic drugs 
are dopamine antagonists and could reduce the 
effectiveness of pramipexole. 

COST — The wholesale acquisition cost for a 30-day 
supply of generic immediate-release pramipexole at a 
dose of 2.5 mg/day is about $13.9

CONCLUSION — In a 48-week, double-blind trial in 
patients with unipolar treatment-resistant depression, 
adjunctive treatment with the dopamine agonist 
pramipexole (not an FDA-approved use) signifi cantly 
reduced depressive symptoms compared to placebo, 
but discontinuation of the drug due to intolerance
was common.   ■
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