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• Anticholinergic medications are consistently associated with cognitive 

decline and incident dementia in epidemiologic studies. 
• Tricyclic antidepressants (TCAs) are a treatment option for painful 

diabetic peripheral neuropathy (DPN).
• Treatment guidelines poorly highlight these risks and alternative 

approaches among those with DPN.

•Highlight existing evidence supporting the risk of 
long-term anticholinergic use.Aim 1: 

•Review current DPN guidelines for content 
related to cognitive burden associated with long-
term TCA use.

Aim 2:

•Propose guidance on drug-free intervals and 
counseling points for providers to facilitate 
deprescribing treatments for painful DPN.

Aim 3:

Background Results
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Conclusions

Discussion

Tricyclic antidepressants and diabetic peripheral neuropathy: 
Deprescribing considerations for brain health

Several current guidelines for treatment of painful DPN include TCAs as treatment options 
without discussing the risk for long-term cognitive decline. None of the current guidelines 
encourage drug-free intervals to facilitate deprescribing medications used to treat DPN. To our 
knowledge, there is no available data specific to patients experiencing diabetes and risk of MCI.

A growing body of evidence associates use of anticholinergic medications with mild 
cognitive impairment and incident dementia. The association is consistent across multiple 
studies, including exposure over a decade prior to diagnosis of dementia. Consistently 
among the culprits are TCAs, particularly amitriptyline. 

Providers should review the benefits and risks of long-term use of TCAs with persons with 
diabetes. While recommendations for deprescribing strategies are not yet evidence-based, for 
individuals taking TCAs for long-term management of DPN, deprescribing with a taper over two 
to four weeks represents a reasonable approach consistent with prescribing recommendations.
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Methods

Specific Aims

A literature review was 
conducted, identifying 
treatment guidelines with 
recommendations for 
painful DPN and literature 
that supports cognitive risk 
of long-term anticholinergic 
use.

Both guidelines and literature 
were assessed/reviewed on 
their recommendations to use 
TCAs, side effects discussed 
regarding TCAs, and any 
recommendation for drug-free 
intervals to facilitate 
deprescribing.

Literature was further 
reviewed for association of 
TCAs with mild cognitive 
impairment (MCI) and incident 
dementia to inform and 
propose guidance on drug-free 
intervals to facilitate 
deprescribing. 

Conduct retrospective 
evaluation of TCA 

prescribing

Complete prospective 
education and 

implement 
deprescribing 
intervention

What’s Next

• Diabetes care and education specialists must discuss the 
long-term cognitive effects of TCA use in individuals 
experiencing DPN. 

• Currently, no evidence-based guidelines for deprescribing 
exist, which presents an opportunity to study the 
advantages and disadvantages of deprescribing. 

• Drug-free intervals might facilitate deprescribing of TCAs. 
• Dose reduction and deprescribing slowly over 2-4 weeks 

could be introduced to help weigh benefits against future 
risk of dementia.

3 Key Takeaways

2
of those guidelines discuss any 
cognitive risks (increased fall 

risk in older adults)

9
total guidelines 

recommend TCAs for 
painful DPN

0 
guidelines recommend drug-free 
intervals or deprescribing for any 

medication used to treat DPN

Our recommendations are based on 
published literature of 

antidepressant deprescribing / 
withdrawal publications and 

opinion-based strategies

Recommendation: 
Gradual deprescribing 

taper of TCAs over two to 
four weeks

Additional prospective 
research is necessary to 

address whether stopping 
anticholinergics reduces 

dementia risk

Association between ACh & 
Dementia Association between ACh & MCI

Strong ACh 
over 6 yrs

OR: 1.54 
(1.21-1.96) (2)

All Strong 
ACB (Norm 

to MCI)

OR: 1.15 
(1.01-1.31)

(4)
Strong ACB 
total score

OR: 1.36 
(1.17-1.58) (3)

Musc ACB 
(Norm to 

MCI)

OR: 1.34 
(1.09-1.65)

Strong ACh 
for ≥ 3/10 yrs

OR: 1.54 
(1.21-1.96) (6)

Musc ACB 
(Reversion: 

MCI to 
Norm)

OR: 0.63 
(0.40-0.99)

Strong ACh 
for ≥ 4/20 yrs

OR: 1.40 
(1.30-1.50) (10)

Literature Evaluation – Landmark Evidence for Adverse Cognitive Effects:

Cumulative 
dose studies 
suggest each 

dose 
contributes 

to long-term 
cognitive 

risk, with up 
to 20 years 
of exposure 
studied (10)


