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Disclosures
• I have no financial relationships to disclose.

• The contents of this presentation represent my own 
opinions and do not necessarily reflect the opinions of 
my employers.

• I will be discussing off-label use of the following 
medications:  doxepin, trazadone, mirtazapine.
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Objectives

1.  Apply validated tools and clinical judgment to assess 
medication appropriateness  in older adult patients in PALTC. 

2.  Implement deprescribing strategies that prioritize patient 
safety, goals of care, and shared decision-making. 

3. Integrate interdisciplinary approaches to optimize 
medication management and improve health outcomes in 
older adults in PALTC. 
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Quality Prescribing

• Clear indication for every medication

• Balance over and under-prescribing

• Consider goals of care

• Time to horizon of benefit

• Appropriate follow up and monitoring
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Deprescribing

The planned and supervised process of dose 
reduction or stopping of medication that might 
be causing harm or no longer providing benefit.

The goal: 

To reduce medication burden and harm, while 
maintaining or improving quality of life.
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Deprescribing in LTC: The Evidence
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• Prevalence of PIM use in LTC ranges 18%- 82% 

• Medication review interventions in LTC consistently reduced

• Medication burden 

• PIM prevalence



Deprescribing in LTC: The Evidence
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Effects on falls, hospitalization, mortality?



For your consideration:
 Avoiding or deprescribing
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• Sedative hypnotics
• sleep

• Proton pump inhibitors (PPIs)
•  GERD and associated sx
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Urinary Incontinence
Kegal/pelvic floor exercises
Scheduled voiding

Insomnia
Sleep hygiene
CBT
Address underlying issue
 (pain, nocturia)

JAGS 73, no. 9 (2025): 2657–2677



Guidelines
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Alternatives to Sedative Hypnotics 
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Benzodiazepines Z-drugs

Sedating 
Antihistamines 

(diphenhydramine, 
doxylamine)

TCAs

(amitriptyline, 
nortriptyline)

Sedating 
antipsychotics

(quetiapine)

F
D

A
A

p
p

ro
v

e
d

O
ff

 -
 L

a
b

e
l



Alternatives to Benzos, Z-drugs and 1st generation 
antihistamines 
• Assess for comorbid conditions and other factors that effect sleep

• (OSA, meds, substance use, nocturia)

• Cognitive Behavioral Therapy (CBT-I) is 1st line for older adults with 
chronic insomnia (all adults)

• Delivered in-person or digital (App, video )

• Core Components: sleep restriction, stimulus control, cognitive therapy, 
relaxation, sleep hygiene

Insomnia 



Insomnia- Alternatives to Benzos, Z-drugs 
and 1st generation antihistamines 

Medications which may be safer and have evidence for effectiveness in older 
adults (short term use):

• Low-dose doxepin (up to 6mg)
• Dual orexin receptor antagonists 

• (daridorexant, lemborexant, suvorexant)
• Ramelteon    

- Insufficient evidence for other medications commonly used in insomnia    
for older adults (trazadone, mirtazapine, melatonin) 

- Guidelines do not suggest these for adults of any age

All recommended options 
are >$400/month 



Efficacy in Older Adults
• Low-dose doxepin (up to 6mg)

• RCT doxepin 3mg v placebo in 65+ w/ 1 insomnia – signif improved PSG-measured  sleep maint 

at 12 weeks (Krystal 2010)

• RCT – 2 nights of doxepin 3mg and 6 mg v placebo in 65+ - signif improved PSG-measured 

sleep maint on 2 consecutive nights (Scharf 2008)

• Dual orexin receptor antagonists 
(daridorexant, lemborexant, suvorexant)
•  RCTs show better effect for sleep maintenance than sleep onset

• RCT suvorexant 10mg for 2 weeks escalated to 20mg for 2 weeks vs placebo in patients with 
             mild-to-moderate probable AD dementia and comorbid insomnia significantly improved 
              PSG- measured total sleep time (difference=28 min), (Herring 2020)

• Ramelteon 8mg (FDA approved for sleep onset insomnia)
• RCT v placebo in age 65+ - PSG sleep latency for 2 nights (Roth 2007)

• RCT  65+ sleep diary-measured sleep latency over 35 nights (unpublished)



Safety in Older Adults
• Low-dose doxepin (up to 6mg)

• 12 weeks- no reports of next day sedation, memory impairment or  complex sleep 

behaviors (Krystal 2010)

 Dual orexin receptor antagonists 

    (daridorexant, lemborexant, suvorexant)
• No increased postural instability, falls, memory or driving impairment (lemborexant, Gotfried 

2024, Pan 2024)

• Suvorexant assoc increased falls in hospitalized pts in case-control (Ishibashi 2020) , but not 

in retrospective (Sogawa 2022) or meta-analysis (Pan 2024)

• Ramelteon  
• RCT (n=33) did not impair night balance, mobility, memory (drug insert)

• Open label 12 month- no cardiac changes, + reduced free T in older men (Richardson 2009)



*Liquid and 10mg  doxepin capsules are used off-label for insomnia
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▪ Randomized, double-blind, placebo-controlled trial in 60 adults aged 65+ in outpatient 

setting.

▪ Mirtazapine 7.5mg vs. placebo  x 28 days

▪ 1o endpoint = change in Insomnia severity Index (ISI) score baseline to day 28.
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Dual orexin 
receptor 

antagonists

“DORA”

Low-dose doxepin Ramelteon

Other sedating 
antidepressants

(mirtazapine

Trazadone)

Melatonin
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deprescribing.org



Proton Pump Inhibitors (PPI)
AGS Beers Criteria : Recommend avoid use for >8 weeks unless indicated 

for high-risk patients or failure to respond to less intensive therapy.

1st line interventions:

• Lifestyle changes (e.g., stop smoking)

• Dietary (e.g., avoid trigger foods)

• Weight management

• Not eating within 2–3 hours of bedtime

• Elevating head of the bed

• Diarrhea

• Impaired B12 absorption

• Hypomagnesemia

• Clostridium difficile infection

• Hip fractures

• Pneumonia

• Polypharmacy

• Cost
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Questions?

Anna.Mirk@va.gov
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