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Overview 

 

• Licenced medications: indications and monitoring  

• Anticholinergic drug burden and implications  

• Vascular dementia 

• Deprescribing/ Rational polypharmacy 

• Non-cognitive symptoms 

• Serotonin syndrome  

• Modifiable dementias 

 

 



Medical management of Dementia 

• Non-pharmacologic 
Cognitive enrichment  
Cognitive rehabilitation 
Vocational support 
Safety and security  
Social support 
Care-giver support 
 

• Pharmacotherapy for behavioural and personality 
symptoms (BPSD) – generic approach 
 

•  Disease-specific pharmacotherapy 
Disease-modifying [none currently available] 
Palliative [‘cognitive-enhancing therapy’] 
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Mood 
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Acetylcholine (Ach) 
 
 

 
 

Monoamine modulation  



Cholinergic systems 

 
• Cortical excitability  
• REM sleep 
• Attention  
• Selective attention 
• Arousal (alertness)  
• Declarative memory 

 
• Deficiency/inhibition: 
disorientation, cognitive 
decline, falls, impaired reality 
monitoring 



Licensed medications: UK  

Mild-Moderate Dementia due to either AD or PD 
 

Use in DLB is expert consensus 
 
 
 



Grading dementia due to AD  

Grade  MMSE cut-offs (/30) 

Mild  21-26 

Moderate 10-20 

Severe < 10 

Limitations of MMSE-based grading 
• Validity of the MMSE  
• Security of AD diagnosis 
• Confounded by level of education  
• Atypical AD 
• Ignores level of assistance required by patient 
 



Dosing, adverse effects and monitoring 

Drug Maintenance Dose Common AEs Monitoring 

Donepezil  5-10mg od GI (20%; nausea, 
vomiting, 
diarrhoea), 
insomnia, vivid 
dreams 

ECG, if needed 
Syncope (1.5-2*) 
Gait freezing 

Galantamine  8mg bd GI + headache ECG, if needed 
Syncope 
Gait freezing 

Rivastigmine  3-6mg bd 
Patch: 4.6 to 9.5mg 
 

GI (less with patch) 
+ headache + 
somnolence 
 

ECG, if needed 
Syncope 
Gait freezing 

Memantine  10mg bd  Constipation, 
headache, somatic 
pain 

Polypharmacy-
related 
disequilibrium 



Cholinesterase inhibitors (ChEIs) 

• Donepezil, galantamine: 
rapidly reversible ChEIs 

• Rivastigmine: slowly 
reversible ChEI 

• Similar efficacy for AD  

• No long-term benefit 

• Risks:  
Bradycardia (1.3-2*) 

PPM-insertion (1.1-2*) 

Hip # (1.0-1.34*) 

 

 

 

Lancet 2004; 363:2105-2115 

Change in MMSE (upper) 

Effect of Donepezil (lower) 

Arch Intern Med 2009; 169:867-873 



ChEIs 

Clinical benefit highest if: 
 
• Early treatment initiation 
• No vascular comorbidity 
• No antipsychotic use 
 

N=2460 



ChEIs and ECGs 

• ChEIs: sinus brady, SA-block, sinus pauses 

• 10%: ‘dizziness’ without ECG change 

• Up to 1%: severe bradyarrhythmia  

• Consider pre-Rx ECG if: 
HR < 50 bpm 

Syncope 

Irregular heart rate  

Negative chronotrope polypharmacy 

• Pulse checks before, at one month, 3 months and 
6 months. ECG if clinically indicated.  



Memantine 

• Non-competitive NMDAR antagonist 

• No significant drug interactions  

• Usually in addition to ChEI  

• Monotherapy if ChEI contra-indicated 
NICE: moderate-severe AD  

• Bd regime was used in most trials (10 bd max) 

• Dose adjustment needed if eGFR < 50 

 

 

 

 



NICE: non-AD dementia 



NICE 2018: prescribing guideline 



ChEIs: Try not to stop 

NEJM 2012; 366:893-903 



Monitoring 



What can you ask about in five mins? 

• Use of telephone  

• Independent travel via car or public transport 

• Shopping for clothes and food  

• Preparation of meals + change in complexity 

• Housework  

• Medication adherence  

• Managing bills 

• What does the carer help them with and why 



Anticholinergic burden  

www.Medichec.com 



Anticholinergic burden 

• Orange (review/switch) 

Amantadine 

Chlorpheniramine 

Olanzapine  

Paroxetine 

Propantheline 

Tolteridone 

Pethidine…..  

 

 

• Red (review/switch) 

Amitriptyline 

Atropine/Hyoscine 

Clomipramine 

Dothiepin  

Cyproheptadine 

Oxybutinin 

Trihexyphenidyl… 

 

 
Note: darifenacin, fesoteridone and trospium least cogno-toxic bladder anticholinergics 

Note: avoid first generation anti-histamines (this includes cyclizine)  



Vascular dementia 

• Control risk factors 
• Anti-platelet vs anticoagulant vs. neither  
• Strongly consider mixed pathology and offer ChEIs if appropriate 
• Cognitive rehab for strategic strokes  
 



Deprescribing in dementia 

• Avoid anticholinergics 
• Avoid first generation anti-histamines 
• Review anti-arrhythmic medication  
• Terminal illness 
• Drugs associated with falling:  

Antipsychotics  
Antidepressants  
Hypnotics  
Antihypertensives 
NSAIDS 
Diuretics  
Opiates  

 



Agitation, aggression, distress and psychosis 

Before pharmacotherapy: 
• Environmental factors  
• Patient factors  
• Caregiver factors  
 
 
Only offer antipsychotics if:   
• at risk of harming themselves or 

others or 
• experiencing agitation, 

hallucinations or delusions that are 
causing them severe distress. 

 



If an antipsychotic is prescribed: 

• Remember, there is a NICE guideline 

• use the lowest effective dose 

• for the shortest possible time 

• reassess the indication at least every 6 weeks 

• Medication review, rationalise polypharmacy 

• Stop treatment with antipsychotics:  
if the person is not getting a clear ongoing benefit from taking 

them and 

after discussion with the person taking them and their family 
members or carers (as appropriate) 

 



Depression, anxiety and sleep 

• Avoid pharmacotherapy in mild to moderate 
depression. Consider psychological treatments. 

• Avoid melatonin or hypnotics  

• Sleep hygiene 

• Increase levels of physical/social activity 

 

• If an antidepressant/anxiolytic is started, be cautious 
with rapid up-titration.  

 



Serotonin syndrome (SS) 

• Recent introduction or dose increase of serotonergic agent  

 

• Three of: agitation, cognitive change, myoclonus, hyper-
reflexia, diaphoresis, shivering, tremor, diarrhoea, fever 

 

• Not recently started on an antipsychotic agent 

 

• SS may cause CK increases, hyperpyrexia 

 

• Strongly consider if one of: myoclonus, dilated pupils, 
shivering tremor 

Sternbach H. Am J Psychiarty 1991; 148:705-713 



SS: causes  

• SSRIs/SSRI-like: TCAs, Amphetamine, Cocaine, MDMA, St John’s Wort  
 

• Inhibitors of serotonin metabolism: MAO-B inhibitors 
(selegeline/rasagiline), linezolid 
 

• Increased serotonin synthesis: L-tryptophan  
 

• Enhanced serotonin release: DOAs, Fenfluramine  
 

• Serotonin agonists: Triptans, Buspirone  
 

• Lithium  
 

Polypharmacy is biggest RF  



Modifiable Dementias… pointers 

• Rapid decline 

• Early-onset age 

• Prominent fluctuations 

• High-risk exposures  

• Abnormal neurological signs 

 

• B12/TSH/HIV/syphilis/GGT/INR 

• Cardiac/liver/renal  

 

 

 

 

 

 

 


