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Abstract
Lithium has been used in bipolar disorder both as monotherapy and in combination with other drugs. Lithium remains a drug of choice in the treatment of older 
people affective disorder.
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According to a United Nations report [1], by 2025– 2030, the older 
population (over age 60 years) will grow 3.5 times more rapidly than the 
general population. The same report showed that types I and II Bipolar 
Disorder (BD) affect 0.5-1.0% of older adults and BD in the geriatric 
population is approximately one-third as common as in younger 
populations. 

Roth [2] suggested that 50% of older people admissions were 
accounted by patients suffering from bipolar affective disorder at the 
age of 60 and above, out of which 55% presented as first episode. The 
recent prevalence of late-life mania is estimated to be 8-10% in older 
psychiatric inpatient admissions [3], and 6% of geriatric psychiatry 
outpatient visits [4]. Although the number of relapses seen in the 
bipolar illness tends to be greater than in unipolar, the probability of 
early relapse increases steadily with age, and the illness free intervals 
are likely to be shorter [5]. Untreated bipolar affective disorder in older 
people is associated with morbidity and mortality and the diagnosis can 
be confounded by overlap with other clinical syndromes such as organic 
mood disorder, dementia, delirium and medical co-morbidities [6].

Although numerous therapeutic agents, such as anticholinergics, 
corticosteroids, dopamine antagonists, amphetamines and 
sympathomimetics, baclofen and bromides, have been linked to mania, 
mania in older people can occur in the context of antidepressant 
therapy especially with later age of onset [7].

Lithium has been used to treat mania and prevent recurrent 
episodes in bipolar disorder. Concurrent use of lithium together with 
antidepressant is effective in the prophylaxis of recurrent depression [8]. 
A review by Mendels [9], reported Lithium is showing antidepressant 
effect on its own while Katona [10], showed lithium to be superior to 
tricyclic antidepressants. Nevertheless, lithium should not be the first 
drug of choice for elderly depression [11].

Lithium monotherapy is proved efficient against manic, depressive 
or mixed episodes and has better evidence for prevention of new 
episodes than other agents together with reduced risk of suicide in 
bipolar patients [12]. A Canadian study [13], reported less rate of 
lethal doses of lithium (3%) compared with antipsychotics (32%), 
benzodiazepines (27%) and Carbamazepine (21%). Combination with 
antipsychotics has been proved effective in treatment of schizoaffective 
disorder [14]; aggression [15]; and self-harming behaviour [16]. 

Neuroimaging techniques identified that long-term lithium 
treatment is associated with increased total grey matter [17], increased 

hippocampal volume [18], and decreased white matter microstructural 
abnormalities [19]. Using lithium-7 MRS studies [20], showed that 
increased brain but not serum lithium levels were associated with 
increased depression symptoms as well as frontal executive dysfunction. 
In addition, brain lithium levels were associated with increased N-acetyl 
aspartate levels suggesting neuroprotective and neurotrophic effects of 
lithium treatment [21].

Population based studies have suggested that lithium might 
potentially ameliorate risk of dementia or Alzheimer's disease; 
however, the methodological limitations of observational data did 
not recommend Lithium as a treatment specific to cognition in older 
people BD [22].

Clinicians have appreciated the special hazards of lithium therapy 
in older people because of its pharmacokinetics and pharmacodynamic 
properties [23]. The adverse effects of lithium can involve central 
nervous, endocrine, cardiovascular, gastrointestinal and genito-
urinary systems. Increased age probably imports increased sensitivity 
to side-effects and toxicity of lithium [24], and toxicity may be both 
concentration and time dependent [25].

It is important that clinicians discuss indications, contraindications 
and side-effects as the tolerability of lithium is particularly important 
for older people. A baseline laboratory data and regular monitoring 
are important. Early intervention and access to specialist services are 
important to reduce disease burden and improve outcomes.

In conclusion, lithium remains a drug of choice in the treatment of 
older people affective disorder. Due to age-related pharmacokinetics, 
low serum levels are often recommended in older people. Nevertheless, 
lithium remains beneficial and safe in older people. Future research 
should address outcomes beyond symptom control and focus on 
cognitive component of the illness.

References
1.	 World Population aging. Available from: https://www.un.org/en/development/desa/

population/publications/pdf/ageing/WPA2015_Report.pdf



Zhu P (2019) Lithium use in bipolar older people

 Volume 4: 2-2Otorhinolaryngol Head Neck Surg, 2019         doi: 10.15761/OHNS.1000216

2.	 Roth M (1995) The natural history of mental disorder in old age. I Mental Sci 101: 
281-301. [Crossref]

3.	 Dols A, Kupka RW, van Lammeren A, Beekman AT, Sajatovic M, et al. (2014) The 
prevalence of late-life mania: a review. Bipolar Disord 16: 113-118. [Crossref]

4.	 Depp CA, Jeste DV (2004) Bipolar disorder in older adults: a critical review. Bipolar 
Disord 6: 343-367. [Crossref]

5.	 Zis AP, Goodwin FK (1979) Major affective disorder as a recurrent illness. Arc Gen 
Psychiatry 36: 835-839. [Crossref]

6.	 McDonald WM (2000) Epidemiology, aetiology and treatment of geriatric mania. J 
Clin Psychiatry 61: 3-11. [Crossref]

7.	 Jain H, Young RC (1988) Antidepressants and late-life mania. Annul meeting, Society 
of Neuroscience, pp: 1260.

8.	 Souza FGM, Goodwin GM (1991) Lithium treatment and prophylaxis in unipolar 
depression: a meta-analysis. Br J Psychiatry 158: 666-675. [Crossref]

9.	 Mendels J (1976) Lithium in the treatment of depression. Am J Psych133: 373-378. 

10.	Katona CLE, Finch EJL (1988) Late life depression: undertreated. Br Med J (Clin Res 
Ed) 296: 929-930. [Crossref]

11.	 Jefferson JW (1983) Lithium and affective disorders in the elderly. Comprehensive 
Psychiatry 24: 166-179.

12.	Goodwin GM, Haddad PM, Ferrier IN, Aronson JK, Barnes T, et al. (2016) Evidence-
based guidelines for treating bipolar disorder: Revised third edition recommendations 
from the British Association for Psychopharmacology. J Psychopharmacol 30: 495-
553. [Crossref]

13.	Schaffer A, Sinyor M, Howlett A, Cheung A (2012) Suicide by overdose in a bipolar 
disorder cohort. Bipolar Disord 14: 122.

14.	 Jefferson JW (1990) Lithium: the present and the future. J Clin Psychiatry 5: S4-S8. 
[Crossref]

15.	Tyrer SP (1994) Lithium and treatment of aggressive behavior. Eur 
Neuropsychopharmacology 4: 234-236.

16.	Smith KA, Cipriani A (2017) Lithium and suicide in mood disorders, update meta-
review of the scientific literature. Bipolar Disord 19: 575-586.

17.	Moore GJ, Bebchuk JM, Wilds IB, Chen G, Manji HK (2000) Lithium-induced 
increase in human brain grey matter. Lancet 356: 1241-1242. [Crossref]

18.	Hajek T, Kopecek M, Hoschl C, Alda M (2012) Smaller hippocampal volumes in 
patients with bipolar disorder are masked by exposure to lithium: a meta-analysis. J 
Psychiatry Neurosci 37: 333-343. [Crossref]

19.	Macritchie KA, Lloyd AJ, Bastin ME, Vasudev K, Gallagher P, et al. (2010) White 
matter microstructural abnormalities in euthymic bipolar disorder. Br J Psychiatry 196: 
52-58. [Crossref]

20.	Forester BP, Streeter CC, Berlow YA, Tian H, Wardrop M, et al. (2009) Brain lithium 
levels and effects on cognition and mood in geriatric bipolar disorder: a lithium-7 
magnetic resonance spectroscopy study. Am J Geriatr Psychiatry17: 13-23. [Crossref]

21.	Forester BP, Finn CT, Berlow YA, Wardrop M, Renshaw PF, et al. (2008) Brain 
lithium, N-acetyl aspartate and myo-inositol levels in older adults with bipolar disorder 
treated with lithium: a lithium-7 and proton magnetic resonance spectroscopy study. 
Bipolar Disord 10: 691-700. [Crossref]

22.	Forlenza OV, Diniz BS, Radanovic M, Santos FS, Talib LL, et al. (2011) Disease-
modifying properties of long-term lithium treatment for amnestic mild cognitive 
impairment: randomised controlled trial. Br J Psychiatry 198: 351-356. [Crossref]

23.	Hardy BG, Shulman KI, Mackenzie SE, Kutcher SP, Silverberg JD (1987) 
Pharmacokinetics of lithium in the elderly. J Clin Psychopharmacol 7: 153-158. 
[Crossref]

24.	Van der Velde CD (1971) Toxicity of lithium carbonate in elderly. Am J Psychiatry 
127: 1075-1077. [Crossref]

25.	Mirchandani Ic, Young RC (1993) Management of mania in elderly: an up-date. Ann 
Clin Psychiatry 5: 67-77.

Copyright: ©2019 Zhu P. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits unrestricted use, 
distribution, and reproduction in any medium, provided the original author and source are credited.

https://www.ncbi.nlm.nih.gov/pubmed/13243044
https://www.ncbi.nlm.nih.gov/pubmed/23919307
https://www.ncbi.nlm.nih.gov/pubmed/15383127
https://www.ncbi.nlm.nih.gov/pubmed/454102
https://www.ncbi.nlm.nih.gov/pubmed/11153809
https://www.ncbi.nlm.nih.gov/pubmed/1830506
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2545165/
https://www.ncbi.nlm.nih.gov/pubmed/26979387
https://www.ncbi.nlm.nih.gov/pubmed/2199434
https://www.ncbi.nlm.nih.gov/pubmed/11072948
https://www.ncbi.nlm.nih.gov/pubmed/22498078
https://www.ncbi.nlm.nih.gov/pubmed/20044661
https://www.ncbi.nlm.nih.gov/pubmed/18626002
https://www.ncbi.nlm.nih.gov/pubmed/18837863
https://www.ncbi.nlm.nih.gov/pubmed/21525519
https://www.ncbi.nlm.nih.gov/pubmed/3110219

	Title
	Correspondence
	Abstract
	Key words
	References

