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Depression in old age is common

and associated with significant
morbidity, yet it is frequently missed or
undertreated. In this article, the authors
review the specific issues that need to
be taken into account when assessing
and treating depression in elderly
people.

Depression is the most common mental disorder in the
elderly population.* Major depressive disorder is estimated
to affect 1-4% of the elderly population living in the community.
Rates as high as 35% have been reported for all clinically rele-
vant depressive-type syndromes.*

The elderly population is increasing. The percentage of
the UK population aged over 65 years increased from 14.2%
in 1976 to 18% in 2016, and is projected to reach 24.7% by
2046.2 Skills in managing old age depression are therefore
increasingly important for the generalist.

Though there are effective and established treatments
for depression in old age, it is a diagnosis that is often either
missed or not optimally treated.® There is a danger of viewing
depression in old age as an unavoidable consequence of the
adjustment to the various challenges of ageing, including frailty,
disability and bereavement. Expectations of wellbeing for the
elderly are low and we as a society should be careful to avoid
this insidious form of ageism. Chronic physical illness and low
expectations of elderly functional performance can obscure
diagnosis. The prevalence of depression in those living in care
is higher than in the community — underdiagnosis of patients
in care homes, and in particular those suffering from cognitive
impairment, is a cause for concern.*

It is important that depression is diagnosed and treated
in a timely and effective manner as it is associated with poor
outcomes in the elderly population. In addition to being associ-
ated with a negative impact on quality of life, it can significantly
increase disability associated with co-morbid physical condi-
tions.® Depression is also associated with increased mortality.®

Suicide is a major concern in old age depression. One in
eight people who die by suicide are aged over 65 years and men
aged over 75 years have the highest rate of completed suicide
of any age/sex demographic.”

Old age can be a time of loss and bereavement. Death of a
spouse and the progressive loss of one’s friends and contem-
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poraries, in addition to other adjustments and losses such as
retirement, deteriorating health and reduced income, can take
a cumulative toll on an individual’s resilience.

Assessment and diagnosis

The diagnostic criteria for depression in the elderly are the
same as in younger patients; however, there are a number
of special considerations that should be taken into account
when assessing an older adult. In the UK, the World Health
Organization ICD-10 criteria,® summarised in Box 1, tend to be
the most commonly applied to diagnose depression.

The bedrock of diagnosis is undoubtedly skilled clinical inter-
view, mental state examination and good collateral history from
relatives/carers. Rating scales may be useful in determining
severity and the NICE guidance on depression in adults recom-
mends their use.® Rating scales validated for use in the elderly
(eg Patient Health Questionnaire 9 (PHQ-9), Geriatric Depression
Scale, Hospital Anxiety and Depression Scale, Cornell Scale for
Depression in Dementia) should ideally be used.

There are some important differences in the presentation of
depression in old age. A meta-analysis of the phenomenology
of late-life depression found that although many of the principal
symptoms were similar, older people are likely to demonstrate
more agitation, hypochondriasis and somatic symptoms.©
Instead of explicitly complaining of depressed mood, elderly
patients may describe more non-specific symptoms such as
insomnia, anorexia or fatigue.'*

Physical health assessment

Comprehensive physical assessment is particularly important
in depression in old age, both in terms of excluding underly-
ing organic causes and identifying potential exacerbating fac-
tors. A number of chronic health problems have been shown
to be associated with depression in later life, including stroke,
Parkinson’s disease, cancer, heart disease, osteoarthritis, rheu-
matoid arthritis, COPD and endocrine disorders.'? A substantial
body of evidence suggests that depression worsens the out-
come of physical disorders.*?

Cognitive impairment/dementia
Depression in old age may often present with a degree of cog-
nitive impairment. The term ‘pseudodementia’ is often used
to describe the impairment associated with depression. It is
generally held that the cognitive impairment is temporary and
will resolve upon resolution of depressive symptoms, but there
is evidence to suggest this may not be the case. Bhalla et al.
reported that 94% of a cohort of non-demented depressed indi-
viduals who showed cognitive impairment remained impaired
at 12 months, despite resolution of depression.'* However,
clinical experience suggests that even if there is no objective
improvement in cognitive testing, the impact of impairment is
likely to be subjectively lessened by the improved mood state.
It is worth bearing in mind that late-onset depression, even
in the absence of cognitive deficits, may predict later develop-
ment of dementia. A systematic review and meta-analysis of
community-based cohort studies showed that old-age depres-
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At least 2 of the following core symptoms must be present
(all 3 in severe episodes):

e Depressed mood

e Reduced energy/increased fatiguability

e Anhedonia/loss of pleasure and interest

In addition, other symptoms must be present (2 present in
mild, 3-4 in moderate and >4 in severe episodes):

a. Reduced concentration and attention

b. Reduced self-esteem and self-confidence

c. Ideas of guilt and unworthiness

d. Bleak and pessimistic view of the future

e. ldeas or acts of self-harm or suicide

f. Disturbed sleep

g. Diminished appetite

Symptoms must be present for at least two weeks

Diagnosis of severe depressive episode with psychotic
symptoms presents with the criteria as above for severe
episode, accompanied by delusions, hallucinations or
depressive stupor

Box 1. Summary of the World Health Organization ICD-10 criteria
for depression®

sion is associated with increased risk of developing dementia
of all causes, including vascular and Alzheimer’s type.®

Conversely, individuals who are diagnosed with dementia
are at increased risk of developing depression. Up to 50% of
individuals with Alzheimer’s dementia experience significant
depressive symptoms.® Evidence for effective treatment of
depression in Alzheimer’s is scant with a recent meta-analy-
sis of seven randomised controlled trials finding no significant
difference between antidepressant treatment and placebo.”
Though high-quality evidence of benefit is lacking, we would
suggest that a trial of antidepressant medication is advisable
and pragmatic in suitable circumstances.

Drug treatments
Due to the common age-related changes in pharmacokinetics
and pharmacodynamics, use of psychotropic medications in the
elderly is not without risk. However, one should always weigh
this against the risks of leaving depression untreated — poor
quality of life, adverse health outcomes, functional decline, risk
of suicide and increased overall mortality, as outlined above.
There is a careful balance to be struck between treating
safely and treating adequately. One should always bear in mind
the significant physiological heterogeneity of ageing — two indi-
viduals of the same chronological age may have quite different
physiological ages, and response to medication can be difficult
to predict. The old adage of ‘start low and go slow’ still holds
true for psychotropic prescribing in the elderly.

Antidepressants

The efficacy of antidepressants in old age is well established by
Cochrane review (2001).*8 A further Cochrane review in 2006
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found that while selective serotonin reuptake inhibitors (SSRIs)
and tricyclic antidepressants (TCAs) are equally effective in the
elderly, SSRIs tend to be better tolerated and associated with
fewer adverse effects.*®

Choice of antidepressant should take into account a num-
ber of factors, including symptom profile, medical co-morbidity,
risk of interactions with other medication, frailty and suscepti-
bility to side-effect profiles, previous treatment response, risk
in overdose and patient preference.?°

Older adults tend to take longer to show a response to
treatment. A 2008 meta-analysis of antidepressant treatment
in older adults found that the odds ratio for response to treat-
ment was significantly higher in studies with a longer trial period
(10-12 weeks).?* While a typical trial of four weeks may be
enough to see a response in a younger adult, more patience
may be needed in old age.

SSRIs

In general, SSRIs tend to be the most commonly prescribed
antidepressants. NICE recommends that SSRIs should nor-
mally be used as first-line treatment for depression in all age
groups.®

Given the high rates of polypharmacy in the elderly, drug
interactions are an important consideration. SSRIs such as
citalopram and escitalopram (along with non-SSRIs mirtaza-
pine and venlafaxine) have minimal effect on the cytochrome
P450 system and so have a reduced risk of pharmacokinetic
interactions. By contrast, fluoxetine and paroxetine are strong
inhibitors of CYP2D6 while sertraline has a moderate inhibitory
effect.??

It is important to be aware of the anticholinergic side-effects
of SSRIs, which include postural hypotension and sedation,
though these are less common with SSRIs than with TCAs.*°

Hyponatraemia is a potentially serious adverse effect
associated with use of SSRIs in the elderly, and has been
reported with almost all SSRIs in addition to the serotonin
and noradrenaline reuptake inhibitor (SNRI) venlafaxine.?®
Particular caution should be exercised when co-prescribing
with a diuretic. Other risk factors for developing hyponatrae-
mia include increasing age, female sex and previous hypon-
atraemia.?® When prescribing in at-risk groups, monitoring
of urea and electrolytes can be useful, in addition to being
vigilant for clinical features such as lethargy, muscle cramps,
anorexia and headaches. Mild hyponatraemia can often be
asymptomatic.

SSRIs are associated with a modestly increased risk of
upper Gl tract bleeding in older people.?* Serotonin plays an
important role in the maintenance of platelet function, and
SSRIs may inhibit the reuptake of serotonin by platelet seroto-
nin transporters, leading to a potential for serotonin depletion
in platelets and subsequent tendency towards bleeding. NICE
guidance recommend consideration should be given to co-pre-
scribing gastroprotective medication in high-risk individuals.®

Although almost all psychotropics can affect the QT interval,
citalopram and escitalopram are particularly associated with
interval prolongation in comparison with other SSRIs.?® QT inter-

14 1 Prescriber March 2018

e Dose reduction and retitration

e Switching to alternative antidepressant with lower
propensity for causing specific side-effects

e Non-pharmacological management of side-effects, eg diet
and exercise for antidepressant-associated weight gain

e Pharmacological management of side-effects, eg sildenafil
for erectile dysfunction, short course of benzodiazepine
for agitation/anxiety/insomnia in early treatment

Table 1. Strategies for managing severe or distressing side-effects
of antidepressant treatment. Summarised from the revised British
Association for Psychopharmacology (BAP) guidelines®

val prolongation is potentially serious and can be associated
with an increased risk of ventricular arrhythmia. Medications
to treat physical disorders can also affect QT interval and so
particular care should be taken in the context of polypharmacy.
Medicines and Healthcare products Regulatory Agency (MHRA)
guidance issued in 2011 recommends reduced maximum daily
doses — 20mg citalopram or 10mg escitalopram for people
aged over 65 years — in addition to considering an ECG before
commencing treatment for patients with a history of cardiac
disease. Sertraline, by contrast, is among the safest SSRIs in
the context of cardiac disease.?®

Venlafaxine, mirtazapine and reboxetine

Venlafaxine can be a useful medication when an SSRI has
proved ineffective?’ or in severe cases of depression where
maximising efficacy is of overriding importance.?®° One should
consider the risks of side-effects such as hypertension and
hyponatraemia when prescribing to an older patient.

The atypical antidepressant mirtazapine can be considered
as a suitable alternative in the context of failed response to
an SSRI, and also has a role in augmenting treatment in com-
bination with another antidepressant.?° Again, caution should
be exercised — Rush and colleagues found significant rates of
adverse events with these combinations in a study of patients
aged 18-75 years.?® Certain common side-effects of mirtaza-
pine such as increased appetite and sedation may be consid-
ered beneficial in patients in whom malnutrition and insomnia
is a particular problem.

Risk of sexual side-effects may be an important consid-
eration in some elderly patients. Mirtazapine and the selec-
tive noradrenaline reuptake inhibitor (NRI) reboxetine and are
among the antidepressants less likely to cause sexual dysfunc-
tion.2%%% However, with regard to reboxetine, we would advise
prescribers to be aware of certain controversies regarding pub-
lication bias and efficacy.*

TCAs and MAOIs

If older agents such as TCAs or monoamine oxidase inhibitors
(MAOIs) are to be used in the elderly then careful considera-
tion of side-effects and the risks vs benefits should be made,
and careful monitoring and supervision may be necessary.
This often necessitates referral to secondary care for advice
or treatment.
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Lofepramine is perhaps the best tolerated TCA, tending
to be associated with fewer side-effects than other TCAs. It is
much the safest in overdose and has relatively low cholinergic
activity.3?

The propensity of MAOIs to cause a number of adverse
effects in addition to their risk of potentially lethal pharmacody-
namic interactions, including hypertensive crisis and serotonin
syndrome, renders them unattractive therapeutic options except
in special circumstances. Moclobemide is one of the best toler-
ated MAOIs, and shows comparable efficacy to both TCAs and
SSRIs.3? As moclobemide is a reversible monoamine oxidase A
inhibitor, the risks of dietary or drug interactions are reduced, but
again its use tends to be reserved for secondary care.

Augmentation treatment

Lithium is among the most established options for augmen-
tation in treatment-resistant or recurrent depressive disorder,
and has a strong evidence base in older adults.®® However,
it is associated with a number of adverse effects that the
elderly may be more vulnerable to, including lithium toxicity.
One should be particularly mindful of the patient’s renal sta-
tus, and regular blood monitoring as per local guidelines is
essential.

While antipsychotics have an established evidence base
in augmentation treatment of younger adults with depression,
evidence in the elderly is limited. Antipsychotic medications are
known to have a number of adverse effects that can be particu-
larly problematic in the elderly and so a careful analysis of the
risk vs benefit for the individual patient is advised, in addition
to regular monitoring and supervision.

Managing side-effects

Useful advice for managing persistent, severe or distressing
side-effects can be found in the revised British Association for
Psychopharmacology (BAP) guidelines for treating depressive
disorders with antidepressants,?®° summarised in Table 1.

Length of treatment

The evidence base for the optimal length of treatment in older
adults is uncertain. NICE guidance recommends continuing
antidepressant treatment for at least six months following
remission.® However, NICE also recommends continuing treat-
ment for at least two years in the case of relapse of a recurrent
depressive disorder, or if there are risk factors for relapse or the
consequences of relapse are likely to be severe.®

Non-pharmacological treatments

Psychosocial interventions are important in the elderly. Social
isolation and loneliness can be particularly problematic, and
referral to social services may be considered to assess for ade-
quate care support at home. Elderly day-care centres are a vital
source of social interaction and activity. NICE guidance recom-
mends that in mild depressive episodes, supportive interven-
tions should be considered first-line, with a stepped approach
to offering psychological therapy or antidepressant medication
in those that fail to respond.®
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In view of the association between elderly depression and
chronic physical iliness, optimising management of these con-
ditions is important.

Electroconvulsive therapy (ECT) is a safe and effective treat-
ment for depression in the elderly that can achieve a good
response in 70-90% of cases, though subsequent relapse
remains a problem.3*

There is some evidence that older people may be less likely
to be referred for a talking therapy.3® Although the factors under-
lying this are not clear, there may be a perception that talking
therapies are less effective in elderly people. It is important
to stress that the evidence suggests this assumption is not
true. There is strong evidence that psychological therapies are
equally effective in old age as in younger adults.®® However,
there may be service barriers to accessing therapy, for example
for people who are housebound or in care homes.

Prognosis

While remission rates in older people are comparable with
younger adults, relapse appears to be more common in the
elderly. In a study that followed up subjects for six years, almost
half were depressed for more than 60% of the six-year period,
with only 23% achieving sustained remission.3”

These statistics may seem rather bleak, but there is some
evidence that thorough, persistent and sequential treatment
for elderly patients who do not respond to initial treatment
can achieve very good rates of remission — Kok et al. demon-
strated 84% remission rates in patients who underwent this
approach.®

Referral to secondary care

Recommendations on when to refer to secondary care from the
BAP guidelines on treating depressive disorders®® are summa-
rised in Table 2.

In the context of old age, complex psychosocial situations
in addition to complexity arising from multimorbidity, frailty and/
or cognitive impairment frequently necessitate the expertise of
the old age mental health team.

Guidelines/management protocols

Comprehensive guidance on the management of depression
can be obtained from the NICE guideline on depression in adults
(CG90)° and the British Association for Psychopharmacology
evidence-based guidelines for treating depressive disorders
with antidepressants.?°

e Significant risks of suicide/harm to others/self-neglect

e Psychotic symptoms

e History or suspicion of bipolar disorder

e Failed or insufficient response to two or more antidepressants

e Where the practitioner feels insufficiently experienced to
assess or manage the condition

Table 2. Indications for referral to secondary care. Summarised
from the revised British Association for Psychopharmacology (BAP)
guidelines?®
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KEY POINTS

M Depression is common in the older adult population
M Depression is commonly missed and often undertreated

M Depression can worsen the outcome of physical health problems,
reduce quality of life and increase mortality

B Men aged over 75 years have the highest rate of completed suicide of
any age/sex demographic

B Antidepressant medication is safe and effective in the treatment of
depression in old age

M Particular consideration should be given to the physical assessment of
patients with depression in old age

M Factors such as frailty and co-morbid physical conditions should be
taken into account when selecting antidepressant medication

M Older patients may require more monitoring for adverse reactions
and lower doses may be appropriate; full details can be found in the
summary of product characteristics for each medication

M Antidepressants may take longer to show an effect in the elderly;
‘start low and go slow’

M Longer periods of treatment, ie up to two years, or even maintenance
treatment, may be necessary to avoid relapse in some cases

Bl Non-pharmacological approaches, including psychosocial
interventions, are important, and psychological therapy is equally
effective in older adults as younger adults

M Referral to secondary care may be required if there are significant
risks, psychotic symptoms, poor response to initial treatment or
significant complexity resulting from frailty or cognitive impairment

Conclusion

Depression in old age is a common and disabling disorder that
has historically been under-recognised and undertreated. While
careful consideration should be given to co-morbidities includ-
ing frailty, treatment is safe and effective and can provide signif-
icant benefits in terms of symptoms, quality of life and overall
health and wellbeing.

References

1. Beekman A, et al. Review of community prevalence of depression in
later life. Br J Psychiatry 1999;174(4):307-11.

2. Office for National Statistics. Overview of the UK population: July 2017.
Available from: https://www.ons.gov.uk/peoplepopulationandcommunity/
populationandmigration/populationestimates/articles/
overviewoftheukpopulation/july2017

3. Chew-Graham C, et al. Treating depression in later life: we need to
implement the evidence that exists. BMJ 2004;329(7459):181.

4. Volicer L, et al. Underdiagnosis and undertreatment of depression in
nursing home residents. Eur Geriatr Med 2011;2(6):332-7.

5. Penninx BW, et al. Changes in depression and physical decline in
older adults: a longitudinal perspective. J Affect Dis 2000;61(1):1-12.
6. Cuijpers R Smit F. Excess mortality in depression: a meta-analysis of
community studies. J Affective Disord 2002;72(3):227-36.

7. Manthorpe J, lliffe S. Suicide in later life: public health and practi-
tioner perspectives. Int J Geriatr Psychiatry 2010;25(12):1230-8.

8. The ICD-10 classification of mental and behavioural disorders: clini-

16 0 Prescriber March 2018

cal descriptions and diagnostic guidelines. World Health Organization,
1992.

9. National Institute for Health and Care Excellence. Depression in
adults: recognition and management. CG90. October 2009 (updated
April 2016). Available from: https://www.nice.org.uk/guidance/cg90.
10. Hegeman J, et al. Phenomenology of depression in older compared
with younger adults: meta-analysis. Br J Psychiatry 2012;200(4):
275-81.

11. Vemur SR. Depression in later life: a diagnostic and therapeutic
challenge. Am Fam Physician 2004:2375-82.

12. Katon W, et al. The association of depression and anxiety with
medical symptom burden in patients with chronic medical illness. Gen
Hosp Psychiatry 2007;29(2):147-55.

13. Moussavi S, et al. Depression, chronic diseases, and decre-
ments in health: results from the World Health Surveys. The Lancet
2007;370(9590):851-8.

14. Bhalla RK, et al. Persistence of neuropsychologic deficits in
the remitted state of late-life depression. Am J Geriatr Psychiatry
2006;14(5):419-27.

15. Diniz BS, et al. Late-life depression and risk of vascular dementia
and Alzheimer’s disease: systematic review and meta-analysis of com-
munity-based cohort studies. Br J Psychiatry 2013;202(5):329-35.
16. Lee HB, Lyketsos CG. Depression in Alzheimer’s disease: heteroge-
neity and related issues. Biol Psychiatry 2003;54(3):353-62.

17. Orgeta V, et al. Efficacy of antidepressants for depression in
Alzheimer’s disease: systematic review and meta-analysis. J Alzheimers
Dis 2017;58(3):725-33.

18. Wilson K, et al. Antidepressants versus placebo for the depressed
elderly. Cochrane Database Syst Rev 2001;2:CD000561.

19. Mottram PG, et al. Antidepressants for depressed elderly. Cochrane
Database Syst Rev 2006;1:CD003491.

20. Cleare A, et al. Evidence-based guidelines for treating depres-
sive disorders with antidepressants: a revision of the 2008 British
Association for Psychopharmacology guidelines. J Psychopharmacol
2015;29(5):459-525.

21. Nelson JC, et al. Efficacy of second generation antidepressants
in late-life depression: a meta-analysis of the evidence. Am J Geriatr
Psychiatry 2008;16(7):558-67.

22. Spina E, et al. Clinically relevant pharmacokinetic drug interac-
tions with second-generation antidepressants: an update. Clin Ther
2008;30(7):1206-27.

23. Kirby D, Ames D. Hyponatraemia and selective serotonin re-uptake
inhibitors in elderly patients. Int J Geriatr Psychiatry 2001;16(5):
484-93.

24. Yuan Y, Tsoi K, Hunt RH. Selective serotonin reuptake inhibitors
and risk of upper Gl bleeding: confusion or confounding? Am J Med
2006;119(9):719-27.

25. Castro VM, et al. QT interval and antidepressant use: a cross sec-
tional study of electronic health records. BMJ 2013;346:f288.

26. Glassman AH, et al. Sertraline treatment of major depression in
patients with acute MI or unstable angina. JAMA 2002;288(6):701-9.
27. Rush AJ, et al. Bupropion-SR, sertraline, or venlafaxine-XR after fail-
ure of SSRIs for depression. New Engl J Med 2006;354(12):1231-42.
28. Rush AJ, et al. Combining medications to enhance depression out-
comes (CO-MED): acute and long-term outcomes of a single-blind rand-
omized study. Am J Psychiatry 2011;168(7):689-701.

29. Clayton AH, et al. Lack of sexual dysfunction with the selective
noradrenaline reuptake inhibitor reboxetine during treatment for major
depressive disorder. Int Clin Psychopharmacol 2003;18(3):151-6.

30. Gregorian RS, et al. Antidepressant-induced sexual dysfunction.
Ann Pharmacother 2002;36(10):1577-89.

prescriber.co.uk



31. Eyding D, et al. Reboxetine for acute treatment of major depression:
systematic review and meta-analysis of published and unpublished
placebo and selective serotonin reuptake inhibitor controlled trials.
BMJ 2010;341:c4737.

32. Anderson IM. Meta-analytical studies on new antidepressants. Br
Med Bull 2001;57(1):161-78.

33. Cooper C, et al. A systematic review of treatments for refractory
depression in older people. Am J Psychiatry 2011;168(7):681-8.

34. Flint AJ, Gagnon N. Effective use of electroconvulsive therapy in
late-life depression. Can J Psychiatry 2002;47(8):734-41.

35. Kendrick T, et al. Management of depression in UK general practice
in relation to scores on depression severity questionnaires: analysis of
medical record data. BMJ 2009;338:b750.

36. Cuijpers P et al. Is psychotherapy for depression equally effective in
younger and older adults? A meta-regression analysis. Int Psychogeriatr
2009;21(1):16-24.

Depression in the elderly | REVIEW W

37. Beekman AT, et al. The natural history of late-life depression: a
6-year prospective study in the community. Arch Gen Psychiatry
2002;59(7):605-11.

38. Kok R, et al. Outcome of late-life depression after 3 years of
sequential treatment. Acta Psychiatr Scand 2009;119(4):274-81.

Declaration of interests
None to declare.

Dr Herron is a clinical lecturer and honorary specialty

registrar in old age psychiatry, Institute of Health and Wellbeing,
University of Glasgow and Dr Mitchell is a consultant old age
psychiatrist, Leverndale Hospital, NHS Greater Glasgow and
Clyde

prescriber.co.uk

Prescriber March 2018 1 17



