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Psychotropic M edication Usein Older People
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ABSTRACT

Older people have high rates of mental health disorderssuch as
mood and anxiety disorders, bipolar affective disorder, psychotic
disorders, and dementia. All of these disorders are associated
with significant morbidity and mortality and havebeen historically
under-recognised and under-treated. Recent advances in
psychopharmacol ogy have brought great benefit to many young
patients with these conditions where they are supported by a
clear evidence base. To date, this evidence base has been
incompletely devel oped for older peopleleaving the prescriber
with many difficult decisions. Thereis moderate and growing
evidence supporting the use of antidepressantsin thispopulation.
The use of mood stabilisers and antipsychoticsfor indications
other than the behavioural and psychological symptoms of
dementiacurrently occursin the absence of effective evidence.
J Pharm Pract Res 2007; 37: 153-6.

INTRODUCTION
Mentd hedth disordersarealeading cause of disability inolder
peoplein our population. They also contributeto increased
mortality, either directly viasuicideor indirectly by contributing
to poor control of comorbid physical health conditions.
Management of mental health disordersin older people
continuesto beinitialy dependent upontheindividua presenting
toahedth professiona and that professiona making an accurate
diagnosis Theprofessond requirestheability todicit symptoms
and signsof menta hedth disorder and then usethisinformation
to make an appropriate hierarchical diagnosis. Therdliability
of mental health diagnosis hasimproved considerably over
recent decadeswith theintroduction of standardised diagnostic
systems such asthe American PsychiatricAssociation’sDSM-
IV. Cliniciansneed to be aware of these diagnostic systemsas
most of the available evidence relating to the use of mental
health interventionsisbased on samplesdefined using these
standard diagnostic criteria. Itisasoimportant to acknowledge
theclinical axiom that mental health disordersaremorelikely
to be comorbid with another mental health condition. For
example, diagnostic eva uation of any elderly patient presenting
with depression shouldinvolve careful searching for common
comorbid diagnosessuch asdementia, anxiety, substance abuse
or thepossibility that this episodeispart of abipolar disorder.
Together with psychological, socia and environmental
interventions, psychotropic drugscontinuetoform animportant
part of thetreatment of mental health disordersintheelderly.
Availableevidence suggeststhat therates of useof psychotropic
drugsinolder peoplearehigh, particularly for thoseinresidential
care settings.! The evidence also suggests that there are
exampleswherethetargeting and review of thistreatment isof
unclear quality. Thisisof concern given thewell documented
increased potentid for adverse effectswith most psychotropic
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drugs when used in older people. Age-related changes in
adiposity, renal clearance, hepatic massand blood flow, al
havethe capacity to influence pharmacokineticssignificantly,
leading to potential toxicity-related adverse effects of
psychotropic drugs.? Intheir examination of changesinhepatic
cytochrome P450 subsystems(primary siteof initial metabolism
of themgjority of psychotropic drugs) in older people, Pollock
et a. described how therange of enzymatic activity increased
with age, likely broadening the effective dose rangefor any
givendrug. However, if thisvariationisnot clinicaly predictable,
therisk of inappropriate dosing isheightened.® Theimportant
issue of drug-drug interactions addsto the complexity. The
€elderly areoften on many medicationsfor arangeof conditions.
These issues strongly support the need for a clear,
evidence-based approach to psychopharmacology in older
people. Thisevidence base would enableinformed choice of
drugfor any set of individual symptomsand comorbidities. In
thisreview thefocuswill be on available data on the use of
psychotropic drugs specifically in older populations. The
primary focuswill be on datarelating to the use of the major
groups of psychotropic drugs—antidepressants, mood
stabilisers and antipsychoaticsin the treatment of the major
psychiatric conditions—depression, behavioural and
psychological symptoms of dementia (BPSD), anxiety
disorders, bipolar disorder and schizophreniaintheelderly.

ANTIDEPRESSANTS

Antidepressants remain the treatment of choice for mood
disordersinolder peopleincluding mgjor depression, dysthymia
or minor depression, and depression secondary to medical
conditions such as stroke or idiopathi c Parkinson disease.*®
Antidepressants may also be used to treat depression in
associ ation with psychoses such as schizophrenia, prolonged
or severedepressive phases of bipolar affectivedisorder, and
mood symptoms seen with dementias such asAlzheimer’s
disease. Of growing relevanceistherecognition of theroleof
antidepressantsin thetreatment of anxiety disorders.

The cross-sectional prevalence of major depressionin
those over 60 years has been estimated at 2 to 5%, with the
rateincreasing considerably in thosewith comorbid physical
illness.”® Mgjor depressionin older peopleisclearly associated
with increased health care use and burden, in addition to the
increased morbidity and mortality mentioned above. ™ Minor
depression may be amore common disorder, with lesser but
significant level s of associated morbidity and burden.**?

Awiderangeof antidepressantsareavailableinAugtralia.
All drugsregistered for theindication of major depression are
implicitly registered for thetreatment of major depressionin
older people, seemingly independent of whether specific efficacy
dataareavailablefor that drugin older people. It ishoped that
thisgap will bediminished by therecent policy of the European
regulatory authoritiesto encourage pre-registration trialsof new
drugsin older people by facilitating early consideration of
gpplicationsthat include such datain agenerd application. This
complements the policy of the US Food and Drug
Administration to similarly support applications containing
paediatric data.
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A meta-analysisof all available placebo-controlledtrials
onthetreatment of major depressionin older people suggests
anoverall responserate of 60 to 70%, with placebo response
ratesof 30%.: Thisrateiscomparableto that seeninyoung
adultswith major depression. Similar responserateshavea so
been observed intrial sexamining theresponse of older people
with minor depression to antidepressants.® Thereisatrendin
thisevidenceto suggest that timeto responsemay belonger in
older patients.*** It should be noted that thisobservation could
beartefactud, resulting fromtrid designin older peopleinvolving
low starting dosesand slow rates of dose escalation.

Active comparator triasoffer the opportunity to examine
differences between antidepressantsintermsof efficacy and
adverse effect profile. The number of trialsavailable of this
natureislimited, with thelargest number relating to comparisons
between tricyclic antidepressants (TCAs) and selective
serotoninreuptakeinhibitors (SSRIs). Inarecent meta-anaysis
no differencewasfound between TCAs, SSRIsand other drugs
for which comparator datawere avail able (predominantly the
monoamine oxidase inhibitors, venlafaxine, mirtazapine) in
overal efficacy.* However, therewere significant differences
between thegroupsin overall dropout ratesduring trialswith
dropoutssignificantly morelikely inthosereceiving TCAs(OR
vs SSRIs RR 1.24, 95%Cl 1.05-1.46). This meta-analysis
reved ed apredictable pattern of sideeffects, with anticholinergic
adverse effects most common with the TCAs, and
gastrointestina adverse effectsmost commonwiththe SSRIs.
It should be noted that the relatively small size of the data set
would not show up uncommon side effectsthat may be specific
to or morecommonin older people. It would al so not show up
theissueof potential lethality inoverdose, whichisclearly a
more significant issue with the TCAs. Of some concern is
evidence suggesting an association of boththe TCAsand SSRIs
with anincreased risk of fallsin older people.r” A range of
issues may contribute to this association, including therisk
associated with themental health problem under treatment.

Thedinicd implicationsof thesefindingscan besummarised
assupporting theroleof antidepressantsas efficaci oustreatment
for major and, probably minor, depression in older people.
Given therelative vulnerability of older patientsto adverse
effects, the favourable adverse effect profile of newer drugs
such asthe SSRIsmeansthat they should probably be seenas
thetrestment of initial choice.”

Another area for clinical consideration is the role of
antidepressantsin the treatment of anxiety disordersin older
people. Along with the devel opment of specific psychotherapies
such ascognitivebehaviourd thergpy, theuse of antidepressants
inthetreatment of anxiety disorderssuch asgenerdised anxiety
disorder, panic disorder, obsessive compul sive disorder, post-
traumatic stressdisorder and social anxiety disorder inadultsis
now associated with alargeevidence baseand amgjor reduction
in the suffering of many individuas. Sadly, the level of
investigation of theepidemiology of anxiety disordersinolder
peopleissignificantly lessthaninyounger adults. Thereisa
clinica suspicionthat they aresignificantly under-diagnosedin
older people. The limited available pharmacotherapeutic
treatment datasuggest that the antidepressantsarea so effective
for treatment of anxiety disordersin older people.’®*° Further,
thisbody of evidencetendsto support the conclusion that the
newer drugs, particularly the SSRIsarethetreatment of choice
for mogt anxiety disordersinolder people® Thisareaishopefully
oneof significant future eval uation through rigoroustrials.

Of equal significance to the emergence of the use of
antidepressants for anxiety disorders is the corresponding
reductionin the use of anxiolyticssuch asthebenzodiazepines
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for this set of indications. This change has been of such
sgnificancethat thereisno new dataon theuse of anxiolyticsin
older peopleavailableinthelast decade. Thismay not yet be
reflected in decreased overall prescription rates for
benzodiazepines given the widespread use of thesedrugsin
older peoplefor other indications, such asdeep difficulties.

MOOD STABILISERS

Mood stabiliserscurrently in useinAustraliaincludelithium,
and the antiepileptics valproate and carbamazepine.
Lamotrigine, another antiepileptic is associated with a
considerable body of evidence suggesting efficacy in bipolar
affective disorder but isnot registered for thisindicationin
Australia. A number of other drugs are currently under
investigation. Recently, anumber of theatypical antipsychotics
havea so gained theindication for treatment of acute episodes
of bipolar disorder and in the case of olanzapine maintenance
treatment of bipolar disorder. Controversy persistsover the
roleof antidepressantsin thetreatment of depressive phasesof
bipolar affective disorder; recent datamainly obtained from
adult populationsshowed no benefitintheir additionto standard
mood stabiliser treatment.?

Mood stabilisers are used primarily in the treatment of
bipolar disorder but are a so used frequently in thetreatment of
refractory unipolar major depression, schizoaffective disorder
andinthemanagement of impulSivity associated with conditions
suchasacquired braininjury.

Bipolar disorder hasaprevalencerateof 1to 2%, butitis
reported that 10% of all patientsdevel opit after the age of 50
years. Further, bipolar disorder accountsfor 5to 19% of all
mood disorder presentationsin older people and an estimated
5% of inpatient psychiatric admissionsfor older patients.22
Bipolar disorder inyounger popul ationsisassociated with high
levelsof disability and isfrequently quoted asthe psychiatric
disorder associated with the highest rate of suicide, with most
estimates of thelifetimerisk between 12 and 20%.

Giventheaboveit isextremely disappointing that there
areessentially nowell designed trid sthat specificaly examine
efficacy and tolerability of themood stabilisersin older people
with bipolar disorder. Data extrapolated from those studies
involving mixed-aged subjects, case reports and clinica
experiencesuggest that thesedrugsmay haveequivaent efficacy
in the older group to that seen in younger patients, but that
conclusion can only be viewed as presumptive. In young
patients, lithiumisconsidered the gold standard for efficacy in
thetreatment of bipolar disorder. Lithium’snarrow therapeutic
index along with theinfluence of age-related deteriorationin
renal excretion of lithium, makethe drug more complex to use
inolder patients. Thismay be successfully managed with the
useof dosages|ower (and serum levels) thaninyounger patients,
together with morefrequent monitoring of serum levels. Patients
andther carersasorequirevery clear and repeated information
about the common drug-drug interactions associated with
lithium. Themost important of theseinteractionsarewith drugs
that increasetherena excretion of lithium and thus can produce
toxicity. Suchinteractionscan occur with diuretics (especialy
thethiazides), non-steroidal anti-inflammatory drugs, ACE
inhibitorsand metronidazole.

Sodium val proate would now be the other most widely
used mood stabiliser for bipolar disorder in someadult services,
but thereislittlespecific evidence about itsusein el derly patients
at thistime. While serumlevel monitoring may beof lessvalue
in determining efficacy thanisthecasefor lithium, it remainsa
useful guideinrelationtotoxicity and compliance.
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ANTIPSYCHOTICS
AntipsychoticsavailableinAustraliaare broadly dividedinto
older typical antipsychoticsand atypical antipsychotics. The
definition of atypicality is hotly debated but the essential
characteristicisthereduced risk of acuteand chronic movement
disordersin comparisonwith thetypical antipsychotics.? This
differenceisthought torelateto the centrality of the D2 receptor
blockadeto the action of thetypical antipsychotics.® Because
of their relatively favourable adverse effect profile, atypical
anti psychoticshaverapidly becomethetreatment of choicein
most Situations, but recent evidence of possible specific adverse
effects in older people have thrown this into some doubt.
Antipsychoticsareused for thetrestment of psychotic disorders
such as schizophrenia, schizoaffective disorder, and severe
bipolar affective disorder. Of great relevance, they arealso
used at timesfor the management of BPSD.

Recent interest in the use of antipsychoticsintheelderly
hasfocused ontheir usein individualswith dementia.® Five
per cent of people over the age of 65 yearsand 20% of those
over the age of 80 years have dementia, with more than 50%
of those diagnosed as suffering from BPSD. BPSD areclearly
digtressingfor thepatient, their carersand are often Significantly
predictivefor the need for nursing home placement.?”-2

Severd sudieshavehighlighted theefficacy of ord atypica
antipsychoatics, risperidone and olanzapinein thetreatment of
BPSD.**%® Risperidoneiscurrently theonly drug listed and
funded for thisindicationin Australia. A recent meta-analysis
has addressed the issue of a possible increase in mortality
associated with the use of these drugs in the elderly with
dementia, mainly related to possible stroke-like events.® A
recent Cochrane review concluded that while there was
evidenceof efficacy, particularly for risperidone, theriskswere
significant.® Ataclinical level thiswould suggest that the use of
atypical antipsychoticsisbest reserved for patientswith more
severe BPSD, particularly those with clear psychotic
symptoms, severeagitation or impulsiveaggressionresultingin
aclear risk tothe safety of the patient or others. Thiscomplex
areaisreviewedindetail in severd of thearticles.®

By contrast, the level of investigation into the use of
antipsychoticsinthetrestment of schizophreniain older people
islimited.>” Schizophreniaisare atively common mentd health
disorder with alifetimeincidence of approximately 1%. Itis
estimated that the prevalenceinindividualsaged over 65is1
to 10 per 1000, with up to 12% of al nursing homeresidents
suffering from schizophrenia. Theseveredisability and mortality
associ ated with schizophreniaiswell acknowledged. However,
arecent meta-analysisof studiesexamining the efficacy and
tolerability of atypical antipsychoticsin older people with
schizophreniarevealed only threesmall short-termtrials® The
authors noted that no significant conclusions could be drawn
andthat further studieswereurgently needed. Thisclearly leaves
thecliniciantreating the older patient with schizophreniaina
difficult pogition, armed with informati on suggesting efficacy of
theatypica psychoticswith afavourable adverseeffect profile
in young patients with schizophrenia, but at the same time
awareness of the information from patients with BPSD
suggesting significant risk. Clinically, thereremainslittledoubt
that elderly patients with schizophrenia require ongoing
antipsychotic treatment, astherisk of relapseremainshigh. It
asoappearstrueclinicaly that overdl theadverseeffect profile
of theatypical psychoticsisbetter than that of the older drugs
inthissituation, but thereisessentially no current evidenceto
clearly back up thisconclusion. Itisasoclinically noticeable
that whilethe recommendation from the manufacturersof most
atypica antipsychoticsisthat lower dosesareoftenrequiredin
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theelderly, inthetrestment of schizophreniaspecificaly inthe
elderly, dosesrequired for optimal efficacy may beinthesame
range asthose used in younger adults.

CONCLUSION

Whileitisindisputably truethat mental hedlth disordersremain
amajor cause of disability and mortality throughout thelife
cycle, evidence on the use of psychopharmacological
interventionsintheelderly with mental healthissuesremains
patchy at best. Theclinicianisfrequently requiredtointerpret
datafrom studiesinvolving subjectsof younger ageand assume
that the conclusionsarevalidin older people. Clear theoretical
reasonsexist to believethismay not betrue, and inthe case of
atypical antipsychotics, some reasons to be particularly
concerned that the situation may be very different. Further
researchisdesperately needed, particularly in the use of mood
stabilisersand antipsychoticsfor issuesother than BPSD inthe
elderly. Only whenthisresearchisavailablewill theclinicianbe
inan adequate position to provide effective, evidence-based
care.
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