The Older Patient:
The Ongoing Challenge of Efficacy and Tolerability

Pierre N. Tariot, M.D.

The clinical management of older schizophrenic patients presents particular clinical challenges.
Antipsychotics are among the most widely prescribed class of medications for elderly patients. How-
ever, the increased frequency of chronic illnesses and thus the potential need for polypharmacy means
that the most appropriate treatment strategy for the older schizophrenic patient is not easily extrapo-
lated from the wealth of clinical trials conducted in younger patients. The development of atypical
antipsychotics, with their lower propensity to cause adverse effects and cognitive impairment, offers
considerablepotential benefits to the older schizophrenic patient. The particular problems and key is-
sues that should be addressed when selecting an appropriate antipsychotic for schizophrenic patients
in this sensitive population, as well as the place of the new atypical antipsychotic agents in treating

this population, are discussed.

T he proper management of older. schizophrenic pa-
tients presents particular clinical challengesto clini-
cians. As the population as a whole continues to age, so
will the proportion of older schizophrenic patients clini-
cians are likely to seein practice increase.

The frequency of chronic illness increases with age, as
does the potential for polypharmacy. These facts, com-
bined with natural age-related changesin arange of meta-
bolic processes, mean that the selection of appropriate
treatments requires careful consideration and regular re-
view. Older patients are particularly sensitive to a variety
of side effects of drug treatment, which can contribute to
both treatment intolerance and noncompliance. In addi-
tion, the elderly exhibit considerable heterogeneity, but
they are usually considered as a single clinical population
despite the fact that chronological age does not necessarily
correlate with biological age and that the health status of
the elderly varies considerably from frail and ill to fit and
healthy. For all these reasons, the most appropriate treat-
ment strategy for the older schizophrenic patient is not
easily extrapolated from the wealth of clinical trials con-
ducted in younger patients.

Conventional antipsychotic agents, owing to their asso-
ciation with a range of side effects, have proved less than
ideal for the treatment of schizophrenia in older patients.
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The development of atypical antipsychotics, including
quetiapine, with its lower propensity to cause adverse ef-
fects such as extrapyramidal symptoms (EPS) and cogni-
tive impairment, offers considerable potential benefits to
the older schizophrenic patient. This article discusses par-
ticular problems and key issues that should be addressed
when selecting an appropriate antipsychotic for schizo-
phrenic patients in this sensitive population as well as the
potential role of the newest atypical antipsychotic, quetia-
pine, in treating this population.

ANTIPSYCHOTICS AND
THE OLDER SCHIZOPHRENIC PATIENT

Antipsychotic agents are among the most widely pre-
scribed class of medications for elderly patients, yet the
treatment of older schizophrenic patients is based largely
on clinical research and experience with younger patients
and empirical experience in older patients.

Conventional antipsychotics are generally effective in
the relief of the positive symptoms of schizophrenia such
as hallucinations and delusions. However, they have rela-
tively little effect on negative symptoms such as emotional
withdrawal and impaired attention. In contrast, atypical
antipsychotics, including clozapine, risperidone, olanza-
pine, and quetiapine, are effective in the relief of both the
positive and negative symptoms of schizophrenia. Some
data suggest that they may confer a modest, but signifi-
cant, benefit in terms of cognitive function (see Velligan
and Miller,* this supplement), which may be particularly
important in elderly patients. Thereisalack of controlled,
randomized clinical trials comparing the efficacy of con-
ventional and atypical antipsychotics in older schizo-
phrenic patients, and the available studies have tended to
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be open and/or non—placebo controlled or to have re-
cruited patients with widely varying psychotic disorders.
Nevertheless, there is good evidence to support the effi-
cacy of atypical antipsychotics in elderly schizophrenic
patients,? and, as agroup, these agents appear to be at least
as effective as the conventional agents. In the absence of
unequivocal data to support an efficacy benefit of one
class of antipsychotics over the other, the incidence and
severity of side effects and the overall tolerability of indi-
vidual agentsare arational guide to the selection of an ap-
propriate treatment.

The use of conventional antipsychotics in elderly pa-
tients is limited by the association of these agents with a
range of side effects, including EPS and added toxicity
due to the frequent requirement of concomitant anticho-
linergic medication to control the EPS. Atypical antipsy-
chotics are associated with'lower overall rates of EPS,
which may make them particularly well suited for the
treatment of elderly patients.

Pharmacokinetics and the Elderly

Physiologic changes associated with the aging process
can have profound effects on drug pharmacokinetics and
pharmacodynamics.® Decreased gastric acidity, gut-motil-
ity, and absorptive area can affect absorption from the gut,
while distribution through the body can be affected by
changes in blood flow, body fat, and water ratios3 Me-
tabolism and drug clearance can be influenced by de-
creasesin hepatic and renal function so that lower dosages
are sufficient to achieve and maintain therapeutic blood
plasma levels. The extent to which the changes occur is
highly variable between individuals; indeed, older pa-
tients show greater variability in blood plasma concentra-
tions than younger patients, making it difficult to general-
ize about optimal dosage regimens.

Little systematic evidence is available regarding the ef-
fect of aging on blood plasma levels of antipsychotics.
One study in elderly patients who received haloperidol
found no difference in the plasma concentration/dose ra-
tio,* whereas another study in patients who received thio-
ridazine found that 8 elderly patients had a serum concen-
tration twice as high as that in 8 younger adults after a
single 25-mg dose.®

In general, clinical experience suggests that when se-
lecting a dosage regimen for elderly patients, an initial
dose 25% to 50% of that for younger patients represents
the optimal balance between efficacy and side effects, al-
lowing for gradual upward titration. In the case of quetia-
pine, there is some suggestion that the function of the cy-
tochrome P450 3A4 (CY P 3A4) isoenzyme, the principal
enzyme by which quetiapine is metabolized, may decline
with age, necessitating a lower optimal dose.® An initial
dose of 12.5 to 25 mg daily titrated to 75 to 125 mg daily
in older patients has been suggested, although doses up to
800 mg daily have been used.”®
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Chronic medical conditions are more common in older
patients, and as many as 80% of elderly patients are
thought to have at least one chronic disease.’ Many of the
potential side effects of antipsychotic therapy could exac-
erbate underlying medical conditions; for example, weight
gain could exacerbate diabetes or cardiac conditions, po-
tentially leading to increased morbidity and mortality.
Polypharmacy is aso more common, increasing the poten-
tial for adverse reactions aswell as drug-drug interactions.

EPS

The nature and treatment of EPS have been discussed
elsewhere in this supplement (see Gerlach™). Older pa-
tients in general appear to be extremely sensitive to EPS,
including akathisia, tardive dyskinesia (TD), and parkin-
sonism. Ageitself is an independent risk factor for the de-
velopment and severity of TD. In a naturalistic survey of
215 inpatients (mean age = 77 years) who received (un-
specified) antipsychotics for the treatment of organic psy-
choses, such as dementia, or psychiatric illness, such as
major affective disorder or schizophrenia, the incidence of
antipsychotic-induced TD was 31% (95% confidence in-
terval [CI] = 20 to 42) after 43 weeks of cumulative treat-
ment.™ Theincidence of TD appearsto besimilarly highin
outpatients receiving antipsychotic therapy. In a study of
439 middle-aged and elderly patients receiving outpatient
and antipsychotic treatment (mainly haloperidol or thio-
ridazine), the incidence of TD was found to be 28.5% after
1 year of treatment, with cumulative rates of 50.1% and
63.1% after 2 and 3 years of therapy, respectively.*? Elder-
ly patients also appear to be particularly sensitive to the
development of the parkinsonian side effects of antipsy-
chotic therapy. Anticholinergic agents can be used to treat
such symptoms, but their association with cognitive im-
pairment significantly limitstheir usein elderly patients.

Acute EPS often resolve after discontinuation of anti-
psychotic treatment. However, this may not be an option
for schizophrenic patients for whom discontinuation of
treatment may significantly increase the risk of relapse. A
recent review of 66 studiesin younger patients (N = 4356)
with schizophrenia or schizoaffective disorder found that
discontinuation of treatment led to relapse in 53% of pa-
tients, compared with 16% of patients who were main-
tained on treatment.™® Rel apse rates appear to-be similar in
older patients'; therefore, antipsychotics with minimal or
no association with EPS, such asthe atypical agents, are of
considerable benefit.

Atypical antipsychotics as agroup have afar lower pro-
pensity to cause EPS compared with conventional agents.
However, although risperidone and olanzapine are associ-
ated with EPS at higher doses in studies involving non-
elderly subjects, quetiapine is associated with no more
EPS than placebo across all doses in subjects of similar
age.”® Definitive studies of this issue in the elderly have
not yet been completed.
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Efficacy and Tolerability in Treating Older Patients

A Half Century of Psychosis:
A Case Report Describing the Ethical Dilemma of
Treating an Elderly Patient With Long-Term Schizophrenia

Graeme Yorston, M.R.C.Psych.

Care of the elderly schizophrenic patient can present par-
ticular ethical and clinical challenges. This case study illus-
trates the need for continual review of treatment strategiesin
elderly patients, as well as highlighting the ethical dilemma
advances in the treatment of schizophrenia can create.

Case report. Mr. T, a 73-year-old man, has been in con-
tinuous hospital care for 42 years. After numerous moves, he
currently resides in a nursing home. His psychiatric history
extendsto 1947, when he was diagnosed with an anxiety state
following an automobile accident. He was first admitted to
the hospital in 1949; no diagnosis was recorded, and he was
described as depressed and discharged himself after 32 days.
Mr. T re-presented in 1956 and has remained in psychiatric
care since then. A diagnosis of chronic schizophrenia was
made, and he was given adental clearance 2 months after ad-
mission. Dental clearance as a treatment for psychosis is
based on the focal sepsis theory that emerged at the turn of
the century, although it is no longer regarded as avalid thera-
peutic approach.

Upon assessment in 1998, Mr. T had no significant medi-
cal problems and was taking no other medication. He had no
neurologic problems or extrapyramidal signs and was fully
mobile with anormal gait. However, Mr. T wasfecally incon-
tinent, required regular toileting to maintain urinary conti-
nence, would not wash or change his clothes without prompt-
ing, and isolated himself for much of the day in asmall sitting
area separate from the main day room. He only responded to
staff he knew well with appropriate monosyllabic answers.
He occasionally produced more expansive, but incomprehen-
sible, speech and was observed to turn his head, apparently in
response to visual and/or auditory hallucinations.

A review of his recently rediscovered medical notes,
which had become lost during his many moves, revealed that

Orthostatic Hypotension

Orthostatic hypotension is a common side effect of a
number of medications, including antipsychotics. Blunted
postural reflexes and decreased vasoregulatory ability
make elderly patients particularly susceptible to ortho-
static hypotension, which isamajor contributor to the oc-
currence of fals and subsequent fractures, and even
strokes, in older patients. The consequences of such inju-
ries can be severe, leading to functional decline, depen-
dence, and even death. Again, the atypical antipsychotics
offer benefits over conventional agents. Although cloza-
pine can cause severe orthostatic hypotension, risperi-
done, olanzapine, and quetiapine are associated, for the
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Mr. T had not received any aggressive treatment for his men-
tal condition. In 1959, he received chlorpromazine with no
benefit (dose and duration not recorded). Flupenthixol deca-
noate was given as a single dose in 1979, after which he be-
came notably tremulous. No further antipsychotic therapy
was given until 1992, when Mr. T received thioridazine, 25
mg twice daily. Although this treatment had no significant
impact on his mental state, he continued to receive thiorid-
azine for 5 years.

Quetiapine treatment was initiated in 1998 as monother-
apy at 25 mg twice daily. Within afew weeks, staff noticed a
difference in Mr. T's behavior as he began to spend more
time in the main day room. He also initiated using the toilet
himself and was rarely incontinent. The dose was increased
to 125 mg twice daily, and he continued to improve. Most no-
tably, he is now able to acknowledge that he is feeling better.

Treatment with quetiapine has begun to resolve Mr. T's
schizophrenic symptoms, improving his social functioning
and self-care. Continued improvement is expected, although
the ethical dilemma of such improvementsin an elderly pa-
tient with long-term, untreated schizophrenia, is not easily
resolved. Relieving the symptoms of schizophrenia and re-
storing awareness to a patient who has apparently remained
oblivious to his surroundings for 50 years could create sig-
nificant psychological problems in itself. However, is it fair
to deny apatient potentially effective treatment? Achieving a
balance between the physician’s desire to effect a cure and
the patient’s best interests in such circumstances remains an
ethical dilemmathat will not be easily resolved as our know!-
edge of, and treatments for, schizophrenia continue to ad-
vance.

From the Udston Hospital, Lanarkshire, U.K.

most part, with mild-to-moderate effects. Particular care
must be taken to avoid combining medications with the
potential to cause orthostatic hypotension. For-example,
antiparkinsonian agents can also cause orthostatic hypo-
tension, but this can be avoided by prescribing an antipsy-
chotic such as quetiapine, which is not associated with sig-
nificant motor system disturbance and therefore does not
create the need for adjunctive therapy.

Osteoporosis

The conventional antipsychotics are known to cause an
elevation in plasma prolactin levels, and this effect has
also been associated with the atypical agents risperidone
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and olanzapine.*® The subsequent decreasein levels of go-
nadotropins and other gonadal hormones consequent to
prolactin secretion can potentially lead to a decrease in
bone mineral density and osteoporosis although data are
not available to establish the significance of thisin the el-
derly.’” Such decreasesin bone mineral density may not be
limited to women, who experience the added risk factor of
menopause. One study in younger psychiatric patients re-
ceiving conventional antipsychotics found that both male
and femal e patients had significant decreasesin their bone
mineral density.® Quetiapine, at all recommended doses,
is not associated with elevations in plasma prolactin lev-
els, and less than 0.1% of 2387 patients who received
quetiapine in controlled clinical trials in non-elderly sub-
jects reported reproductive or hormonal adverse effects.®

Anticholinergic Side Effects

Cholinergic function decreases with age, and the addi-
tion of anticholinergic effects associated with a number of
antipsychotics (either directly or due to the adjunctive
treatment of EPS) can result in serious peripheral and cen-
tral nervous system side effects. Dry mouth can be particu-
larly troublesome in patients with dentures, whereas the
potential exacerbation of glaucoma can lead-to impaired
sight. More serious effects such as confusion, impaired
memory, agitation, and even visual hallucinations may
also appear. Anticholinergic side effects are most fre-
quently associated with the low-potency conventional
antipsychotics such as chlorpromazine. Among the atypi-
cal agents, clozapine has ahighly anticholinergic receptor-
binding profile and olanzapine somewhat less so. In con-
trast, risperidone” and quetiapine have low levels of
anticholinergic activity in vitro and in vivo.

Cognitive Effects

The cognitive effects of schizophrenia and antipsy-
chotic therapy are discussed by Velligan and Miller* (this
supplement). Cognitive decline occurs frequently in age-
associated illness and is also apathol ogic feature of schizo-
phrenia. In addition, adjunctive treatment with anticholin-
ergic agents can have a significant impact on cognitive
function. The net result of these adverse cognitive effects
is increased dependence. It is important, therefore, that
pharmacologic treatments for elderly schizophrenic pa-
tients do not exacerbate the decline in cognitive function.
Atypical antipsychotics, including clozapine, risperidone,
and quetiapine, appear to offer a modest, but beneficial,
effect on cognitive function compared with conventional
agents.?2* A recent study with quetiapine suggeststhat this
agent in fact improves cognitive function compared with
haloperidol in schizophrenic patients.*

Cardiovascular Side Effects

Tachycardia, conduction disorders, and arrhythmias
have been observed with conventional antipsychotic
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Figure 1. Adverse Events Occurring in at Least 5% of Elderly
Patients (N = 151) Following Treatment With Quetiapine (up
to 800 mg daily) for 12 Weeks®

50
W Mild

E Moderate

40+ O Severe

30+

20+

Percentage of Patients

aData from McManus et al.” Abbreviation: ECG = electrocardiogram.

therapy.?® Elderly patients may be predisposed to cardiac
disorders; thus, the potential for adverse drug interactions
is particularly high in such patients and may warrant peri-
odic electrocardiographic (ECG) assessments. Limited
dataare availablein elderly schizophrenic patients regard-
ing the possible associations between the atypical anti-
psychotics and cardiovascular side effects. Increases in
corrected QT interval (QTc) appear to be minimal for clo-
zapine, risperidone, olanzapine, and quetiapine.’

QUETIAPINE IN THE TREATMENT OF
ELDERLY SCHIZOPHRENIC PATIENTS

Theimpact of quetiapine on both the positive and nega-
tive symptoms of schizophrenia has been demonstrated in
a number of controlled comparative clinical trials in
younger patients. 2

The efficacy of quetiapine in the treatment of elderly
patients with psychotic symptoms (mean age = 76.8 years
[range, 6294 yearq)]) is currently being studied in an on-
going 52-week open-label trial. Preliminary (12-week) re-
sultsin 151 patients from this open study have shown that
guetiapine (up to 800 mg daily, median dose= 100
mg/day) offers considerable benefitsin symptomatic relief
and has acceptable tolerability.” This study included pa-
tients with a broad range of psychiatric disorders, includ-
ing both idiopathic and organic psychoses. Significant im-
provement in Brief Psychiatric Rating Scale (BPRS) total
scores (p<.0001) and the Clinical Global Impression-
Severity of IlIness scale (CGI-S) scores (p < .01) were ob-
served from week 2 onward, and 52% of patients showed a
clinically significant improvement (defined as > 20% de-
crease in BPRS score).’
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Despite the inclusion of patients with Parkinson’s dis-
ease, who would have been expected to be especially vul-
nerable to the side effects of treatment, quetiapine was
generally well tolerated. Nine patients (6%) experienced
EPS, a lower rate than has been observed previously in
younger patients who received placebo.” All events were
mild in intensity except one case of akathisia, which was
classified by the patients' doctor as being of moderate in-
tensity. The Simpson-Angus Scale score improved signifi-
cantly by endpoint (p < .0001), no changes were observed
in Abnormal_Involuntary Movement Scale scores. A small
number of patients experienced symptoms consistent with
antihistaminic effects (dry mouth, 6 patients; constipation,
12 patients). The most common adverse events were som-
nolence (48 patients), dizziness (21 patients), and postural
hypotension (19 patients, Figure 1). Weight gain was
minimal: the mean increase from baseline was 0.78 kg.”

Results from the 52-week analysis (N = 184) support
these interim findings.® Patients received quetiapine (me-
dian total daily dose = 138 mg) for, on average, 348 days.
The statistically significant improvements in. BPRS and
CGI-S scores noted at the 12-week ‘analysis were main-
tained at the study endpoint (BPRS; p<.0001; CGlI,
p < .0001), and 49% of patients achieved-aclinicaly sig-
nificant improvement overall. Quetiapine continued to be
well tolerated and was associated with negligible EPS, no
clinically important changes in laboratory parameters or
ECG rates or intervals, and minimal weight gain.

These results, combined with those from studies in
younger patients, including the potential benefitsin cogni-
tive function, suggest that quetiapine may offer consider-
able benefits to elderly patients with psychotic symptoms,
in terms of both efficacy and tolerability.

A Case Study

The case study reported by Yorston® (this supplement)
illustrates the potential efficacy of quetiapine in the treat-
ment of elderly schizophrenic patients. The administration
of quetiapine began to resolve the patient’s symptoms
within weeks, improving his ability to communicate his
feelings and to care for himself. Prior to this, the patient
had not received adequate treatment for his symptoms re-
sulting from schizophrenia, underlining the need for con-
tinual assessment and reevaluation of individual patients.

Drug names: chlorpromazine (Thorazine and others), clozapine (Cloza-
ril and others), haloperidol (Haldol and others), olanzapine (Zyprexa),
quetiapine (Seroquel), risperidone (Risperdal), thioridazine (Mellaril
and others).
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