A number of new antidepressants have recently
become available, and some fit the profile described
above. They were designed to possass those proper-
ties of the TCAs that are thought to be responsible
for their antidepressant action without the proper-
ties respansible for the TCAs' cardiovascular side-
effects and unwanted effects related to their block-
ade of muscarinic and histaminergic receptors. The
result v “cleaner’ drugs such as venlafaxine
(Efexar}, which blacks the reuptake of both NA and
SHT, and reboxetine (Edronax), which blocks the re-
uptake of NAL

It is less clear, however, that it is necassary to block the
re-uptake of noradrenaline andfor seratanin in order
to produce an antidepressant effect; some new agents,

Table 1: Mode of action of newer antidepressants

Name (brand)

Fluvomamine (Favesing
Flucoetine {Frozac)
Sertraling (Lustral)
Farastine {Seroxat)
Citalogram [Cipramil)

Venlafaxine [Efexor)

Febaretine (Edranax)
Nefazadone (Dutonin}

Mirtazapine (Zispin}

Mirtazaging (Zapn), one of the latest compaunds te
become availzble in the UK, has a novel machanism of
action that may help in the eluddation af this question’,
Although mirtazapine primarily increases the availability
of N through blockade of the a2 adrenergic autarecep-
tors of the cell bodies in the locus coeruleus, it alsa by
the sare mechanism indreases the release of SHT from
the cell bodies of raphe nuclei. it seems therafora that
there is a ‘eross-talk’ between the roradrenergic and
serotonengic systemns of the brain and, afthough mare
complicated than initially thaught, the monsaming
hypathesis still appaars to be the mast plausible axplana-
tion for the moda of action of antidepressants,

What are the implications fer dinicians managing

older peaple with depression® The clinical presentation

of depression in the elderly varies considerably. It is
difficult to disti

ish between

medical llnesses lke chronic pain or cardiovascular dis-
ease, neuropsychiatric conditions such as dementia,
normal life stresses assaclated with later [ife such as
bereavement, retirement o lack of intellectual stimu-
lation, and the effects of engaing pharmacological
treatment [fke antihypertensives or steroids. In addi-
tien, these conditions often co-exist with depression®,

Then, ance a diagnesis of depression has been estab- =
lished, the prescriber is faced with a number of perti-
nent questions regarding the chaice of the mast

Type Mode of action

SER1 Imhibit re-uptake of serotanin

SHRI Inhibits re-uptake of noradrenaline and
seratenin

MARI  Inhibits re-uptake of

SARI Blocks SHT-2a post-symaptic recaptors
Inhibits re-uptake of seratonin (moderately}

MaSSA  Blocks a2 adrenergic auto- and hetero-
recegtors
Enfances release of noradrenaline and
serctanin

S5R1 w gelective seratonin re-uptake inhibitor; SNRI = serotanin & noradrenaline
re-uptake inhibitor; NARI = noradrenaline re-uptake inhdbitor; SARI = serotonin

antagenist and reugtake inhibitor; NassA e

antidepressant

n

ppropriate drug. For exampla, what are the age-
related differences in the pharmacokinetics of the
warious drugs? What is known about their safety, tal-
erability and efficacy?™

After the age of 65, absorption, transpert, metabolism,
distribution and excretion of drugs undergo various
changes which are not hemogeneous and shauld be
seen as tendencies rather than absolute laws". Far
example, the rate of metabolism in the lver can be

inifl d by changes in the hepatic blood flow, miorg-

ic & specific

although effective in the treatment of depression, act
predominantly through other mechanisms.
Nefazadone {Dutonin) is a moderate 3581 and it i
theughg to exercise its effect mainly through blockade
of the postspnaptic SHT-2a receptors’, which may lead
toincreased SHT-1a function as well as promoting a
goad sleep and anxiety profile,

somal enzyme activity, hepatic illness or concurrent use
of ather pharmacological agents. The volume of distrib-
ution in the body also increases with age and the half-
life: of drugs s extended. Differences in sensitivity to
drugs between individuals can also be explained by
varying changes in the structure of brain, such as nau-
ronal death or alterations in the enzyme activity of
membranes, The dinigian should therefare not be dog-
matic when preseribing to an elderly depressed patient
bt should be alert to individua] patiant differences.
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