
Organic brain dysfunctionOrganic brain dysfunction
in late-onset depressionin late-onset depression

Medical comorbidity is common in late-Medical comorbidity is common in late-

onset depression. Some studies suggest theonset depression. Some studies suggest the

presence of mild cognitive impairment inpresence of mild cognitive impairment in

up to 60% of patients with late-onsetup to 60% of patients with late-onset

depression; this constitutes a major diag-depression; this constitutes a major diag-

nostic problem in geriatric psychiatry. Innostic problem in geriatric psychiatry. In

response to the study of neurological find-response to the study of neurological find-

ings in late-onset depression by Baldwinings in late-onset depression by Baldwin etet

alal (2005) we performed an abstract review(2005) we performed an abstract review

of Medline publications using the searchof Medline publications using the search

term LATE ONSET DEPRESSION to iden-term LATE ONSET DEPRESSION to iden-

tify the possible aetiological factors behindtify the possible aetiological factors behind

the increased occurrence of neurologicalthe increased occurrence of neurological

signs in late-onset depression. We identifiedsigns in late-onset depression. We identified

93 citations published between 1975 and93 citations published between 1975 and

2005, of which 75 titles were relevant.2005, of which 75 titles were relevant.

After reading all citations we found 63After reading all citations we found 63

abstracts discussing different aspects ofabstracts discussing different aspects of

late-onset depression which we havelate-onset depression which we have

included in the review. The main findingsincluded in the review. The main findings

are outlined here briefly.are outlined here briefly.

Although early-onset and late-onsetAlthough early-onset and late-onset

depression are similar phenotypically, theredepression are similar phenotypically, there

is a possible difference in aetiology. Vascularis a possible difference in aetiology. Vascular

comorbidity, including an increased preva-comorbidity, including an increased preva-

lence of hypertension, is common in late-lence of hypertension, is common in late-

onset depression. There is much clinicalonset depression. There is much clinical

and biological overlap between late-onsetand biological overlap between late-onset

depression and dementia, sometimes thedepression and dementia, sometimes the

former being the prodrome of the latter.former being the prodrome of the latter.

There are at least a dozen studies showingThere are at least a dozen studies showing

some structural, functional and electro-some structural, functional and electro-

physiological links between late-onsetphysiological links between late-onset

depression and Alzheimer’s disease. Theredepression and Alzheimer’s disease. There

were observations that late-onset depres-were observations that late-onset depres-

sion is not a prodrome for any particularsion is not a prodrome for any particular

type of dementia but the majority oftype of dementia but the majority of

patients who develop dementia will acquirepatients who develop dementia will acquire

Alzheimer’s disease or vascular dementia,Alzheimer’s disease or vascular dementia,

as they are the most common forms. Fromas they are the most common forms. From

several studies an association with geneticseveral studies an association with genetic

factors or apolipoprotein E could not befactors or apolipoprotein E could not be

established for late-onset depression.established for late-onset depression.

There are a number of structural orThere are a number of structural or

vascular factors identified mainly throughvascular factors identified mainly through

imaging studies. Region-specific decreasesimaging studies. Region-specific decreases

in grey matter (decreased volume of frontalin grey matter (decreased volume of frontal

and temporal lobes), ventricular enlarge-and temporal lobes), ventricular enlarge-

ment, sulcal widening and decreasedment, sulcal widening and decreased

volume of hippocampus and caudatevolume of hippocampus and caudate

nucleus were reported in more than onenucleus were reported in more than one

study. Deep white matter lesions and in-study. Deep white matter lesions and in-

creased evidence of vascular events werecreased evidence of vascular events were

also found in late-onset depression. Func-also found in late-onset depression. Func-

tional imaging studies showed an associa-tional imaging studies showed an associa-

tion of impairment of regional cerebraltion of impairment of regional cerebral

blood flow in the left anterior temporalblood flow in the left anterior temporal

and left anterior frontal regions associatedand left anterior frontal regions associated

with late-onset depression. There is evi-with late-onset depression. There is evi-

dence of more frequent electroencephalo-dence of more frequent electroencephalo-

graphic changes in late-onset depressiongraphic changes in late-onset depression

compared with early-onset depression.compared with early-onset depression.

Moreover, a few studies examining psycho-Moreover, a few studies examining psycho-

logical factors concluded that there islogical factors concluded that there is

less association between life events andless association between life events and

late-onset depression than early-onsetlate-onset depression than early-onset

depression.depression.

These findings stress the importance ofThese findings stress the importance of

thorough physical examination in late-thorough physical examination in late-

onset depression, as recommended byonset depression, as recommended by

BaldwinBaldwin et alet al (2005). In the absence of clear(2005). In the absence of clear

guidelines for neuroimaging in psychiatry, aguidelines for neuroimaging in psychiatry, a

detailed physical examination is necessarydetailed physical examination is necessary

for the identification of the patient groupfor the identification of the patient group

in which more expensive and invasivein which more expensive and invasive

investigations are indicated.investigations are indicated.
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Recurrence of post-partumRecurrence of post-partum
and non-post-partum psychosisand non-post-partum psychosis

The report by RobertsonThe report by Robertson et alet al (2005) on the(2005) on the

rates of recurrence of post-partum and non-rates of recurrence of post-partum and non-

post-partum psychosis in women who havepost-partum psychosis in women who have

experienced a previous episode of post-experienced a previous episode of post-

partum psychosis teaches us somethingpartum psychosis teaches us something

new about the prognosis for these women.new about the prognosis for these women.

The risk of developing a subsequent non-The risk of developing a subsequent non-

puerperal episode is increased in womenpuerperal episode is increased in women

who have a family history of mental illnesswho have a family history of mental illness

and is non-significantly increased forand is non-significantly increased for

women with a personal history of illnesswomen with a personal history of illness

prior to the puerperal episode. Robertsonprior to the puerperal episode. Robertson

et alet al (2005) report rates of relapse follow-(2005) report rates of relapse follow-

ing subsequent deliveries of 57%. Theying subsequent deliveries of 57%. They

did not report the effects, if any, of treat-did not report the effects, if any, of treat-

ment in preventing further puerperal epi-ment in preventing further puerperal epi-

sodes. Prophylactic treatment was onlysodes. Prophylactic treatment was only

alluded to in the discussion, where, follow-alluded to in the discussion, where, follow-

ing a listing of the side-effects associateding a listing of the side-effects associated

with lithium and other mood stabilisers, itwith lithium and other mood stabilisers, it

was stated that treatment should only bewas stated that treatment should only be

instituted following a ‘very careful weigh-instituted following a ‘very careful weigh-

ing up of risks and benefits’. Thising up of risks and benefits’. This

apparently negative emphasis may beapparently negative emphasis may be

unintentional but is unfortunate for twounintentional but is unfortunate for two

reasons. First, although there are fewreasons. First, although there are few

studies in this area, the rates of recurrencestudies in this area, the rates of recurrence

of post-partum psychosis vary widely andof post-partum psychosis vary widely and

have been as high as 90% (Kendellhave been as high as 90% (Kendell et alet al,,

1987). It is very probable that these recur-1987). It is very probable that these recur-

rence rates vary according to whetherrence rates vary according to whether

women are actively managed with prophy-women are actively managed with prophy-

lactic medication. Second, clinical observa-lactic medication. Second, clinical observa-

tions of the benefits of lithium prophylaxistions of the benefits of lithium prophylaxis

in post-partum psychosis are supported byin post-partum psychosis are supported by

some published reports which suggest thatsome published reports which suggest that

lithium prevents recurrence in up to 90%lithium prevents recurrence in up to 90%

of cases (Stewartof cases (Stewart et alet al, 1991; Cohen, 1991; Cohen et alet al,,

1995).1995).

The relatively low rates of recurrence ofThe relatively low rates of recurrence of

puerperal psychosis reported by Robertsonpuerperal psychosis reported by Robertson

et alet al (2005) may partly result from the(2005) may partly result from the

now common practice of treating womennow common practice of treating women

prophylactically with mood-stabilisingprophylactically with mood-stabilising

medication. For perinatal psychiatrists, themedication. For perinatal psychiatrists, the

risk–benefit weighting of treatment withrisk–benefit weighting of treatment with

mood stabilisermood stabiliser v.v. no treatment in the puer-no treatment in the puer-

perium for women who have had a priorperium for women who have had a prior

episode of post-partum psychosis fallsepisode of post-partum psychosis falls

down very convincingly on the side ofdown very convincingly on the side of

active treatment.active treatment.
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Authors’ reply:Authors’ reply: We agree with Dr O’KeaneWe agree with Dr O’Keane

regarding the severity and potentiallyregarding the severity and potentially

devastating consequences of post-partumdevastating consequences of post-partum

psychosis in women with a history ofpsychosis in women with a history of

bipolar disorder and assure her that anybipolar disorder and assure her that any

negative emphasis she detected in our briefnegative emphasis she detected in our brief

comments regarding prophylactic treat-comments regarding prophylactic treat-

ment were indeed unintended. The briefment were indeed unintended. The brief

report format did not allow us to discussreport format did not allow us to discuss

this aspect of management at length butthis aspect of management at length but

we have taken up this issue more fully inwe have taken up this issue more fully in

our recent editorial (Jones & Craddock,our recent editorial (Jones & Craddock,

2005).2005).

We would, however, defend our conten-We would, however, defend our conten-

tion that the decision to commence mood-tion that the decision to commence mood-

stabilising (or indeed any) medication instabilising (or indeed any) medication in

women of child-bearing years should followwomen of child-bearing years should follow

a ‘very careful weighing up of risks anda ‘very careful weighing up of risks and

benefits’. Any medication should be startedbenefits’. Any medication should be started

assuming that the women may become preg-assuming that the women may become preg-

nant and future pregnancy and contracep-nant and future pregnancy and contracep-

tion should be actively discussed at thetion should be actively discussed at the

earliest possible opportunity.earliest possible opportunity.

We would also argue that the evidenceWe would also argue that the evidence

base for the use of prophylaxis in womenbase for the use of prophylaxis in women

with bipolar illness in the post-partumwith bipolar illness in the post-partum

period is not as robust as would be ideal.period is not as robust as would be ideal.

As Dr O’Keane has outlined, the literatureAs Dr O’Keane has outlined, the literature

does support the use of lithium in thisdoes support the use of lithium in this

context, although the retrospective (andcontext, although the retrospective (and

partially overlapping) studies differed inpartially overlapping) studies differed in

when lithium was commenced – importantwhen lithium was commenced – important

as there may be practical problems inas there may be practical problems in

achieving therapeutic levels quickly follow-achieving therapeutic levels quickly follow-

ing delivery and the onset of puerperal psy-ing delivery and the onset of puerperal psy-

chosis is typically in the few days followingchosis is typically in the few days following

delivery. In our series of 101 women withdelivery. In our series of 101 women with

post-partum psychosis more than half hadpost-partum psychosis more than half had

an onset on days 1–3 with over a fifth onan onset on days 1–3 with over a fifth on

the first post-partum day (further detailsthe first post-partum day (further details

available from the authors on request).available from the authors on request).

With regard to other mood stabilisers, thereWith regard to other mood stabilisers, there

are few data in the literature. A recentlyare few data in the literature. A recently

published study demonstrated no efficacypublished study demonstrated no efficacy

for sodium valproate (Wisnerfor sodium valproate (Wisner et alet al, 2004), 2004)

and, despite anecdotal reports of theand, despite anecdotal reports of the

benefit of typical or atypical antipsychoticbenefit of typical or atypical antipsychotic

medication as prophylaxis, there are nomedication as prophylaxis, there are no

data regarding their use in this context.data regarding their use in this context.

Finally, it is our experience that womenFinally, it is our experience that women

have strong views on the acceptability ofhave strong views on the acceptability of

taking medication during pregnancy andtaking medication during pregnancy and

while breast-feeding. This may account forwhile breast-feeding. This may account for

the fact that out of the 54 women in ourthe fact that out of the 54 women in our

study who went on to have a furtherstudy who went on to have a further

pregnancy, only six took prophylacticpregnancy, only six took prophylactic

medication in the puerperium (lithium ormedication in the puerperium (lithium or

haloperidol). Although only two went onhaloperidol). Although only two went on

to have a recurrence of puerperal psychosis,to have a recurrence of puerperal psychosis,

the numbers are clearly too small to drawthe numbers are clearly too small to draw

conclusions regarding the efficacy ofconclusions regarding the efficacy of

prophylaxis.prophylaxis.

This is an area, therefore, in whichThis is an area, therefore, in which

management decisions are not straight-management decisions are not straight-

forward but the frequency and severity offorward but the frequency and severity of

post-partum episodes in women withpost-partum episodes in women with

bipolar disorder must weigh heavily in thebipolar disorder must weigh heavily in the

risk–benefit analysis. What is needed, werisk–benefit analysis. What is needed, we

can all agree, is further research to providecan all agree, is further research to provide

empirical data on which clinicians, women,empirical data on which clinicians, women,

and their families can base these difficultand their families can base these difficult

decisionsdecisions..
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Value of measuring suicide intentValue of measuring suicide intent

The paper by HarrissThe paper by Harriss et alet al (2005) addresses(2005) addresses

the very relevant issue of measuring suicidethe very relevant issue of measuring suicide

intent in the evaluation of future suicideintent in the evaluation of future suicide

risk. Measuring suicide intent is more use-risk. Measuring suicide intent is more use-

ful than measuring the lethality of theful than measuring the lethality of the

attempts (i.e. the degree of danger to life re-attempts (i.e. the degree of danger to life re-

sulting from self-injurious behaviour; Becksulting from self-injurious behaviour; Beck

et alet al, 1975). Assessing the intent can be, 1975). Assessing the intent can be

particularly useful in situations where thereparticularly useful in situations where there

is no correlation between the expected andis no correlation between the expected and

actual outcome of the method used as mayactual outcome of the method used as may

happen in those with a low level of literacy.happen in those with a low level of literacy.

Accuracy of expectations about the likeli-Accuracy of expectations about the likeli-

hood of dying moderates the relationshiphood of dying moderates the relationship

between suicide intent and medical lethalitybetween suicide intent and medical lethality

(Brown(Brown et alet al, 2004)., 2004).

Identifying a cut-off to differentiate be-Identifying a cut-off to differentiate be-

tween high-intent and low-intent attemptstween high-intent and low-intent attempts

is very difficult. Median scores on theis very difficult. Median scores on the

Suicide Intent Scale (SIS) were used bySuicide Intent Scale (SIS) were used by

HarrissHarriss et alet al (2005) to categorise high-(2005) to categorise high-

intent and low-intent attempts. Theirintent and low-intent attempts. Their

results showed that women with high intentresults showed that women with high intent

repeat suicide attempts whereas men withrepeat suicide attempts whereas men with

low intent tend to do so. Since there waslow intent tend to do so. Since there was

a gender difference in the median values,a gender difference in the median values,

the cut-off score used for males (10) wasthe cut-off score used for males (10) was

higher than that used for females (8). Byhigher than that used for females (8). By

virtue of using separate cut-off scores,virtue of using separate cut-off scores,

men were classified as having low intentmen were classified as having low intent

even if they had similar scores on the SISeven if they had similar scores on the SIS

to women in the high-intent group, possiblyto women in the high-intent group, possibly

affecting the repetition rates. Quantifyingaffecting the repetition rates. Quantifying

and classifying suicide intent have beenand classifying suicide intent have been

approached in different ways by various re-approached in different ways by various re-

searchers. Baca-Garciasearchers. Baca-Garcia et alet al (2004) studied(2004) studied

the characteristics which influence emer-the characteristics which influence emer-

gency psychiatrists in decisions to hospita-gency psychiatrists in decisions to hospita-

lise after a suicide attempt, and found thatlise after a suicide attempt, and found that

a cut-off of 11 on the SIS correctly classifieda cut-off of 11 on the SIS correctly classified

72% of participants. However the authors72% of participants. However the authors

clearly acknowledge the advantages ofclearly acknowledge the advantages of

using an extensive clinical checklist overusing an extensive clinical checklist over

an instrument such as the SIS. Althoughan instrument such as the SIS. Although

the SIS was not originally designed tothe SIS was not originally designed to

predict repetition of self-harm, it may bepredict repetition of self-harm, it may be

possible to identify similar cut-off pointspossible to identify similar cut-off points

to predict the likelihood of repetition ofto predict the likelihood of repetition of

suicide attempts when used with othersuicide attempts when used with other

known risk factors. For any risk assessmentknown risk factors. For any risk assessment

to be clinically meaningful it should beto be clinically meaningful it should be

based on a composite index which takesbased on a composite index which takes

into account various factors, including theinto account various factors, including the

level of suicide intent, the severity oflevel of suicide intent, the severity of

depression, the degree of hopelessness, thedepression, the degree of hopelessness, the

impact of life events and the lethality ofimpact of life events and the lethality of

the attempt.the attempt.
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Free will and volitionFree will and volition

Although I agree with Professor HendersonAlthough I agree with Professor Henderson

(2005) that we should acknowledge that(2005) that we should acknowledge that
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