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Introduction
D e p r e s s i o n  i s  a  b r o a d  a n d

heterogeneous diagnosis. Central to it

is depressed mood and/or lossof

pleasure in most activities. Severity of

the disorder is determined by both the

number and severity of symptoms, as

wel l  as the degree of  funct iona l

impairment. A formal diagnosis using

the ICD-10 classi f icat ion system

requires a t least four  out  o f  ten

depressive symptoms. Symptoms

should be present for at least 2 weeks

and each symptom should be present

at sufficient severity for most of every

day .  A t  l eas t  two  ( ICD10 )  k ey

symptoms (low mood,loss of interest

and pleasureor loss of energy) to be

present.

Increasingly, i t  is recognised that

depressive symptoms below the ICD10

threshold criteria can be distressing and

disabling if persistent. Therefore this

updated guideline covers 'subthreshold

depressive symptoms', which fall below

the criteria for major depression, and

are def ined as a t  least  one key

symptom of  depress ion but  wi th

insufficient other symptoms and/or

functional impairment to meet the

criteria for full diagnosis. Symptoms are

considered persistent if they continue

despi te act ive moni tor ing and/or

low-intensity intervention, or have been

present  for  a considerab le  t ime,

typ ica l ly severa l  months.  (For  a

diagnosis of dysthymia, symptoms

should be present for at least 2 years.)

A  w i d e  r a n g e  o f  b i o l o g i c a l ,

psychological and social factors, which

are not captured wel l  by current

diagnostic systems, have a significant

impact on the course of depression and

the response to treatment. Therefore it

is also important to consider both

personal past history andfamily history

of depression when undertaking a

diagnostic assessment.

Depression often has a remitting and

relapsing course, and symptoms may
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persist between episodes. Where

possible, the key goal of an intervention

should be complete relief of symptoms

(remission), which is associated with

better functioning and a lower likelihood

of relapse.

Person-centred care
This guideline offers best practice

advice on the care of adults with

depression.

Treatment and care should take into

a c c o u n t  p a t i e n t s '  n e e d s  a n d

preferences. People with depression

should have the opportunity to make

informed decisions about their care and

treatment, in partnership with their

practitioners. 

Good  commun i ca t i o n  be tween

practitioners and patients is essential. It

should be supported by evidence-based

written information tailored to the

patient's needs. Treatment and care,

and the information patients are given

abou t  i t ,  s h o u l d  b e  cu l t u r a l l y

appropriate. 

If the patient agrees, famil ies and

carers should have the opportunity to

be  i nvo lved  i n  dec i s ions  abou t

treatment and care.

Families and carers should also be

given the information and support they

need.

Key priorities for implementation

Principles for assessment

When assessing a person who may

h a v e  d e p r e s s i o n ,  c o n d u c t  a

comprehensive assessment that does

not rely simply on a symptom count.

Take into account both the degree

offunctional impairment and/or disability

associated with the possible depression

and theduration of the episode.

Case identification and recognition

o Be alert to possible depression

(particularly in people with a past

history of depression or a chronic

phys i ca l  hea l th  p rob l em wi t h

associated functional impairment)

and consider asking people who may

have depression two questions,

specifically:

- During the last month, have you

often been bothered by feeling down,

depressed or hopeless?

- During the last month, have you

often been bothered by having little

interest orpleasure in doing things?

Treatment for moderate or severe

depression

For people with moderate or severe

depression, provide a combination of

ant idepressant medicat ion and a

high-intensity psychological intervention

(CBT or IPT).

Continuation and relapse prevention

o Support and encourage a person

who has benefited from taking an

a n t i d e p r e s s a n t  t o  c o n t i n u e

medication for at least 6 months after

r em i s s i o n  o f  a n  e p i s o de  o f
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depression.Discuss with the person

that:

- this greatly reduces the r isk of

relapse

- antidepressants are not associated

with addiction.

Psychological interventions for

relapse prevention

People wi th  depress ion who are

considered to be at significant risk of

relapse (including those who have

re lapsed despi te  ant idepressant

treatment or who are unable or choose

no t  to  con t i nue  an t i dep ressan t

treatment)  or  who have res idua l

symptoms, should be offered one of the

following psychological interventions:

individual CBT for people who have

re lapsed despi te  ant idepressant

medication and for people with a

significant history of depression and

residual symptoms despite treatment

mindfulness-based cognitive therapy for

people who are currently well but have

experienced three or more previous

episodes of depression.

1 Guidance
The following guidance is based on the

best available evidence. 

Box 1 Depression definitions (taken

from DSM-IV)

Subthreshold depressive symptoms:

Fewer than 5 symptoms of depression.

Mild depression:

Few, if any, symptoms in excess of the

5 required to make the diagnosis, and

symp toms  resu l t  i n  on l y  m ino r

functional impairment.

Moderate depression:

Symptoms or functional impairment are

between 'mild' and 'severe'.

Severe depression:

Most symptoms, and the symptoms

markedly interfere with functioning. Can

occur  wi th  o r  wi thou t  psycho t ic

symptoms.

Note that a comprehensive assessment

of depression should not rely simply on

a symptom count, but should take into

account the degree of functional

impairment and/or disability.

1.1 Care of all people with
depression

1.1.1 Providing information and

support, and obtaining informed

consent

1.1.1.1 When working with people with

depression and their families or carers:

o build a trusting relationship and work

i n  a n  o p e n ,  e n g a g i n g  a n d

nonjudgemental

o manner explore treatment options in

an  a tmosphe re  o f  h ope  and

optimism, explaining the different

courses of depression and that

recovery is possible

o b e  a wa r e  t h a t  s t i g m a  a n d
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discrimination can be associated with

a diagnosis of depression

o ensure that discussions take place in

settings in which confidential ity,

privacy anddignity are respected.

1.1.1.2 When working with people

with depression and their families or

carers: 

provide information appropriate to their

level of understanding about the nature

of  depress ion  and  the  range o f

treatments available avoid clinical

language without adequate explanation

ensure that comprehensive written

in fo rma t i on  i s  a va i l ab l e  i n  t he

appropriate language and in audio

format if possible provide and work

p r o f i c i e n t l y  w i t h  i n d e p e n d e n t

interpreters (that is, someone who is

no t  k nown  t o  t h e  pe r son  w i t h

depression) if needed.

1.1.3 Supporting families and carers

1.1.3.1 When families or carers are

involved in supporting a person with

severe or chronicdepression, consider:

o p rov i d i n g  wr i t t e n  and  ve rba l

information on depression and its

management,including how families

or carers can support the person

o offering a carer's assessment of their

caring, physical and mental health

needs if necessary

1.1.4 Principles for assessment,

coordination of care and choosing

treatments

1.1.4.1 When assessing a person who

may have depression, conduct a

comprehensive assessment that does

not rely simply on a symptom count.

Take into account both the degree of

functional impairment and/or disability

associated with the possible depression

and the duration of the episode.

1.1 .4 .2  In  addi t ion to  assess ing

symptoms and associated functional

impairment,

consider how the following factors may

have affected the development, course

and severity of a person's depression:

o any h is tory o f  depress ion and

comorbid mental health or physical

disorders

o any past history of mood elevation

(to determine if the depression may

be part of bipolar disorder) 

o any pas t  e xpe r i ence  o f ,  and

response to, treatments 

o t h e  q u a l i t y  o f  i n t e r p e r s o na l

relationships 

o living conditions and social isolation.

1.1.4.3 Be respectful of, and sensitive

to, diverse cultural, ethnic and religious

backgrounds when working with people

with depression, and be aware of the

possible variations in the presentation

of depression. 

1 .1 .4 .6  A lways  ask  peop le  wi th

depression directly about suicidal

ideation and intent. Ifthere is a risk of

self-harm or suicide:

1.2 Stepped care
The stepped-care model provides a

KARACHI PSYCHIATRIC HOSPITAL BULLETIN,  DECEMBER,   2013 115

04040404



framework in which to organise the

provision of services, and supports

patients, carers and practitioners in

identifying and accessing the most

effective interventions (see figure 1). In

stepped care the least intrusive, most

effective intervention isprovided first; if

a person does not benefit from the

intervention initially offered, or declines

anintervention, they should be offered

an appropriate intervention from the

next step.

1.3 Step 1: recognition,
assessment and initial

management

1 .3 .1  Case  iden t i f i ca t ion  and

recognition

1.3.1.1 Be alert to possible depression

(particularly in people with a past history

of depression or a chronic physical

hea l th  p rob lem wi th  assoc ia ted

functional

impairment) and consider asking

people who may have depression two

questions, specifically:

o During the last month, have you

often been bothered by feeling down,

depressed or hopeless?

o During the last month, have you

often been bothered by having little

interest orpleasure in doing things?

1.3.1.3 If a person answers 'yes' to

either of the depression identification

questions (see 1.3.1.1), a practitioner

who is competent to perform a mental

health assessment should review the

person's mental state and associated

functional, interpersonal and social

difficulties.

1.3.1.4 When assessing a person with

suspected depression, consider using a

validated measure (for example, for

symptoms, functions and/or disability)

to inform and evaluate treatment.
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1.3.1.5 For people with significant

language or communication difficulties,

for  examplepeople  wi th  sensory

impairments or a learning disability,

c o n s i d e r  u s i n g  t h e  D i s t r e s s

Thermometer*and/or asking a family

member or carer about the

person's symptoms to identify possible

depression. If a significant level of

distress is identified, investigate further.

(*the Distress Thermometer is a single

item question screen that will identify

distress coming from any source. The

person places a mark on the scale

answering: "How distressed have you

been during the past week on a scale of

0 to 10?. Scores of 4 or more indicate a

significant level) 

1.3.2 Risk assessment and

monitoring

1.3.2.2 Advise people with depression

of the potential for increased agitation,

anxiety and suicidal ideation in the initial

stages of treatment; actively seek out

these symptoms and:

o ensure that the person knows how to

seek help promptly

o review the person's treatment if they

develop marked and/or prolonged

agitation.

1.3.2.3 Advise a person with depression

and their family or carer to be vigilant

for mood changes, negativi ty and

hopelessness, and suicidal ideation,

and to

contact their practitioner if concerned.

This is particularly important during

highrisk periods, such as starting or

changing treatment and at times of

increased personal stress.

1.3.2.4 If a person with depression is

assessed to be at risk of suicide:

o take into account toxicity in overdose

if an antidepressant is prescribed or

theperson is taking other medication;

if necessary, limit the amount of

drug(s) available

o consider increasing the level of

support, such as more frequent direct

or telephone contacts

1.4 Step 2: recognised
depression - persistent 

subthreshold depressive
symptoms or mild to
moderate depression

1.4.1 General measures

Depression with anxiety

1 . 4 . 1 . 1  W h e n  d e p r e s s i o n  i s

accompanied by symptoms of anxiety,

the first priorityshould usually be to treat

the depression. When the person has

an anxietydisorder and comorbid

depression or depressive symptoms,

consider treatingthe anxiety disorder

first (since effective treatment of the

anxiety disorder willoften improve the

dep r e s s i o n  o r  t h e  d e p r e s s i v e

symptoms).

Sleep hygiene
1.4.1.2 Offer people with depression

advice on sleep hygiene if needed,

including:
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o establishing regular sleep and wake

times

o avoiding excess eating, smoking or

drinking alcohol before sleep

o creating a proper environment for

sleep

o taking regular physical exercise.

1.4.2 Low-intensity psychosocial

interventions

1.4.2.1 For people with persistent

subthreshold depressive symptoms or

mild to

moderate depression, consider offering

one or more of the following 

interventions, guided by the person's

preference:

o individual guided self-help based on

t h e  p r i n c i p l e s  o f  c o g n i t i v e

behavioural therapy(CBT)

o a structured group physical activity

programme.

Delivery of low-intensity
psychosocial interventions

1.4.2.2 Individual guided self-help

programmes based on the principles of

CBT (and i nc lud ing  behav iou ra l

ac t i va t i on  and  p rob l em-so l v i ng

techniques) for people

with persistent subthreshold depressive

symptoms or mild to moderate

depression should:

o include the provision of written

materials of an appropriate reading

age (or alternative media to support

access)

o consist of up to six to eight sessions

(face-to-face and via telephone)

normallytaking place over 9 to 12

weeks, including follow-up.

1.4.2.3 CCBT for people with persistent

subthreshold depressive symptoms or

mild to moderate depression should:

o include an explanation of the CBT

model, encourage tasks between

s e s s i o n s ,  a n d u s e

thought-chal lenging and act ive

monitoring of behaviour, thought

patterns and outcomes

o facilitation ofthe programme and

reviews progress and outcome

o typically take place over 9 to 12

weeks, including follow-up.

1.4.2.4 Physical activity programmes for

people with persistent subthreshold

depress ive symptoms or  mi ld to

moderate depression should:

o be delivered in groups 

o consist typically of three sessions per

week of moderate duration (45

minutes to1 hour) over 10 to 14

weeks (average 12 weeks).

1.4.3 Group cognitive behavioural

therapy

1.4.3.1 Consider group-based CBT for

people with persistent subthreshold

depress i vesymptoms  o r  mi ld  to

moderate depression who decline

lowintensity

psychosocial interventions.

1.4.3.2 Group-based CBT for people

with persistent subthreshold depressive

symp toms  o r  m i l d  to  mode ra te
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depression should:

o consist of 10 to 12 meetings of eight

to ten participants

o normally take place over 12 to 16

weeks, including follow-up.

1.4.4 Drug treatment

1.4.4.1 Do not use antidepressants

routinely to treat persistent subthreshold

d ep r e s s i v e  s ymp t oms  o r  m i l d

depression because the risk-benefit

ratio is poor,

but consider them for people with:

o a past history of moderate or severe

depression or

o initial presentation of subthreshold

depressive symptoms that have

been present  fora  long per iod

(typically at least 2 years) or

o subthreshold depressive symptoms

or mild depression that persist(s)

after otherinterventions.

1.5 Step 3: persistent
subthreshold depressive

symptoms or mild to moderate
depression with inadequate

response to initial interventions,
and moderate and severe

depression

1.5.1 Treatment option

1.5.1.1 For people with persistent

subthreshold depressive symptoms or

mild to

moderate depression who have not

bene f i t e d  f r om  a  l ow- i n te n s i t y

psychosocial

intervention, discuss the relative merits

of different interventions with the

person and provide:

o an ant idepressant  (normal ly a

selective serotonin reuptake inhibitor

[SSRI]) or

o a h igh- in tens i ty psycho log ica l

intervention, normally one of the

following options:

- CBT interpersonal therapy (IPT)

- behavioural activation (but note that

the evidence is less robust than for

CBTor IPT)

- behavioural couples therapy for

people who have a regular partner

and where the relationship may

contribute to the development or

maintenance of depression, or where

involving the partner is considered to

be of potential therapeutic benefit.

1.5.1.2 For people with moderate or

s e v e r e  d e p r e s s i o n ,  p r o v i d e  a

comb i na t i o n  o f  a n t i d ep r e s s an t

med ica t ion and  a  h igh- in tens i ty

psychological intervention (CBT or IPT).

1.5.1.3 For people with depression who

decline an antidepressant, CBT, IPT,

behavioural activation and behavioural

couples therapy, consider:

o counselling for people with persistent

subthreshold depressive symptoms

or mild to moderate depression

o s h o r t - t e r m  p s y c h o d y n am i c

psychotherapy for people with mild to

moderate depression.

Discuss with the person the uncertainty

of the effectiveness of counselling and

psychodynamic psychotherapy in
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treating depression.

1.5.2 Antidepressant drugs

Choice of antidepressant

1.5.2.2 When an antidepressant is to be

prescribed, it should normally be an

SSRI in a generic form because SSRIs

a r e  equa l l y  e f f e c t i ve  a s  o the r

antidepressants and have a favourable

risk-benefit ratio. 

(At Karachi Psychiatric Hospital we

recommend starting with Tricyclics,

especially if insominia is present and

there is no contra indication. If side

effects develop then treatment can

shift to SSRIs) 

o SSRIs are assoc ia ted wi th  an

increased risk of bleeding, especially

in older peopleor in people taking

other drugs that have the potential to

damage thegastrointestinal mucosa

or interfere with clotting. In particular,

c o n s i d e r  p r e s c r i b i n g

agastroprotective drug in older

people who are taking non-steroidal

anti-inflammatorydrugs (NSAIDs) or

aspirin.

Fluoxetine, fluvoxamine and paroxetine

are associated with a higher propensity

for drug interactions than other SSRIs.

Paroxetine is associated with a higher

incidence of discontinuation symptoms

than other SSRIs.

1.5.2.4 When prescribing drugs other

than SSRIs, take the following into

account:

o The increased l ikel ihood of the

person stopping treatment because

of side effects(and the consequent

need to increase the dose gradually)

with venlafaxine,duloxetine and

TCAs.

o T h e  s p e c i f i c  c a u t i o n s ,

contraindications and monitoring

requirements for somedrugs. For

example:

- the potential for higher doses of

venlafaxine to exacerbate cardiac 

arrhythmias and the need to monitor

the person's blood pressure

- t he  poss ib l e  exace rba t i on  o f

hypertension with venlafaxine and

duloxetine

- the potential for postural hypotension

and arrhythmias with TCAs

- t he  need  f o r  haema to l og i ca l

monitoring with mianserin in elderly

people.

Sta r t ing  and  i n i t i a l  phase  o f

treatment

1 . 5 . 2 . 3  W h e n  p r e s c r i b i n g

antidepressants, explore any concerns

the person with

d e p r e s s i o n  h a s  a b o u t  t a k i n g

medication, explain fully the reasons for

prescribing, and provide information

about taking antidepressants, including:

o the gradual development of the full

antidepressant effect

o the importance of taking medication

as prescr ibed and the need to

continuetreatment after remission
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o the potential for interactions with

other medications

o the risk and nature of discontinuation

symptoms with all antidepressants,

particularlywith drugs with a shorter

half-life (such as paroxetine and

ven l a f a x i n e ) ,  a n d  h ow t h e s e

symptoms can be minimized

o the fact that addiction does not occur

with antidepressants.

Offer written information appropriate to

the person's needs.

1 . 5 . 2 . 4  Fo r  p eop l e  s t a r t e d  on

antidepressants who are not considered

to be at increased risk of suicide,

normally see them after 2 weeks. See

them regularly thereafter, for example

at intervals of 2 to 4 weeks in the first 3

months, and then at longer intervals if

response is good.*

(At Karachi Psychiatric Hospital we

advise seeing the patient every week,

in  the second, and as  needed

thereaf ter  in  order  to  provide

counseling and track side effects if

any.) 

1.5.2.5 If a person with depression

deve l ops  s i d e  e f f e c t s  e a r l y  i n

antidepressant treatment, provide

appropriate information and consider

one of the following strategies:

o monitor symptoms closely where

side effects are mild and acceptable

to the personor

o stop the antidepressant or change to

a different antidepressant if the

person prefersor

o in  d iscuss ion wi th the person,

consider short-term concomitant

treatment with abenzodiazepine if

anxiety, agitation and/or insomnia

are problematic (except inpeople with

chronic symptoms of anxiety); this

should usually be for no longer than2

weeks in  order to  prevent the

development of dependence.

1.5.2.6 People who start on low-dose

TCAs and who have a clear clinical

response can be maintained on that

dose with careful monitoring.

1.5.2.7 If the person's depression

shows no improvement after 2 to 4

weeks with the first antidepressant,

check that the drug has been taken

regularly and in the prescribed dose.

1.5.2.8 If response is absent or minimal

after 3 to 4 weeks of treatment with a

therapeutic dose of an antidepressant,

increase the level of support (for

example, by weekly face-to-face or

telephone contact) and consider:

o increasing the dose in line with the

SPC if there are no significant side

effects or

o switching to another antidepressant if

there are sideeffects or if the person

prefers.

1.5.2.12 If the person's depression

shows some improvement by 4 weeks,

continue treatment for another 2 to 4

weeks. Consider switching to another

antidepressant if:

o response is still not adequate or

o there are side effects
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1.5.3: Psychological
interventions

D e l i v e r i n g  h i g h - i n t e n s i t y

psychological interventions

For all high-intensity psychological

interventions, the duration of treatment

should normally be within the limits

indicated in this guideline. As the aim of

treatment is to obtain s igni f icant

improvement or remission the duration

of treatment may be:

o reduced i f  remission has been

achieved

o increased if progress is being made,

and there is agreement between the 

practitioner and the person with

depression that further sessions

would be beneficial (for example, if

there is a comorbid personali ty

disorder or significant psychosocial

factors that impact on the person's

ability to benefit from treatment).

1.5.3.2 For all people with depression

having individual CBT, the duration of

treatment should typically be in the

range of 16 to 20 sessions over 3 to 4

months. Also consider providing:

o two sessions per week for the first 2

to 3 weeks of treatment for people

withmoderate or severe depression

o f o l l ow- u p  s e s s i o n s  t yp i c a l l y

consisting of three to four sessions

over the following 3to 6 months for
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all people with depression.

1.5.3.3 For all people with depression

having IPT, the duration of treatment

should typically be in the range of 16 to

20 sessions over 3 to 4 months. For

peop le  wi th  seve re  depress ion ,

consider providing two sessions per

week for the first 2 to 3 weeks of

treatment.

1.5.3.4 For all people with depression

having behavioural activation, the

duration of treatment should typically be

in the range of 16 to 20 sessions over 3

to 4 months. Also consider providing:

o two sessions per week for the first 3

to 4 weeks of treatment for people

withmoderate or severe depression

o f o l l ow- u p  s e s s i o n s  t yp i c a l l y

consisting of three to four sessions

over the following 3 to 6 months for

all people with depression.

1.5.3.5 Behavioural couples therapy for

depression should normally be based

on behavioural principles, and an

adequate course of therapy should be

15 to 20 sessions over 5 to 6 months.

Delivering counselling
1.5.3.6 For all people with persistent

subthreshold depressive symptoms or

mild to moderate depression having

counselling, the duration of treatment

should typically be in the range of six to

ten sessions over 8 to 12 weeks.

Delivering short-term
psychodynamic psychotherapy
1.5.3.7 For all people with mild to

moderate depression having short-term

psychodynamic psychotherapy, the

duration of treatment should typically be

in the range of 16 to 20 sessions over 4

to 6 months.

1.6 Treatment choice based on
depression subtypes and
personal characteristics

There is l i t t le  evidence to guide

prescribing in relation to depression

subtypes or personal characteristics.

The main issue concerns the impact of

o ther  phys ica l  d iso rders  on  the

treatment of depression.

1 . 6 . 1 . 1  W h e n  p r e s c r i b i n g

antidepressants for older people:

o prescribe at an age-appropriate dose

taking into account the effect of

g ene r a l  p h ys i c a l  h ea l t h  a nd

c o n c om i t a n t  me d i c a t i o n  o n

pharmacokinetics and 

pharmacodynamics

o carefully monitor for side effects.

1.6.1.2 For people with long-standing

moderate or severe depression who

would benefit from additional social or

vocational support, consider:

o be f r i end ing  as  an  ad junc t  t o

pharmacological or psychological

treatments; befriending should be by

t ra ined  vo l un tee rs  p rov id i ng ,

typically, at least weekly contact for

between 2 and 6 months

o a rehabi l i tat ion programme if a

person's depression has resulted in

loss of work ordisengagement from
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other social activities over a longer

term.

1.7 Enhanced care for
depression

1.7.1.1 Medication management as a

separate intervention for people with

depression should not be provided

routinely by services. It is likely to be

effective only when provided as part of

a more complex intervention.

1.8 Sequencing treatments after
initial inadequate response

Some people have depression that

does not  respond wel l  to  in i t ia l

treatment. This section describes

strategies to adopt if this occurs.

1.8.1 Drug treatments

1.8.1.1 When reviewing drug treatment

for a person with depression whose

symptoms have  no t  adequate l y

responded to initial pharmacological

interventions:

o check adherence to, and side effects

from, initial treatment

o i n c r e a s e  t h e  f r e q u e n c y  o f

appo i n tmen ts  us i ng  ou t come

monitoring with a validatedoutcome

measure

o be aware  tha t  us ing  a  s ing le

a n t i d e p r e s s a n t  r a t h e r  t h a n

c o m b i n a t i o n  m e d i c a t i o n

o r a u gme n t a t i o n   i s  u s u a l l y

associated with a lower side-effect 

burden

o consider reintroducing previous

t r e a tme n t s  t h a t  h a v e  b e e n

inadequately deliveredor adhered to,

including increasing the dose

o consider switching to an alternative

antidepressant.

Switching antidepressants

1.8.1.2 When switching to another

antidepressant, be aware that the

evidence for the relative advantage of

switching either within or between

classes is weak.

Consider switching to:

o initially a different SSRI or a better

t o l e r a t e d  n ewe r - g e n e r a t i o n

antidepressant

o subsequently an antidepressant of a

different pharmacological class that

may be less wel l  to lerated, for

example venlafaxine, or a TCA.

1.8.1.3 When switching to another

antidepressant, which can normally be

achieved within 1 week when switching

from drugs with a short halflife, consider

the  po ten t ia l  fo r  in te rac t ions  in

determining the choice of new drug and

the nature and duration of the transition.

Exercise part icular caut ion when

switching:

o f r o m  f l u o x e t i n e  t o  o t h e r

antidepressants, because fluoxetine

has a long half-life(approximately 1

week)

o from fluoxetine or paroxetine to a

TCA, because both of these drugs

inhibit themetabolism of TCAs; a
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lower starting dose of the TCA will be

required, particularly ifswitching from

fluoxetine because of its long half-life

o t o  a  n e w  s e r o t o n e r g i c

antidepressant, because of the risk

of serotonin syndrome

C o m b i n i n g  a n d  a u g m e n t i n g

medications

' A u g m e n t a t i o n '  i s  w h e n  a n

an t i dep r es san t  i s  u sed  w i t h  a

n o n - a n t i d e p r e s s a n t  d r u g  a n d

' c o m b i n a t i o n '  i s  w h e n  t w o

antidepressants are used together.

1.8.1.4 When using combinations of

medications :

o select medications that are known to

be safe when used together

o be aware of the increased side-effect

burden this usually causes

o d iscuss  the  ra t i ona le  fo r  any

combination with the person with

depression.

1.8.1.5 If a person with depression is

informed about,  and prepared to

tolerate, the increased side-effect

bu rden ,  cons ide r  comb in i ng  o r

augmenting an antidepressant with:

o lithium or

o a n  a n t i p s y c h o t i c  s u c h  a s

a r i p i p r a z o l e * ,  o l a n z a p i n e * ,

quetiapine* or risperidone* or

o another antidepressant such as

mirtazapine or mianserin.

1.8.1.6 When prescribing lithium:

o monitor renal and thyroid function

before treatment and every 6 months

duringtreatment (more often if there

is evidence of renal impairment)

o consider ECG monitoring in people

with depression who are at high risk

of cardiovascular disease

o monitor serum lithium levels 1 week

after initiation and each dose change

unti lstable, and every 3 months

thereafter.

1 . 8 . 1 . 7  W h e n  p r e s c r i b i n g  a n

antipsychotic, monitor weight, lipid and

glucose levels, and side effects (for

example, extrapyramidal side effects

and prolactin-related side effects with

risperidone).

1.8.1.8 The following strategies should

not be used routinely:

o augmentation of an antidepressant

with a benzodiazepine for more than

2 weeks  as the re  i s  a  r i sk  o f

dependence

o augmentation of an antidepressant

with buspirone*, carbamazepine,

lamotrigineor valproate as there is

insufficient evidence for their use

Combined psychological and drug

treatment

1.8.1.9 For a person whose depression

h a s  n o t  r e s p o n d e d  t o  e i t h e r

pharmacological or psychological

interventions, consider combining

antidepressant medication with CBT.

1.9 Continuation and relapse
prevention

1.9.1.1 Support and encourage a

person who has benefited from taking
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an  an t i d ep r e ssan t  t o  c on t i n ue

medication for at least 6 months after

remission of an episode of depression.

Discuss with the person that:

o this greatly reduces the r isk of

relapse

o antidepressants are not associated

with addiction.

1.9.1.2 Review with the person with

depression the need for continued

antidepressant treatment beyond 6

months after remission, taking into

account:

o the number of previous episodes of

depression

o the presence of residual symptoms

o concurrent physical health problems

and psychosocial difficulties.

1.9.1.3 For people with depression who

are at significant risk of relapse or have

a history of recurrent depression,

discuss with the person treatments to

reduce the risk of recurrence, including

continuing medication, augmentation of 

medication or psychological treatment

(CBT). Treatment choice should be 

influenced by:

o previous treatment history, including

the consequences of a relapse,

residualsymptoms, response to

p r e v i o u s  t r e a tmen t  a n d  a n y

discontinuation symptoms

Using medication for relapse 

prevention

1.9.1.4 Advise people with depression

to continue antidepressants for at least

2 years if they are at risk of relapse.

Maintain the level of medication at

which acute treatment was effective

(unless there is good reason to reduce

the dose, suchas unacceptable adverse

effects) if:

o they have had two or more episodes

of depression in the recent past,

dur ing  which they exper ienced

significant functional impairment

o they have other risk factors for

relapse such as residual symptoms,

multipleprevious episodes, or a

history of severe or prolonged

episodes or of inadequateresponse

o the consequences of relapse are

likely to be severe (for example,

suicide attempts,loss of functioning,

severe life disruption, and inability to

work).

1.9.1.5 When deciding whether to

cont inue maintenance t reatment

beyond 2 years, re-evaluate with the

person with depression, taking into

account age, comorbid conditions and

other risk factors.

1.9.1.6 People with depression on

long-term maintenance treatment

should be regularly re-evaluated, with

frequency of contact determined by:

o comorbid conditions

o risk factors for relapse

o severity and frequency of episodes of

depression.

1.9.1.7 People who have had multiple

episodes of depression, and who have

had agood response to treatment with

an antidepressant and an augmenting

ag e n t ,  s h o u l d  r ema i n  o n  t h i s
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combination after remission if they find

the  s i d e  e f f e c t s  t o l e r ab l e  and

acceptab le . I f  one medicat ion is

stopped, it should usually be the 

augmenting agent. Lithium should not

be used as a sole agent to prevent

recurrence.

Psychological interventions for

relapse prevention

1.9.1.8 People with depression who are

considered to be at significant risk of

relapse (including those who have

re lapsed despi te  ant idepressant

treatment or who are unable or choose

no t  to  con t i nue  an t i dep ressan t

treatment)  or  who have res idual

symptoms, should be offered one of the

following psychological interventions:

o individual CBT for people who have

relapsed despite antidepressant

medicationand for people with a

significant history of depression and

residual symptomsdespite treatment

o mindfulness-based cognitive therapy

for people who are currently well but

haveexperienced three or more

previous episodes of depression.

Delivering psychological 

interventions for relapse prevention

1.9.1.9 For all people with depression

who are having individual CBT for

relapse prevention, the duration of

treatment should typically be in the

range of 16 to 20 sessions over 3 to 4

months. If the duration of treatment

needs to be extended to achieve

remission it should:

o consist of two sessions per week for

the first 2 to 3 weeks of treatment

o include additional follow-up sessions,

typically consisting of four to six

sessions overthe following 6 months.

1.9.1.10 Mindfulness-based cognitive

therapy should normally be delivered in

groups of8 to 15 participants and

consist of weekly 2-hour meetings over

8 weeks and four follow-up sessions in

the  12  months  a f te r  the end o f

treatment.

1.9.2 Stopping or reducing
antidepressants

1.9.2.1 Advise people with depression

who are taking antidepressants that 

discontinuation symptoms * may occur

on stopping, missing doses or, 

occasionally, on reducing the dose of

the drug. Explain that symptoms are 

usually mild and self-limiting over about

1 week, but can be severe, particularly

if the drug is stopped abruptly.

(*Discontinuation symptoms include

increased mood change, restlessness,

di f f icul ty s leeping, unsteadiness,

sweating, abdominal symptoms and

altered sensatios.)

1 . 9 . 2 . 2  W h e n  s t o p p i n g  a n

antidepressant, gradually reduce the

dose, normally over a 4-week period,

although some people may require

longer periods, particularly with drugs
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with  a  shor ter  ha l f - l i fe  (such as

paroxetine and venlafaxine). This is not

required with fluoxetine because of its

long half-life.

1.9.2.3 Inform the person that they

should seek advice if they experience

significant discontinuation symptoms. If

discontinuation symptoms occur:

o monitor symptoms and reassure the

person if symptoms are mild

o consider reintroducing the original

antidepressant at the dose that was

effective (oranother antidepressant

with a longer half-life from the same

class) if symptoms aresevere, and

reduce the dose gradually while

monitoring symptoms.

1.10 Step 4:complex and
severe depression

1.10.1.1 The assessment of a person

with complex and severe depression 

should include:

o their symptom profile, suicide risk

and, where appropriate, previous

treatmenthistory

o associated psychosocial stressors,

personality factors and significant

relationshipdifficulties, particularly

where the depression is chronic or

recurrent

o associated comorbidities including

alcohol and substance misuse, and

personalitydisorders.

1.10.1.2 After thoroughly reviewing

previous treatments for depression,

cons ide r  re in t roduc ing  p rev ious

treatments that have been inadequately

delivered or adhered to.

1.10.1.3 Use crisis resolution and home

treatment teams to manage crises for

people with severe depression who

present significant risk, and to deliver

high-quality acute care. The teams

should monitor risk as a high-priority

routine activity in a way that allows

people to continue their lives without

disruption.

1.10.1.4 Teams working with people

with complex and severe depression

should

d e v e l o p  c o m p r e h e n s i v e

mu l t i d i s c i p l i na r y  ca r e  p l an s  i n

collaboration with the

person with depression (and their family

or carer, if agreed with the person).

The care plan should:

o i den t i fy  c lear l y the  ro les  and

responsibilities of all health and

social care professionals involved

o develop a crisis plan that identifies

potential triggers that could lead to a

crisis andstrategies to manage such

triggers

o be shared with the person with

depress ion and other re levant

peopleinvolved in the person's care.

1.10.2 Inpatient care, and crisis

resolution and home treatment teams

1.10.2.1 Consider inpatient treatment

for people with depression who are at

significant risk of suicide, self-harm or

self-neglect.
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1.10.2.2 The full range of high-intensity

psychological interventions should

normally be offered in inpatient settings.

However, consider increasing the

i n t e n s i t y  a n d  d u r a t i o n  o f  t h e

interventions and ensure that they can

be provided effectively and efficiently on

discharge.

1.10.3 Pharmacological management

of  depress ion  w i th  psychot ic

symptoms

1 .10 .3 .1  Fo r  peop l e  who  have

depression with psychotic symptoms,

consider augmenting the current

treatment p lan with antipsychotic

medication (although the optimum dose

and  du r a t i on  o f  t r e a tmen t  a r e

unknown).

1.10.4 Electroconvulsive therapy

(ECT)

1.10.4.1 Consider ECT for acute

treatment of severe depression that is

l i fe threatening and when a rapid

response is required, or when other

treatments have failed.

1.10.4.2 Do not use ECT routinely for

people with moderate depression but

consider it if their depression has not

responded to multiple drug treatments

and psychological treatment.

1.10.4.3 For people whose depression

has not responded well to a previous

course of ECT, consider a repeat trial of

ECT only after:

o reviewing the adequacy of the

previous treatment course and

o considering all other options and

o discussing the risks and benefits with

t h e  p e r s o n  a n d / o r ,  w h e r e

appropriate, theiradvocate or carer.

1.10.4.4 When considering ECT as a

treatment choice, ensure that the

person with depression is fully informed

of the risks associated with ECT, and

with the risks and benefits specific to

them. Document the assessment and

consider:

o the risks associated with a general

anaesthetic (At Karachi Psychiatric

Hospital we provide ECT without

anaesthesia to those can't the

extra cost)

o current medical comorbidities

o potential adverse events, notably

cognitive impairment

o the  r i sks  assoc ia ted  wi th  no t

receiving ECT.

The risks associated with ECT may be

greater in o lder people; exercise

particular caution when considering

ECT treatment in this group.

1.10.4.5 A decision to use ECT should

be made jointly with the person with

depression as far as possible. Also be

aware that:

o valid informed consent should be

obtained (i f the person has the

capacity to grant orrefuse consent)

without the pressure or coercion that

m i g h t  o c c u r  a s  a  r e s u l t  o f

thecircumstances and clinical setting

o if informed consent is not possible,
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ECT should only be given  after the

pe rson 's  advoca te  o r  ca re r i s

consulted.

1.10.4.6 The choice of electrode

placement and stimulus dose related to

seizure threshold should balance

efficacy against the risk of cognitive

impairment.

Take into account that:

o bilateral ECT is more effective than

unilateral ECT but may cause more

cognitiveimpairment

o with unilateral ECT, a higher stimulus

dose is associated with greater

efficacy, butalso increased cognitive

impairment compared with a lower

stimulus dose.

1.10.4.7 Assess clinical status after

each ECT treatment using a formal

valid outcome measure, and stop

treatment when remission has been

achieved, or sooner if side effects

outweigh the potential benefits.

(We advise  a  course  o f  the ten

treatments because there is evidence

that treatments are discontinued as

soon there is  more inc idence of

relapse.)

1.10.4.8 Assess cognitive function

before the first ECT treatment and

monitor at least every three to four

treatments, and at the end of a course

of treatment.

1.10.4.9 Assessment of cognit ive

function should include:

o orientation and time to reorientation

after each treatment

o mea s u r e s  o f  n ew  l e a r n i n g ,

retrograde amnesia and subjective

memory impairmentcarried out at

least 24 hours after a treatment.

If  there is evidence of significant

cognitive impairment at any stage

consider, in discussion with the person

with depression, changing from bilateral

to unilateral electrode placement,

reducing the stimulus dose or stopping

treatment depending on the balance of

risks and benefits.

1.10.4.10 If a person's depression has

responded to  a  course  o f  ECT,

antidepressant medication should be

continued to prevent relapse. Consider

l i t h i u m  a u g m e n t a t i o n  o f

antidepressants.

Assessing depression
and its severity

As set out in the introduction to this

g u i d e l i n e ,  t h e  a s s e s smen t  o f

depression is based on the

criteria in DSM-IV. Assessment should

include the number and severity of

symptoms, duration of

the current episode, and course of

illness.

Key symptoms:

o persistent sadness or low mood;

and/or

o marked loss of interests or pleasure.

At least one of these, most days,

most of the time for at least 2 weeks.

If any of above present, ask about
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associated symptoms:

o dis turbed s leep (decreased or

increased compared to usual)

o decreased or increased appetite

and/or weight

o fatigue or loss of energy

o agitation or slowing of movements

o poor concentration or indecisiveness

o f ee l i ngs  o f  wo r th l e ssness  o r

excessive or inappropriate guilt

o suicidal thoughts or acts.

Then ask  about  dura t ion  and

associated disability, past and family

history of mood disorders, and

availability of social support

1. Factors that favour general advice

and active monitoring:

o four or fewer of the above symptoms

with little associated disability

o symptoms intermittent, or less than 2

weeks' duration

o recent onset with identified stressor 

o no  pas t  o r  f am i l y  h i s t o r y  o f

depression

o social support available 

o lack of suicidal thoughts.

2. Factors that favour more active

treatment:

o f i ve  o r  mo re  s ymp toms  wi t h

associated disability

o p e r s i s t e n t  o r  l o n g - s t a n d i n g

symptoms

o persona l  o r  f am i l y  h i s to ry  o f

depression

o low social support

o occasional suicidal thoughts.

3. Factors that favourintensive

treatment:

o inadequate or incomplete response

to two or more interventions

o recurrent episode within 1 year of last

one

o history suggestive of bipolar disorder

o the person wi th depress ion or

relatives request referral

o more persistent suicidal thoughts

o self-neglect.

o actively suicidal ideas or plans

o psychotic symptoms

o severe agitation accompanying

severe symptoms

o severe self-neglect.

Depression definitions

Subthreshold depressive symptoms: 

Fewer than 5 symptoms of depression.

Mi ld  depress ion :  Few,  i f  any,

symptoms in excess of the 5 required to

make the diagnosis, and symptoms

resu l t  i n  on l y  m ino r  f unc t i ona l

impairment.

Moderate depression: Symptoms or

functional impairment are between

'mild' and 'severe'.

Severe depression: Most symptoms,

and the symptoms markedly interfere

with functioning. Can occur with or

without psychotic symptoms.
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The existence of different subtypes of

depressive episodes (ie, endogenous

and nonendogenous) was init ial ly

postulated at least 80 years ago. In the

e a r l y  f o rm u l a t i o n s ,  t h e  t e r m

"endogenous depression" was used to

describe a more severe biologically

m e d i a t e d  i l l n e s s ,  w h e r e a s

"nonendogenous depress ion"  o r

"exogenous depression" referred to a

less severe and env ironmental ly

mediated condition characterized by

mood reactivity. It was not until the

introduction of the first monoamine

oxidase inhibitor (MAOI)-iproniazid-that

the term "atypical depression" began to

emerge to describe a particular variant

of nonendogenous depression. 

Originally, endogenous, or melancholic,

depression was thought to be the

proto typ ica l  form of  depress ion.

Endogenous depression manifested

with neurovegetative symptoms and

nonreact ive mood and  regu la r l y

r e s p o n d e d  t o  t h e  t r i c y c l i c

antidepressant (TCA) imipramine

and/or electroconvulsive therapy (ECT).

A different subgroup of patients was

found to be responsive to iproniazid

(the first commercially available MAOI,

but currently off the market because of

significant toxicity) and nonresponsive

to wel l-establ ished treatments for

depression (ie, imipramine and ECT).

Furthermore, those patients presented

an unusual constellation of symptoms

character ized by the absence of

endogenous-type neurovegetative

symptoms  and  the  p resence  o f

emotional reactivity.

O n  t h e  b a s i s  o f  t h e s e  e a r l y

observations, the existence of a unique

subtype of nonendogenous depressive

episodes character ized by mood

reactivity with reversed neurovegetative

symptoms ( ie ,  hypersomnia and

hype rphag ia )  and  a  p red ic tab le

response to certain antidepressants

was proposed and termed "atypical

depression." The hypothesis that such

d e p r e s s i o n s  w e r e  r e l a t i v e l y

nonresponsive to TCAs and more

responsive to MAOIs was further

supported by studies in the 1970s and

1980s. Atypical depression was formally

recognized in 1994, when i t  was

included as an "episode specifier" in

DSM-IV.

DIAGNOSIS
The DSM-IV specifier "with atypical

features" can be used to characterize

the current or most recent depressive

episode in patients with either unipolar
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or bipolar type mood disorder and in

patients with dysthymic disorder. As

described in the Table, the DSM-IV

specifier requires the presence of mood

reactivity (criterion A) and at least 2 of 4

criterion B features (significant weight

gain or hyperphagia, hypersomnia,

leaden paralysis, and interpersonal

rejection sensitivity resulting in social or

occupational impairment). If the patient

meets criteria for either melancholic or

catatonic features during the same

major depressive episode, a diagnosis

of atypical depression cannot be made

(criterion C). To avoid overdiagnosis or

u n de r d i a g no s i s ,  b e a r  i n  m i n d

definitional aspects of the clinical

features that constitute the criteria for

atypical depression. Mood reactivity

means that clinically depressed patients

have the capacity to feel at least 50%

better and even become transiently

euthymic when exposed to positive

events (eg, a compliment). Although

never studied in a rigorous prospective

manner, it has been reported that

patients with atypical depression can

remain euthymic for extended periods if

the external circumstances remain

positive. With respect to hyperphagia, a

clear and sustained increase in appetite

or a  5- lb weight gain  dur ing the

depressive episode would satisfy

criterion B1 (see Table).
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DSM-IV criteria for atypical depression

features specifier Hypersomnia refers to

either a total of at least 10 hours of

sleep per day, including nighttime sleep

and daytime naps, or at least 2 hours

more than when not depressed. Leaden

paralysis is defined as a sensation of

heaviness in the arms or legs as if they

were made of lead; it is generally

present for at least an hour a day but

can last for many hours at a time.

Interpersonal rejection sensitivity in the

context of atypical depression implies a

lifelong trait (during both periods of

depression and periods of euthymia)

that is typically exacerbated during

depressive episodes. It is characterized

by an excess ive or  patho log ica l

sensitivity to rejection and/or criticism

leading to functional impairment (eg,

stormy relationships, inability to sustain

long-term relationships, problems at

work,  avoidance of re lat ionships

because of fear of rejection, avoidance

and  fea r  o f  embar rassment )  o r

maladaptive behavioral responses such

as  subs tance  abuse .  Re jec t i on

sensit iv i ty seems to be the most

common clinical feature in atypical

depression, as demonstrated by a study

of 332 patients, of whom 71% reported

rejection sensitivity, 47% hyperphagia,

47% leaden para lys is ,  and  35%

oversleeping. 

PREVALENCE, COURSE, AND
COMORBIDITY

Although the term "atypical" implies an

unusual  or  uncommon condi t ion,

depression with atypical features is in

fact a common clinical presentation and

is one of the most common forms of

depression in outpatient sett ings.

Estimates in both community and

clinical settings suggest that 15.7% to

36.6% of patients with depression

present with atypical features. This

estimate is in harmony with the 18%

prevalence of atypical depression

detected in the Sequenced Treatment

Alternatives to Relieve Depression

(STAR*D) study series and with the

42% prevalence in a sample of 396

patients with depression. The presence

of atypical features is even higher (up to

50%) in patients with bipolar II disorder

and dysthymic disorder.

Studies have suggested that patients

with atypical depression tend to have

an earlier onset of symptoms and a

more  ch ron ic  course  than  the i r

melancholic counterparts. Atypical

depression is more common in younger

women. Also,  ra tes o f  comorb id

conditions, such as anxiety, cluster B

and C personality disorders, substance

abuse, and somatization disorder, seem

to be higher in patients with atypical

depression than in those with other

forms of depression.

Validity of atypical depression
and its DSM-IV criteria

Although atypical depression appears

to be clinically and diagnostically well
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characterized, the DSM-IV criteria for

diagnosing atypical depression and its

validity as a subtype of depression have

been questioned recently.3,4 Pertinent

sources of controversy include the

following.

o The inconsistency between reactive

mood and the presence or absence

of criterion B features

o Both the sex bias and the definition

of rejection sensitivity

o The exclusion of state-dependent

anxiety 

Reactive mood 
The validity of mood reactivity as a

mandatory feature for diagnosing

a t yp i c a l  d e p r e s s i o n  h a s  b e en

challenged. Findings from 4 studies

showed that mood reactivity does not

significantly correlate with the presence

of criterion B features, which suggests

that mood reactivity should not be

considered an obligatory feature for the

diagnosis of atypical depression.

Furthermore, regarding melancholia

(which requires the loss of mood

reactivi ty) as exclusionary of the

diagnosis of  a typica l  depress ion

subtype makes the presence of reactive

mood largely redundant. The inclusion

of mood reactivity as an essential

feature also neglects the fact that some

depressive episodes, when qui te

severe, manifest with a nonreactive

mood, even in the presence of reversed

neurovegetative symptoms. The term

"anergic depression" is sometimes used

to describe depressive episodes that

take this form.

One establ ished characterist ic of

atypical depression is its differential

response to MAOIs. The correlation

between the presence or absence of

react ive mood and a di f ferent ia l

response to either TCAs or MAOIs has

been chal lenged by a number of

pharmacological studies. Findings from

those  s tud ies  sugges t  tha t  the

effectiveness of MAOIs in depression is

not necessarily associated with mood

reactivity, implying that the presence of

th is  speci f ic  feature may not  be

essential for diagnosing this syndrome. 

The hypothesis that reactive mood as a

mandatory criterion is not indispensable

for the diagnosis of atypical depression

was supported by the community study

by Angst and colleagues. Although

mood reactivity was the most common

symptom reported by their sample of

patients with atypical depression (89%

to 90%), other symptoms (ie, rejection

sensit iv i ty,  leaden paralysis,  and

hype r somn i a )  we re  a l s o  qu i t e

commonly present (78% to 89%). This

suggests that atypical depression could

also be effectively diagnosed when

mood reactivity is not considered a

mandatory criterion. In a more recent

analysis, Angst and colleagues reported

that diagnosis of atypical depression

could be made with equal validity if 3 of

5 criteria (including mood reactivity) or 2

of 4 criteria (excluding mood reactivity)

were used. 
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Clearly, the inclusion of mood reactivity

as a mandatory or hierarchical criterion

for the diagnosis of atypical depression

should be reassessed. This could be

done using the available literature or,

ideally, through more specific studies

(ie, compare subjects with 2 or more

criterion B symptoms and reactive

mood with subjects with 2 or more

criterion B symptoms without reactive

mood). 

Biological features of
atypical depression

Evidence for the validity of atypical

depression as a distinct subtype of

depression includes distinct biological

correlates, such as the following: 

o Abnormalities of hypothalamic- 

pituitary-adrenal (HPA) axis activity

o Polysomnographic findings

o A s ymme t r y  o f  h em i s p h e r i c

processing on psychophysiological

testing

o Distinct regional cerebral blood flow

patterns on single photon emission

CT (SPECT)

The characteristic biological profile of

atypical depression includes either

normal or abnormally decreased HPA

axis function; a relatively normal

po lysomnograph ic  s leep p rof i le ;

increased frontal, temporal, and parietal

perfusion; and abnormally increased

right hemispheric processing when

performing psychophysiological tasks.

Thus, the neurobiological profile of

patients with atypical depression is both

distinct from melancholia and, on select

measures, abnormal compared with

that of healthy controls. Interestingly,

the most abnormal profiles appear to be

evident in patients whose atypical

depression has an early onset and a

chronic course.

A SPECT brain perfusion study in

patients wi th atypical  depression

showed increased frontal, temporal,

and parietal perfusion coupled with

decreased occipital perfusion relative to

that seen in patients with melancholic

and undifferentiated depression (ie,

neither atypical nor melancholic). A

SPECT study also showed increased

right frontal perfusion relative to that

seen in individuals in the control group.

These specific biological characteristics

imply that atypical depression is in fact

a distinct entity and, as such, requires a

distinct treatment approach. 

TREATMENT
Differential  response to standard

treatments is historically the strongest

determinant of atypical depression as a

distinct subtype; patients with atypical

dep ress i on  have  a  p re fe ren t i a l

response to MAOIs compared with

TCAs and less robust therapeutic

responses to ECT. Although some

studies have failed to demonstrate the

relationship between atypical features

and preferential response to certain
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medications, the therapeutic benefit of

MAOIs in atypical depression is widely

accepted in practice guidelines and has

been confirmed by meta-analyses.

MAOIs
The f i rs t  repor ts  o f  p re fe ren t ia l

response to MAOIs were based on

uncontrolled case series; early attempts

t o  r e p l i c a t e  t h e s e  f i n d i n g s  i n

larger-scale randomized controlled trials

(RCTs) met with only limited success

(see Thase and colleagues for detailed

review). Subsequent prospective trials

using specific diagnostic criteria for

atypical depression have generally

s u p p o r t e d  t h e  s u p e r i o r i t y  o f

MAOIs-particularly phenelzine-over

TCAs. For example, Liebowitz and

colleagues randomized 119 patients

with atypical depression to phenelzine,

imipramine, or placebo. Improvement in

both active groups was significantly

superior to that in the placebo group;

response rates were 71%, 50%, and

28% for phenelzine, imipramine, and

placebo, respectively. Although the

21% di f ference in response rate

between the phenelzine and imipramine

groups was not statistically significant,

the overall trend favored the MAOI.

Similar findings were obtained by

Quitkin and colleagues in an RCT of 90

outpatients with atypical depression.

They observed response rates of 83%,

50%,  and  19% fo r  phene l z i ne ,

imipramine, and placebo, respectively.

In this study, the difference in response

r a t e  b e twe e n  p h e n e l z i n e  a n d

imipramine was both clinically and

statistically significant (P = .005).

The util i ty of phenelzine was also

supported in a 2-stage, double-blind

s tudy  o f  pa t i en t s  wi t h  a t yp i ca l

depression. During the first stage,

response rates were significantly higher

for phenelzine at both 6- and 12-week

assessments (63% at 6 weeks and

51% at 12 weeks) than for imipramine

(35% at 6 weeks and 24% at 12

weeks).56 During the second phase,

nonresponders to imipramine were

switched to phenelzine; a response rate

of 67% was observed. Only 41% of the

phenelzinenonresponders responded to

imipramine.

Interestingly, another placebo-controlled

RCT conducted by the same group of

investigators compared phenelzine and

imipramine in outpat ients wi th a

depressive episode characterized by

reactive mood but none of the other

criteria for atypical depression. In this

trial, response rates to the MAOI and to

the TCA were essentially identical (75%

for phenelzine and 74% for imipramine);

both drugs were superior to placebo.

When taken together, these findings

suggest that mood reactivity per se is

not related to drug response, but rather

it is the presence of criterion B features

that predicts response to MAOIs.

It is also worth noting that results of a

re-analysis suggest that the overall
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advantage of the MAOI over the TCA in

the aforementioned studies may well be

the result of the relative inferiority of

imipramine in patients with early onset

of illness (ie, before age 21 years) and

chronic atypical depression (ie, duration

of at least 2 years with well periods of

no longer than 2 months). In fact,

among the patients with a later illness

onset and a less chronic course, the

imipramine response rate was about

65%  ( a p p r o x ima t i n g  t h a t  w i t h

phenelzine). Although 4 different MAOIs

are l icensed by the FDA for the

treatment of major depression (ie,

t r a n y l c y p r om i n e ,  p h e n e l z i n e ,

i s o c a r b o xa z i d ,  a n d  s e l e g i l i n e

transdermal delivery system), only the

label for phenelzine includes a clear

indication for atypical features.

SSRIs
Although MAOIs are clearly effective in

patients with atypical depression, they

are not considered first-line choices

because  of  the  requ i red  d ie tary

restrict ions and potential adverse

effects. In light of this, researchers have

switched their focus to the potential role

of non-MAOI/non-TCA medications in

the treatment of atypical depression. 

In the first study to directly compare an

SSRI wi th  an MAOI,  Pande and

colleagues randomized 40 patients with

atypical depression to a 6-week course

of either fluoxetine (20 to 60 mg/d) or

phenelzine (15 to 90 mg/d). Response

rates (defined as a decrease of 50% or

more in Hamilton Rating Scale for

Depression-17 [HAMD-17] or a Clinical

Global  Impressions Improvement

[CGI-I] score of 1 or 2) for fluoxetine

and phenelzine were reported as 80%

to  85% and  85%,  respec t i ve l y .

Remission rates (HAMD-17 less than 5

and a CGI-I score of 1 or 2) were 80%

for fluoxetine and 70% for phenelzine.

No statistically significant differences

were found between the groups, but the

frequency of adverse effects was lower

with fluoxetine. This study suggests that

fluoxetine may be as effective as

phenelzine in the treatment of atypical

depression, with the SSRI having a

better tolerability profile. 

Further attempts to establish the utility

of SSRIs in the treatment of atypical

depression include trials of SSRIs

(fluoxetine and sertraline) versus the

reversible MAOI drug moclobemide. In

the  f i rs t  t r ia l ,  moc lobemide  (an

inves t i ga t iona l  d rug  tha t  i s  no t

commercially available in the United

States) at a median dose of 379 mg

displayed superiority as evidenced by

response rates ranging from 71% to

91% (HAMD and CGI-I) over the 60% to

65% for fluoxetine at a median dose of

27 mg in the sample of 40 patients with

atypical depression. In the second trial,

there was a trend toward superiority for

sertraline at 50 to 100 mg/d over

moclobemide at 300 to 450 mg/d, as

reflected by remission rates (CGI-I = 1)
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of 77.5% and 67.5% for sertraline and

moclobemide, respectively, after 12

weeks of treatment (P > .05; n = 172).

Interpretation of these studies is limited

by the absence of a placebo arm and

also by concerns about the limited

clinical efficacy of moclobemide at the

dosages studied (see, for example,

Lotufo-Neto and colleagues). This work,

nevertheless, provides some further

support for the clinical impression that

the SSRIs are more useful for treatment

of patients with atypical depression than

the TCAs. 

The efficacy of fluoxetine was also

demons t r a t ed  b y  McGra th  and

c o l l e a g u e s  i n  t h e i r  2 0 -we e k ,

double-blind, placebo-controlled study

of atypical depression (N = 154), which

used imipramine and placebo control

groups. A significant advantage for both

active groups compared wi th the

placebo group was reported; however,

no significant difference was found

between the SSRI and TCA groups.

B o t h  a c t i v e  g r o u p s  a c h i e v e d

comparable response rates (ie, 51% for

fluoxetine and 53% for imipramine);

fluoxetine had a better tolerabil i ty

profile. Although both response rates

are lower than the ones that have been

reported for studies conducted by this

group with phenelzine, they are still

clinically significant and support the

usefulness of SSRIs in the treatment of

atypical depression. 

Other treatment options
The irreversible MAOI selegiline, which

is selective for monoamine oxidase B at

l o w  o r a l  d o s e s ,  a n d

cognitive-behavioral therapy (CBT) both

appear to be promising treatment

options for pat ients with atypical

depression. Initial studies of selegiline

in atypical depression date back to

1984 and suggested a beneficial role

with response rates of 59% at doses

greater than 20 mg/d and up to 40

mg/d. Later, a placebo-controlled trial of

selegiline (N = 98) also showed positive

results, as evidenced by a response

rate of 50% in the selegi l ine arm

compared with 28% in the placebo arm.

It is noteworthy that the doses of

selegiline used in these studies were

high enough to inhibit monoamine

oxidase A. However, to date, no studies

of atypical depression have been

completed using the transdermal

formulation of selegiline. 

A  1 0 - w e e k ,  d o u b l e - b l i n d ,

placebo-controlled study found efficacy

for CBT in the acute-phase treatment of

atypical depression. A total of 108

subjects were randomly assigned to

twice-weekly CBT, phenelzine, or

placebo. A significant reduction in

HAMD scores was reported with both

active interventions. Response rates

were 58% for both active modalities

compared with 28% for placebo. There

was no statistically significant difference

between the active groups. CBT also
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fared relatively well in the subset of

patients with atypical depression in

secondary analyses of the NIMH

Treatment of Depression Collaborative

Research Program, which also studied

interpersonal psychotherapy and clinical

management with double-blind placebo

or imipramine.

CONCLUSIONS
Identification of atypical features is

important in the treatment of depression

for both  treatment select ion and

prognosis, especial ly when ini t ial

measures prove ineffect ive. The

concept of atypical depression has

evolved over many years, and now it

appears timely for a further revision.

Our review of the current literature

suggests a need for optimizing the

precision and reliability of the current

DSM criteria for atypical features. This

could be achieved by the elimination of

react ive mood as mandatory for

diagnosis, by a more specific definition

of criterion B features, and by the

inclusion of chronicity and early age at

onset as criteria. 

Findings from the literature on the

treatment of atypical depression show

that phenelzine, and by implication the

MAOIs as an antidepressant class, is

the most effective pharmacological

agen t  f o r  a t yp i ca l  d ep re ss i on .

Imipramine, and by implication the

TCAs, is not as effective but sti l l

represents a treatment option for

patients with atypical depression,

particularly those with later onset of

illness and less chronic courses. Given

that neither MAOIs nor TCAs are widely

prescr ibed now, o ther  impor tant

treatment options include the SSRIs,

notably f luoxetine and sertral ine.

Unfortunately, other antidepressants

tha t  may be  use fu l  i n  a t yp i ca l

depression, including bupropion and

v e n l a f a x i n e ,  h a v e  n o t  b e e n

systematically studied. One form of

depression-specific psychotherapy,

CBT, has also been found to be

efficacious and should be included in

the  t r ea tmen t  p lan  fo r  a typ i ca l

depression. 

There is still a clear need for medication

trials to better characterize the initial

steps (before consideration of MAOIs or

TCAs) in the treatment algorithm for

a t yp i c a l  d ep r e s s i o n .  A l t h o ugh

historically ECT has been thought to be

ineffective for atypical depression,

recent reports suggest that it, too, may

be effective in well-selected cases. The

ro l e  o f  newe r  neu romodu la t i on

techniques, such as transcrania l

magnetic stimulation and, for patients

wi th  more advanced degrees  o f

treatment resistance, vagus nerve

stimulation and deep brain stimulation,

still needs to be explored. 
________________________________

http://www.psychiatrictimes.com/login?

referrer=http%3A//www.psychiatrictimes.

com%2Fatypical-depression
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Postpartum depression (PPD) is a

complex mix of physical, emotional, and

behavioral changes that happen in a

woman after giving birth. According to

the DSM IV, a manual used to diagnose

mental disorders, PPD is a form of

major depression that has its onset

within four weeks after delivery. The

diagnosis of postpartum depression is

based not only on the length of time

between delivery and onset, but also on

the severity of the depression 

What Is Postpartum Depression?
Postpartum depression is linked to

chemical, social, and psychological

changes associated with having a baby.

The term describes a range of physical

and emotional changes that many new

mothers experience. The good news is

postpartum depression can be treated

with medication and counseling. 

The chemical changes involve a rapid

drop in hormones after delivery. The

actual l ink between this drop and

depression is still not clear. But what is

known is that the levels of estrogen and

progesterone, the female reproductive

hormones increase, tenfold during

pregnancy. Then, they drop sharply after

delivery. By three days after a woman

gives birth, the levels of these hormones

drop back to what they were before she

got pregnant. 

In addition to these chemical changes,

social and psychological changes

associated with having a baby create an

increased risk of depression. 

What Are the Symptoms of
Postpartum Depression?

Symptoms of postpartum depression

are similar to what happens normally

following childbirth. They include lack of

sleep, appetite changes, excessive

fatigue, decreased libido, and frequent

mood changes. However, these are also

accompanied by other symptoms of

major depression, which may include

depressed mood; loss of pleasure;

f e e l i n g s  o f  w o r t h l e s s n e s s ,

hopelessness, and helplessness; and

thoughts of death or suicide. 

What Are the Risk Factors for
Getting Postpartum Depression?
A number of factors can increase the

risk of postpartum depression, including: 

o a h is tory of  depress ion dur ing

pregnancy

o age at t ime of pregnancy --  the

younger you are, the higher the risk

o ambivalence about the pregnancy

o children -- the more you have, the

more likely you are to be depressed

in a subsequent pregnancy

o having a history of depression or
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premenstrual dysphoric disorder

(PMDD)

o limited social support

o living alone

o marital conflict

Who Is at Risk for Postpartum
Depression?

Most new mothers experience the "baby

blues" after delivery. About one out of

every 10 of these women will develop a

more  severe  and  longer - las t ing

depression after delivery. About one in

1,000 women develops a more serious

condition called postpartum psychosis. 

Are There Different Types of
Postpartum Depression?

There are three types of mood changes

women can have after giving birth: 

o The "baby blues," which occur in

most women in the days right after

childbirth, are considered normal. A

new mother has sudden mood

swings, such as feeling very happy

and then feeling very sad. She may

cry for  no reason and can feel

impatient, irritable, restless, anxious,

lonely, and sad. The baby blues may

last only a few hours or as long as

one to two weeks after delivery. The

baby blues do not usually require

treatment from a health care provider.

Often, joining a support group of new

moms or talking with other moms

helps.

o Postpartum depression (PPD) can

happen a few days or even months

after childbirth. PPD can happen after

the birth of any child, not just the first

child. A woman can have feelings

similar to the baby blues -- sadness,

despair, anxiety, irritability -- but she

feels them much more strongly than

she would with the baby blues. PPD

often keeps a woman from doing the

things she needs to do every day.

When a woman's ability to function is

affected, she needs to see her health

care provider. If a woman does not

get treatment for PPD, symptoms can

get worse. While PPD is a serious

condition, it can be treated with

medication and counseling.

o Postpartum psychosis is a very

serious mental illness that can affect

new mothers. This illness can happen

quickly, often within the first three

months after childbirth. Women can

lose touch wi th  rea l i ty,  having

auditory hallucinations (hearing things

that aren't actually happening, like a

person ta lk ing)  and de lus ions

(strongly believing things that are

c l e a r l y  i r r a t i o n a l ) .  V i s u a l

hallucinations (seeing things that

aren't there) are less common. Other

symptoms include insomnia (not

being able to sleep), feeling agitated

(unsettled) and angry, and strange

feelings and behaviors. Women who

have postpartum psychosis need

treatment right away and almost

always need medication. Sometimes
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women are put into the hospital

because they are at risk for hurting

themselves or someone else.

Do Anxiety Disorders Increase
With Postpartum Depression?

Symptoms of obsessive-compulsive

disorder may appear or worsen in the

postpartum period. The obsessions are

usually related to concerns about the

baby or harming the baby. Panic

disorder may also occur. Both conditions

often coexist with depression. 

Tips for Coping After Childbirth
Here are some tips that can help you

cope with bringing home a newborn: 

o Ask for help -- let others know how

they can help you.

o Be realistic about your expectations

for yourself and baby.

o Exercise; take a walk and get out of

the house for a break.

o Expect some good days and some

bad days.

o Follow a sensible diet; avoid alcohol

and caffeine.

o Foster the relationship with your

partner -- make time for each other.

o Keep in touch with family and friends

-- do not isolate yourself.

o Limit visitors when you first go home.

o Screen phone calls.

o Sleep or rest when your baby sleeps!

How Is Postpartum
Depression Treated?

Postpartum depression is  treated

differently depending on the type and

severity of a woman's symptoms.

Treatment options include anti-anxiety

o r  an t i dep ressan t  med i ca t i ons ,

psychotherapy, and participation in a

support group for emotional support and

education. 

In the case of postpartum psychosis,

drugs used to treat psychosis are

usually added. Hospital admission is

also often necessary. 

If you are breastfeeding, don't assume

that you can't take medication for

depression, anxiety, or even psychosis.

Talk to your doctor. Under a doctor's

supe r v i s ion ,  many  women  take

medication while breastfeeding. This is

a decision to be made between you and

your doctor. 

When Should a New Mom Seek
Professional Treatment?

Untreated postpartum depression can

be dangerous for new moms and their

children. A new mom should seek

professional help when: 

o symptoms persist beyond two weeks.

o she is unable to function normally.

o she  can ' t  cope wi th  everyday

situations.

o she has thoughts of harming herself

or her baby.

o she is feeling extremely anxious,

scared, and panicked most of the

day.
________________________________

www.medicinenet.com/script/main/art.asp
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Page 111)

o THE ANXIOUS BIPOLAR PATIENT-STRATEGIES FOR TREATMENT (April

Page 65)

CHILDREN

o DIFFERENTIAL GLUCOCORTICOID RECEPTOR EXON 1B, 1C, AND 1H

EXPRESSION AND METHYLATION IN SUICIDE COMPLETERS WITH A

HISTORY OF CHILDHOOD ABUSE (Feb. Page 30)

o TESTS OF A DIRECT EFFECT OF CHILDHOOD ABUSE ON ADULT

BORDERLINE PERSONALITY DISORDER TRAITS (Feb. Page 36)

o WHITE MATTER DISRUPTIONS IN ADOLESCENTS EXPOSED TO

CH I L DHOOD  MA L TR EA TMEN T  A ND  V U L NERAB I L I T Y  TO

PSYCHOPATHOLOGY (Feb. Page 31)

COGNITIVE THERAPY

o ASSOCIATION BETWEEN MATERNAL DEPRESSOGENIC COGNITIVE

STYLE DURING PREGNANCY AND OFFSPRING COGNITIVE STYLE 18

YEARS LATER (April Page 69)

o COMPARING EFFICACY OF ECT WITH AND WITHOUT CONCURRENT

SODIUM VALPROATE THERAPY IN MANIC PATIENTS (Feb. Page 35)

o COMPUTER-ASSISTED PSYCHOTHERAPY HUMAN THERAPISTS STILL

NEEDED (April Page 38)

o EFFECTIVENESS OF INTERNET-BASED COGNITIVE BEHAVIOUR

THERAPY FOR PANIC DISORDER IN ROUTINE PSYCHIATRIC CARE (June

Page 110)
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o LEVONORGESTREL INTRAUTERINE SYSTEM VERSUS MEDICAL

THERAPY FOR MENORRHAGIA (June Page 108)

DEPRESSION

o ASPIRIN DECREASES THE RISK OF DEPRESSION IN OLDER MEN WITH

HIGH PLASMA HOMOCYSTEINE (April Page 71)

o ATYPICAL DEPRESSION IN THE 21ST CENTURY: DIAGNOSTIC AND

TREATMENT ISSUES (Dec. Page 132)

o DEPRESSION TREATMENT AND MANAGEMENT (Dec. Page 112)

o EARLY SWITCH STRATEGY IN PATIENTS WITH MAJOR DEPRESSIVE

DISORDER (Feb. Page 37)

o EFFECTS OF EARLY PARENTAL DEPRESSION (June Page 105)

o ELEVATED C-REACTIVE PROTEIN LEVELS, PSYCHOLOGICAL DISTRESS,

AND DEPRESSION IN 73,131 INDIVIDUALS (April Page 68)

o KILLING IN COMBAT MAY BE INDEPENDENTLY ASSOCIATED WITH

SUICIDAL IDEATION (Feb. Page 33)

o PATIENTS' AND DOCTORS' VIEWS ON DEPRESSION SEVERITY

QUESTIONNAIRES INCENTIVISED IN UK QUALITY AND OUTCOMES

FRAMEWORK: QUALITATIVE STUDY (June Page 103)

o POSTPARTUM DEPRESSION (Dec. Page 141)

o PRIMARY CARE DEPRESSION GUIDELINES AND TREATMENT RESISTANT

DEPRESSION: VARIATIONS ON AN IMPORTANT BUT UNDERSTUDIED

THEME (April Page 52)

ELECTROCONVULSIVE THERAPY

o REFINEMENTS IN ECT TECHNIQUES (June Page 75)

MISCELLANEOUS

o EMPTY WORDS IN PSYCHIATRIC RECORDS: WHERE HAS CLINICAL

NARRATIVE GONE? (June Page 90)

o EVALUATION OF THE CLINICAL USE OF MAGNESIUM SULFATE FOR

CEREBRAL PALSY PREVENTION (June Page 108)

o MASS MURDER AND PSYCHIATRY (April Page 72)
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o MIGRAINE AND PSYCHIATRIC COMORBIDITY (June Page 84)

o THE ANTISOCIAL BRAIN: PSYCHOPATHY MATTERS: A STRUCTURAL MRI

INVESTIGATION OF ANTISOCIAL MALE VIOLENT OFFENDERS (June Page

109)

PSYCHOLOGY

o ASSOCIATION BETWEEN PSYCHOLOGICAL DISTRESS AND MORTALITY:

INDIVIDUAL PARTICIPANT POOLED ANALYSIS OF TEN PROSPECTIVE

COHORT STUDIES (Feb. Page 17)

o DOMESTIC VIOLENCE - ACOG TAKES ON SEXUAL COERCION (June Page

107)

o NEW GENERATION OF VIRTUAL HUMANS HELPING TO TRAIN

PSYCHOLOGISTS (Feb. Page 26)

o PSYCHOLOGICAL MALTREATMENT (Feb. Page 15)

PSYCHOSIS

o ANTIPSYCHOTICS DURING PREGNANCY: RELATION TO FETAL AND

MATERNAL METABOLIC EFFECTS (Feb. Page 27)

o DIFFERENTIAL DIAGNOSIS OF PSYCHOTIC SYMPTOMS: MEDICAL

"MIMICS" (April Page 41)

o POSTOP MORTALITY HIGHER IN VETERANS WITH PSYCHIATRIC

DISORDERS (Feb. Page 28)

SEIZURES

o FEBRILE SEIZURES: GUIDELINE FOR THE NEURODIAGNOSTIC

EVALUATION OF THE CHILD WITH A SIMPLE FEBRILE SEIZURE (Feb. Page

19)

o RISK OF VIOLENT CRIME IN INDIVIDUALS WITH EPILEPSY AND

TRAUMATIC BRAIN INJURY: A 35-YEAR SWEDISH POPULATION STUDY

(Feb. Page 25)

________________________________________________________________

ooo
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