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200121 Ikaihmisten mielialaoireet —
masennus ja kaksisuuntainen mielialahairio

* Agenda:

1) Mika on masennus? Eroaako ikaihmisen masennus muista?
2) lkaihmisen masennuksen seulonta ja diagnosointi

3) lkaihmisen masennuksen hoito

4) Mika on kaksisuuntainen mielialahairio? Eroaako se nuorempien
bipolaaritaudista?

5) lkaihmisen kaksisuuntaisen hairion seulonta ja diagnosointi
6) lkaihmisen kaksisuuntaisen mielialahairion hoito



200121 Ikaihmisten masennus

* Depressiodiagnoosia ei tehda, jos kyseessa on lahiomaisen
kuolemaan liittyva normaali surureaktio. Raja surureaktion ja
depression valilla on kuitenkin joskus hailyva.

* Surevan tunteet liittyvat menetettya laheista koskeviin muistoihin, kun taas
depressiossa potilaan kuva itsestaan on negatiivinen ja masennuksen oireet
ovat yleistyneet monille elamanalueille.

* |ltsetuhoajatukset, selvat psykoottiset tai psykomotoriset oireet, vaikea
oirekuva tai masennusoireyhtyman jatkuminen kuukausien ajan eivat enaa
liity tavalliseen surureaktioon sja ovat siten aihe depressiodiagnhoosin tekoon
ja depression hoitoon.


https://www.kaypahoito.fi/hoi50023#R3

TAMA ON
"MASENN US =
ASENTONI”
v

KUN ON MASCENTUNUT,
NIIN OIKEA ASENTO MER-

KiItTsee HYVIN PALION ---

HINTA ON SUCRISTRA S&i—

AN SA 74 INOSTAA FAANSS
N, kDS;CélL gll.éonv b [

EGMM%A’SI O

20.1.2021

yl juha kemppinen




Masennuksen erotusdiagnostiikka

Surureaktio (reaktiivinen, normaali; ei yli 2kk)
Dystymia, krooninen masentuneisuus

Kaksisuuntainen mielialahairio, bipolaaritauti | ja |l =
akuutti hoito psykiatrian erikoislaakari

Ruumiillinen sairaus (1.depressio, >50v aina ensin !;
epatavallinen oirekuva, el hyody depression hoidosta)

Laakehoito
Paihteet ( alkoholiriippuvuus 10-30 % depressiopotilas)

Persoonallisuus(hairid): 50 % hoitoon hakeutuvista;
erityisesti estynyt, epavakaa (10-15% depressiopt) ja
vaativa ( mita vaikeampi, sita suurempi kliininen
merkitys) — vaativa, estynyt ja riippuvainen masennuksen
kroonistumisen riski !
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Masennus on mielen ja kehon sairaus

Mielialaoireet Ahdistuneisuusoireet
Masentunut mieliala _| Erilaisia ahdistuneisuusoireita,

“1 Mielihyvan menetys, jollain jopa paniikkikohtauksia
aloitekyvyttomyys

Fyysiset oireet
 Ruokahalun muutokset

Unihairiot

Energiakato, vasymys
Kognitiiviset oireet _| Psykomotoriset muutokset

_1 Muistihairiot (hidastuminen / kiihtyneisyys)
Keskittymisvaikeudet _1 Paansarky

Ajattelun hidastuminen _1 Muut Kkivut ja saryt
(takkuaminen)
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_1 Syyllisyyden ja arvottomuuden
tunteet

_| ltsemurha-ajatukset




|akkaiden depression hoito

* Vanhuusiassd ilmenevien depressioiden diagnostiikka, arviointi ja hoito ovat
yleensa ainakin alle 75-vuotiailla samankaltaisia kuin nuoremmissa ikaryhmissa.

* lakkailla depression seulonnassa voidaan kayttaa GDS-15- tai GDS-30-asteikkoa
(geriatrinen depressioasteikko, Geriatric Depression Scale) 5.

* Jos ensimmainen depressiojakso tulee vanhuusiassa, on erityisen tarkkaan
arvioitava somaattisen sairauden mahdollisuus etiologisena tai
mydtavaikuttavana tekijana.

e Tutkimuksia yli 75-vuotiaiden depression hoidosta on edelleen varsin vahan.
Suosituksen ohjeita voidaan kuitenkin soveltaa myos heidan hoidossaan, kunhan
otetaan huomioon, etta ikaantymisen myoéta psykiatrisen ja somaattisen hoidon
vhdistamisen tarve lisaantyy.

* l|kaantymisen myota psykoterapiassa korostuvat supportiiviset elementit. Myos
|ladkkeiden haitta- ja yhteisvaikutusten merkitys korostuu ja ianmukaiseen
annokseen on kiinnitettava erityista huomiota. Masennuslaakeannokset ovat 65—
75-vuotiailla samansuuruisia tai vain vahan pienempia kuin keski-ikaisilla, kun
taas yli 75-vuotiailla kaytettavien annosten koko on Y- keski-ikaisilla

kaytettavista annoksista.


https://www.kaypahoito.fi/pgr00024

|akkaiden depression hoito

* |kaantyneiden lievia ja keskivaikeita depressioita voidaan hoitaa psykoterapian avulla A.

* Eniten on tutkittu kognitiivis-behavioraalista psykoterapiaa. Seka yksil6- etta
ryhmahoidoista on nayttoa, ja niiden saatavuutta tulisi lisata. Ryhmamuotoisesta
muisteluterapiasta on ilmeisesti myos hyotya iakkaiden masennuksen hoidossa B.
Psykoterapiamenetelmia esitellaan taulukossa 6.

* Depressiolaakkeet ovat tehokkaita myds iakkaiden masennuksen hoidossa, eika
|laakeaineryhmien valilla ole kliinisesti merkittavia tehoeroja B.

* lakkdiden depressiossa yllapitoladkitys on ilmeisesti hyodyllista B. Sita harkittaessa on
kuitenkin otettava huomioon lisaantyvan laakekuorman mukanaan tuomat ongelmat.

 Vaikka trisykliset masennusladakkeet ovat tehokkaita, niita ei potentiaalisten
verenkiertoelimistoon kohdistuvien haittavaikutustensa vuoksi yleensa suositella yli 75-
vuotiaiden hoitoon. Jos iakkaalle potilaalle suunnitellaan trisyklisen laakkeen kayton
aloittamista, kannattaa tarkistaa, ettei hanella ole sydamen johtumishairiéta, ja valita
mahdollisimman vahan antikolinergisia ja muita haittavaikutuksia aiheuttava valmiste,

esimerkiksi nortriptyliini.
* Sahkohoito on todettu tehokkaaksi ja turvalliseksi myds yli 75-vuotiaiden depressiossa A


https://www.kaypahoito.fi/nak04380
https://www.kaypahoito.fi/nak09359
https://www.kaypahoito.fi/hoi50023#T6
https://www.kaypahoito.fi/nak04382
https://www.kaypahoito.fi/nak06971
https://www.kaypahoito.fi/nak04384

|akkaiden depression hoito

Tvvpi"inen kesto ja tiheys

Akuutti vaihe
Kognitiivis-behavioraalinen

Tavoitteina depressiota aiheuttavien ja Lyhyt: 10-20 kayntia, 1 kaynti viikossa A
yllapitavien asenne- ja kayttaytymismallien
muuttuminen ja ongelmanratkaisukeinojen
lisdantyminen
Pitkakestoinen: 40—-80 kayntia, 1-2 kayntia B
viikossa
Interpersoonallinen
Tavoitteena depressiota aiheuttavien ja Lyhyt: 12—-16 kayntia, 1 kaynti viikossa A
yllapitavien ihmissuhdeongelmien,
rooliristiriitojen tai menetysten fokusoitu
kasittely
Psykodynaaminen
Tavoitteina depressiolle altistavien Lyhyt: 16—-25 kayntia, 1 kaynti viikossa A
kehityksellisten ongelmien selvittely ja
minuuden vahvistuminen
Pitkdkestoinen: 80—240 kayntia, 1-3 B

kayntia viikossa
Muisteluterapia
Tavoitteena depression helpottuminen Lyhyt: yleensa 8 viikoittaista ryhmaistuntoa
oman elaman mielekkyyden tavoittamisen tai joustavasti yksilollisesti toteutettuna
ja kokemusten jakamisen myo6ta



https://www.kaypahoito.fi/nak04361
https://www.kaypahoito.fi/nak09361
https://www.kaypahoito.fi/nak04361
https://www.kaypahoito.fi/nak04363
https://www.kaypahoito.fi/nak06942

Maurer D et al 2018

TABLE 1

Risk Factors for Depression

internal factors Adverse life events

Female sex Childhood sexual abuse
History of anxiety Chronic medical conditions
Low self-esteem Disturbed family environment
Neuroticism™ History of divorce

Lifetime trauma

Low educational status
Low social support
Parental loss

External factors
Conduct disorder
Substance use

*—A dimension of temperament marked by elevated stress reactiv-
ity resulting in frequent negative emotions.®

Information from references 7 through 9.

20.1.2021 yl juha kemppinen 10



Spoelgoef G et al 2011

Table 5. Risk Factors for Suicide

Bereavement

Depression

Living alone, social isolation

Male sex

Poor health status, development of disability
Poor sleep quality

Substance abuse (e.g., alcohol, sedatives,
pain medications)

White race

Information from reference 20.

20.1.2021 yl juha kemppinen 11



1) Mika on masennus? Eroaako
iIkaihmisen masennus muista?



Masennuksen 0|reet vakavan masennuksen krlteerlt

DSM IV Symptom DlmenS|ons of a Major Depressnve Eplsode

|

Masentunut mieliala > 2 vkoa

apathy/
loss of interest

one of these required

Kg alas/ylos unihiriét Psykomot jihmeys vasymys
' 3 (" sleep disturbances ) r psychomotor = fatigue 1
weight/ ﬁ ﬁ AGITATION
appetite ~
; changes s
s i ) | RETARDATION,

| @

‘ & worthlessness o,

FIGURE 11-44 Dsm- Arvottomuus . ..

20.1.2021 . . .
Masennustila on oireyhtyma

\_ executive dysfunction )

~ Toiminnanohjauksen
ongelmat

yl juha kemppinen

suicidal

ideation

Mielenkiinnon menetys > 2vkoa

4 tai

— oOf these
required

enemman |

four or more |

- Itsemurha-ajatukset ¢isticas Manual of Mental

Disorders, fourth edition (DSM V), a majc _ ____ _onsists of either depressed mood or loss of

interest and at least four of the following: welght/appetlte changes, insomnia or hypersomnia, psychomotor
agitation or retardation, fatigue, feelings of guilt or worthlessness, executive dysfunction, and suicidal ideation.

S. Stahl, 2004
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TABLE 5. Major

Depression

Tunne

Feeling

Ajattelu
Thinking

Kayttaytyminen

Behavior

Interpersonal
relations and
role fTunctioning

“Down,” “blue,”
“sad.” “dead”

Often irmitable

20.1.2021

Diminished ability to

concentrate, make
decisions, solve
problems
Helpless/hopeless/
worthless mind-set
Guilty feelings
Thoughts of death
and dying, self-harm

May have delusions
IN severe cases

Preoccupation with
p¢15t

In some older clients,

serious confusion

Greater impairment
in visual-motor
modalities

yl juha kemppinen

Apathetic and
slowed pace,
decreased level
of activity

May have
decreased eating
and sleeping,
occasionally
increased eating
and sleeping

May be agitated

In some
adolescents,
acting out

Withdrawn,
isolated

Decreased
functioning and
activity
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Masennus ja aivojen toimintahairiot

Match Each DSM-1V Diagnostic Symptom for a Major Depressive
Episode to Hypothetically Malfunctioning Brain Circuits

pleasure psychomotor
concentration interests fatigue (physical)
iNnterest/pleasure tatigue/

energy l

psychomotor

-~
" PFC
-
-
-
guilt >
| suicidality e,
worthl n
[ orthlessness S &
\ Bavehomoton
| .“
mood .’g
s N
‘ guniit ':z fatigue (physical)
suicidality sieep
worthlessness appetite
mood

FIGURE 11-45 Matching depression symptoms to circuits. Alterations in neuronal activity and in the efficiency
of information processing within each of the eleven brain regions shown here can lead to symptoms of a major
depressive episode. Functionality in each brain region is hypothetically associated with a different constellation of
symptoms. PFC, prefrontal cortex; BF, basal forebrain; S, striatum; NA, nucleus accumbens; T, thalamus; HY,

hypothalamus; A, amygdala; H, hippocampus: NT, brainstem neurotransmitter centers; SC, spinal cord; C,
cerebellum.

S. Stahl, 2004




TAULUKKO 1. ICD-10:n mukaiset masennustilan (F32) oirekriteerit, joita sovelletaan oirekuvan osalta myos

toistuvassa masennuksessa (F33). Kriteereja on hieman lyhennetty ja muokattu selkeyden vuoksi.

Oirekriteerit Oirekuva

A. Masennusjakso on kestanyt vahintaan kahden
viikon ajan

-—

B. Todetaan vahintaan kaksi seuraavista oireista

Vah kaksi oiretta 1-3: ’
3
C. Todetaan jokin tai jotkin seuraavista oireista 4.

niin, etta oireita on yhteensa (B ja C yhteenlas-
kettuina) vahintaan nelja 5.
Vah nelja oiretta 1-10: 6.
Lieva = 4-5 oiretta ’
Keskivaikea = 6-7 oiretta o

Vaikea = 8-10 oiretta

Psykoottinen masennus 5
= harhaluuloja ja - elamyksia 10.

Kliinisesti merkittavaa oireilua,
eika johdu som eika paihteet

. Masentunut mieliala suurimman osan aikaa
. Kiinnostuksen tai mielihyvan menettaminen

asioihin, jotka ovat tavallisesti kiinnostaneet tai
tuottaneet mielihyvaa

. Vahentyneet voimavarat tai poikkeuksellinen

vasymys

Itseluottamuksen tai omanarvontunnon vahe-
neminen

Perusteettomat tai kohtuuttomat itsesyytdkset

Toistuvat kuolemaan tai itsemurhaan liittyvat
ajatukset tai itsetuhoinen kayttaytyminen

. Subjektiivinen tai havaittu keskittymisvaikeus,

joka voi ilmeta myds paattamattdémyytena tai
jahkailuna

. Psykomotorinen muutos (kiihtymys tai hidas-

tuneisuus), joka voi olla subjektiivinen tai ha-
vaittu

. Unihairiot

Ruokahalun lisdantyminen tai vaheneminen,
johon liittyy painon muutos

Lievassa masennustilassa oireita on 4-5, keskivaikeassa 6—7 ja vaikeassa 8-10 ja kaikki kohdasta B. Psykoot-

tisessa esiintyy myds harhaluuloja tai -elamyksia.



Taulukko 1. ICD-10:n mukaiset hypomanian, manian, masennusjakson ja
sekamuotoisen jakson diagnostiset kriteerit hieman lyhennettyina ja muokattuna

selkeyden vuoksi. KH-suositus 2008
Haino Diagnostiset kriteent
Masennusjakso A. Masennusjakso on kestanyt vahintaan kahden viitkon ajan.

B. Todetaan vahintaan kaksi seuraavista oireista:

1. masentunut mieliala suurimman osan aikaa

2 Kiinnostuksen tai mielihyvan menettaminen asioihin, jotka ovat tavallisesti Kiinnostaneet tai
tuottaneet mielihyvaa

J.vahentyneet voimavarat tai poikkeuksellinen vasymys

C. Todetaan jokin tai jotkin seuraavista oireista niin, etta oireita on yhteensa (B ja C yvhteenlaskettuina)
vahintaan nelja:

4. itseluottamuksen tai omanarvontunnon vaheneminen

5. perusteettomat tai Kohtuuttomat itsesyytokset

6. toistuvat kuolemaan tai itsemurhaan liittywat ajatukset tai itsetuhoinen kayttaytyminen

7. subjektiivinen tai havaittu keskittymisvaikeus, joka voi ilmeta myos paattamattomyytena tai
jahkailuna

8. psykomotorinen muutos (Kilhtymys tai hidastuneisuus), joka voi olla subjektiivinen tai havaittu
9. unihairiot

10. nuokahalun lisaantyminen tai vaheneminen, johon Lhittyy painon muutos

Lievassa masennustilassa oireita on 4—5, keskivaikeassa 6—7 ja vaikeassa 8—10 ja kaikki kohdasta B.

Sekamuotoinen Hypomaaniset, maaniset jJa masennusoireet esiintyvat samanaikaisesti tai hyvin tiheasti vaihdellen.
jakso Ademmin on ollut ainakin yksi mieli |ﬂ%i{$ﬁl‘]%ﬂkﬂﬂ, ja ajankohtaisen jakson aikana seka maaniﬁia etta

20.1.2021 masennusoireita on esiintynyt suuri n aikaa vahintaan kahden viikon ajan.




Somaattisesti sairaan potilaan tapauksessa el aina ole
helppoa erottaa somaalttisen_sairauden ja depression
oireita toisistaan.

» Depression affektiiviset ja kognitiiviset oireet:
- masentunut mieliala,
- mielihyvan menetys,
- huonontunut itsetunto,
- keskittymisvaikeudet,
- toivottomuus,
- itsetuhoajatukset,
- psykoottiset oireet
johtuvat harvemmin suoraan somaattisesta sairaudesta kuin
» Depression vegetatiiviset oireet :
—  vasymys,
— psykomotorinen hidastuneisuus,
— ruokahaluttomuus,
— laihtuminen

rl
it

yepressio KH-suositus ja yl juha
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What Are the Most Common Residual Symptoms in Nonremitters?

2 {# ——esme——

osatoipuminen:
residuaalioireet

_ complete
. ~ | remission 33%

residual
symptoms 67% /-
least common 2 suicidal ideation

depressed mood

\' psychomotor retardation

insomnia

v

most commonZ——; fatigue/pain

concentration/interest

antidepressant

FIGURE 12-9 Common residual symptoms. In patients who do not achieve remission, the most common
residual symptoms are insomnia, fatigue, painful physical complaints, problems concentrating, and lack of
interest. The least common residual symptoms are depressed mood, suicidal ideation, and psychomotor

20.1.2021 3 | juha kemppinen
retardation. o op
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Table 143: Comparison of symptoms of depression in ICD—10 and DSM -1V

ICD—10

DSM—IV major/minor depressive disorder

Depressed mood™

Depressed mood by self-report or observation
made by others’™

IL.oss of interest®

sz

[LLoss of interest or pleasure

- ~ ~ - —
Reduction in energy

Fatigue/loss of energy

L.oss of conftfidence or
self-esteem

Unreasonable feelings of self-
reproach or inappropriate guilt

Worthlessness/excessive or inappropriate guilt

Recurrent thoughts of
death or suicide

Recurrent thoughts of death, suicidal thoughts
or actual suicide attempts

Diminished ability to think/
concentrate or indecisiveness

Diminished ability to think/concentrate or
indecisiveness

Change in psychomotor activity
with agitation or retardation

Psychomotor agitation or retardation

L

Sleep disturbance

Insomnia/hypersomnia

Change in appetite with
welight change

Significant appetite and/or weight loss

*Core symptoms.

20.1.2021

yl juha kemppinen 20
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Depressed mood most of the day, nearly every day, as indicated either by subjective report (e.g., feels sad or empty) or

observation made by others (e.g., appears tearful)

10

20.1.2021

Markedly diminished interest or pleasure in all, or almost all, activities most of the day, nearly every day (as indicated either by
subjective account or observation made by others)

Significant weight loss when not dieting or weight gain (e.g., a change of more than 5% of body weight in a month), or decrease
or increase in appetite nearly every day

Insomnia or hypersomnia nearly every day

Psychomotor agitation or retardation nearly every day [observable by others, not merely subjective feelings of restlessness or
being slowed down)

Fatigue or loss of energy nearly every day

Feelings of worthlessness or excessive or inappropriate guilt (which may be delusional) nearly every day (not merely salf-
reproach or guilt about being sick)

Diminished ability to think or concentrate, or indecisiveness, nearly every day (either by subjective account or as observed by
others)

Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan, or a suicide attempt or
specific plan for committing suicide

B. The symptoms do not meet criteria for a mixed episode.

C. The symptoms cause clinically significant distress or impairment in social, occupational, or other important areas of
functioning.

D. The symptoms are not due to the direct physiological effects of a substance (e.g. a drug of abuse, a medication) or a general
medical condition (e.g., hypothyroidism].

E. The symptoms are not better accounted for by bereavement, i.e., after the loss of a loved one, the symptoms persist for
longer than 2 months or are characterized by marked functional

impairment, morbid preoccupation with worthlessness, suicidal ideation, psychotic symptoms, or psychomotor retardation.

yl juha kemppinen 21



2 Table 10.2 Comparison of predominant features in
early-onset vs. late-onset depression [6, 25]

Early-onset depression

More family history of
depression

More depressive thoughts
(suicidal thoughts, thoughts of
worthlessness)

Express depressive symptoms

At risk for suicide
Mild cognitive impairments

More substance misuse
comorbidity

20.1.2021 yl juha kemppinen

Late-onset depression

More structural brain
changes and cardiovascular
risk factors

More anhedonia, apathy

Less expressed depressed
mood but more somatic
complaints

High risk for suicide
More cognitive impairments

More medical comorbidity

Hategan A et al, Geriatric Psychiatry, 2018
22



@ Table 10.3  Suicide risk factors during a major depressive
episode [9]

Suicide risk Presence of suicidal or homicidal ideation,
factors intent, or plans
Male sex

Age > 65 years

Access to means for suicide (e.g., guns, knives)
Prewvics suicide attempt or self-harm

Far:.» nistory of suicide attempt

History of legal problems

Stressful life events (e.qg., loss of loved one, loss
of independence)

Presence of psychotic symptoms (especially
command hallucinations)

Presence of severe anxiety symptoms
Presence of alcohol or other substance use
Comorbid personality disorders

Chronic systemic medical illness (including
chronic pain and cancer)

20.1.2021 yl juha kemppinen

Hategan A et al, Geriatric Psychiatry, 2018
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Spoelgoef G et al 2011

Table 2. Potential Causes of Depressive Symptoms

Caouses Examples

Medication class or system

Anticholinergics Oxybutynin (Ditropan), cimetidine (Tagamet),
antihistamines

Cardiac Clonidine (Catapres), digoxin, hydralazine

Central nervous system Levodopa, phenytoin (Dilantin), haloperidol

Hormones Glucocorticoids, oral contraceptives, anabolic steroids

Sedatives Benzodiazepines, ethhanol, sleep aids

Iiness

Cancer Pancreas, lung, colon

Endocrine Hypothyroidism, hypercortisolism., Addison disease

Hematologic Vitamin B,, deficiency, iron deficiency., leukemia

Infection Syphilis, human iImmunodeficiency virus, pneumonia

Metabolic Hypercalcemia, hyperkalemia, hypokalemia., porphyria

Neurologic Alzheimer disease, stroke, intracranial mass

Impairments

Hearing loss® —_—

Pain'e Osteocarthritis, neuralgia
Substance abuse Alcohol, opicids, benzodiazepines

INnforrmation from references 9O and 7T0.

20.1.2021 yl juha kemppinen 24



Widera E et al, 2012

Table 1. Distinguishing Chharacteristics of Grief
and Depression in Terminally 11l Patients

Chaoracieristic

Normal grief

Depression

Nature of
response

Focus of
distress
Symptom
Ffluctuations
NMood
Interests/

capacity for
pleasure

Hope

Self—wvworth

Susilt

Suicidal
ideation

Adaptive

Distress is in response to a
particular loss and does not
affect all aspects of life

Comes in waves but generally
iIMmproves with tirme

Sadness and dysphoria

Interests and capacity for
pleasure intact, although
engagement in activities miay
be diminished because of
funcitional decline

Episodic and focal loss of hope:
hopes may change over
Tirme, giving persons positive
orientation toward the futuare
NMaintained selfworth, alfthough
feelings of helplessness are
comImon

Regrets and guilt over specific
events

Passive and fleeting desire for
hastened death

Maladapitive

Distress is pervasive and
affects all aspects of
Iife

Constant

Protracied and constant
depression or flat affect
Anhedonia wvwwith
markedly diminished
interest or pleasure i
all activities

Hopelessness is persistent
and pervasive

VWworthlessmess with
fTeeling that one’s life
has nmno value

Excessive feelings of guilt

Preoccupation with a2
desire to die

INnTormaiion fTom references 77 and 258

20.1.2021

yl juha kemppinen
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Spoelgoef G et al 2011

Table 4. Drugs That May Cause Serotonin Syndrome

Category Examples

Amphetamines Methylphenidate (Ritalin)

Analgesics Meperidine (Demerol), tramadol (Ultram)

Antispasmodics Cyclobenzaprine (Flexeril)

Cough and cold Dextromethorphan

Herbals St. John's wort (Hypericum perforatum)

Migraine (triptans) Sumatriptan (Imitrex)

Monoamine oxidase inhibitors Phenelzine (Nardil)

Selective serotonin reuptake Sertraline (Zoloft)
inhibitors

Serotonin-norepinephrine Venlafaxine (Effexor), duloxetine
reuptake inhibitors (Cymbalta)

Other serotonergic medications Lithium, trazodone

NOTE: The risk of serotonin syndrome increases when agents are used in combination.
Information from reference 712.

20.1.2021 yl juha kemppinen 26



Falk N et al, 2018

FIGURE 1

Clinical suspicion of memory loss, or patient
or informant (e.g.. family member, close
friend, caregiver) report of memory loss

v

Conduct a brief initial screening test (Mini-Cog, Gen -
eral Practitioner Assessment of Cognition, and/or the
Ascertain Dementia 8-ltem Informant Questionnaire)

Negative

l Positive

Complete further cognitive evaluation using the Mini-Mental
State Examination, Montreal Cognitive Assessment, Saint Louis
University Mental Status Examination, or other screening tool

l Negative
v

Follow clinically; periodically
reassess cognition
Refer for neuropsychological
evaluation if there is significant
concern

l Positive

=

Screen for depression

Perform laboratory testing: complete bilood count,
comprehensive metabolic panel, thyroid-stimulating
hormone level, and vitamin B,;; level (consider other labo-
ratory testing based on specific concerns [e.g., human
immunodeficiency virus infection testing, rapid plasma
reagin testingl)

Order structural neuroimaging (magnetic resonance

imaging [preferred] or computed tomography without
contrast media)

Algorithm for the evaluation of suspected dementia.

20.1.2021
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Falk N et al, 2018

TABLE 1

Diagnostic Criteria for Neurocognitive Disorders

Major neurocognitive disorder Minor neurocognitive disorder
Significant cognitive decline in at least Modest cognitive decline in at least
one cognitive domain as seen in botfH one cognitive domain as seen in boitH
of thhe following: of the following:
Concerms expressed by the patient Concerns expressed by the patient
or reliable Nnformant or as seen by or reliable nforrmant or as seen by
thhe clinician thhe clinician
O bjective neurocognitive testing/ O bjective neurocognitive testing/
assessments assessments
Iinterference with instrumental activi— Does not interfere with instrurmen —
ties of daily lLiving tal activities of daily living. but they

require additional time and effort
Cannot occur exclusively during bouts of delirium
Cannot be explained by another mental disorder

Specify one or more causal subtypes

Alzheimer disease Lewy body dementia Vascular disease
Frontotemporal lobar Parkinson disease Other medical
degeneration Prion disease condition

Human immunodetfi— Substancesmedication use Multiple eticologies

ciency virus infection E ) L
= 8, Traumatic brain injury
Huntington disease

Information from references 25 and 24,
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Falk N et al, 2018

TABLE 2

Cognitive Domains Affected by Dementia and
Associated Symptoms

Cognitive domain Symptoms and observations

Complex attention Normal, routine tasks take longer; difficulty in completing
tasks when multiple stimuli are present; difficulty in Mmain-—
taining iInformation while completing task (e.g.. completing
mental math calculations, remembering a phone numMmber to
dial); work requires miore overview/rechecking thanmn before

Executive function Difficulty in completing previously familiar multistep tasks,
such as preparing a meal; no longer wanting to participate
inNn activities of thhe home. difficulty in completing activities or
tasks because of easy distractibility. social outings become
more taxing and less enjoyvable

Language Difficulty finding the correct words, using general pronouns
regularly instead of names. Mmiispronunciation of words;, prob—
lems withh understanding verbal and written commmunication

Learmming and Forgetting to buy iterms or buying the same itemrms multiple

memory tirmes at thhe store; repetition in conversations;. difficulty in
recalling recent events. relying on lists of tasks to complete;
forgetting to pay bills

Perceptual-motor Difficulty in using famiiliar technology. tools, or kitchen appli—
ances; getting lost in familiar environments

Social cognition Apathy, increase in nappropriate behaviors, loss of empathy.,
impaired judgmment

INnformation frorm references 235 and =24
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Falk N et al, 2018

TABLE =

ey Fincding s anmncad Suggeastedcd Etiocologies inmn Patiemts
wwith CTogmnmitive Irmmpairrment

Suggestaed ctiology

Alhheaeirmerr diseasae

D e=tliricarem

Fromtotaermporal
dermentia

Hurmam irmmrmiuanmnaocdeaeTi —
colesricy wirwta=s imferc ticor

HHy pocoprerr Frasicory frearm
heart failure

Imtracranial twarmor

Maedicaticarn adversae
effaects

Naewurocogniitive cdils -
coarcdesr wwith: Lewy bhaocdy
clervraermitiaa

Vascualar cdermieanitis

COther rmadical concditiaon s
[Desgpyress=ico>r

Hy pooothyreoictisrm
Newurosyemniilus
Niacim/vitarmimn 5,

cHdesficiesrycy

Pocorrriaal - gores=s=suares
hydraocoapnalus

Vitarmiinmn B, deficiency

VwWermniclkke - Kaoaorsalkorr
Swrrncdraorme

Koy findings omn history and axamination

INnsicalowus andad gradual ONsaet Of rMmIermory ancd learmMinag SYrmiptarms WwWithicoowat
evidenmncs Of plateaus,. recall Of recCaemnt Evernits is rmiost affectecd, cardico -
wascraloar cddissesaases rishk factor=s, desprer==sicory aarcd agathiy . smlaecp) cdissturbhanmces=s

Rerce=rit Mio=pitalizaticory <or aaciates illries==_ iryaattesriticory, flueac teaaatirncg bHestiaawvw -
tor changees, alteaerod level of conscliousmeass

Scocially imappropriate behnaviors:, loss of ermipathhy . chhanges im cdress,
eavting nabits religlioussppaoalitical baellerls, develaoprmeaent of cormpualsive
Demhnaviors, progressive apihhasia

FisStory of hiah —risk sexual Hhaenavior oOr drudg use, apathy, [Dacocor atter —
Ticory aaricd coceoricesrmitraaticors, FMiygresrrexflesxian, =lcowvw lirmib rricoverrriaesrit=s

Swriccagarer, Miistcory «f hhoeaart failvares

Selzures,. Nmnourologiac defnicits

Lise of amticholimneargic cdrugs, benzszodiazepines, oOpilolids,. or rmusscle
relaxanes

Daytirnme drowsiness, daytinmie maps lasting rmmiore chanmn two Fhraours,
P roloaoragenct mrtaring Sspells, disorganiizeaed spaecah, vissual hallucirnaticorn =
FrAarkinscorniianr: Sy rmptcornms

FHistory of syrmptcarrms hagQimmiinmiag aftor coarelbhrovascular oveants

Arnhiecicoriia, feaeling=s oOf worthilesamerss, slawed speccih, flat alffece,
slacap distwartbhamce

Faticgue, colcd imtolarancacs:, caomnstipoaticon ., wWwaeiaht gaimn, cdry siciry, poro -
lomgec deaep teaendon reflexe s, rmivalgias

FlistoOry <f NMiIgh —risk sexual Daeahnavior oOr iImJection cdruag wauase, wvisiaoaormn amncd
hearinmg loaoss, decreased proaopricaoception, Sstabbhinmg extrermiity pains

FHisStoOry of Bariawtric surgery or rmalabsorption disorders, photosensitive
raasty, aarnxicety, irmn=scorrmimiaa, cdiaarrbiesas,. vaormitinog

Lirirvaary irnccortirnesrices aarvcd bOhreoeoaacd - haasescd, st aflffliricg c3aaic

Asceancding paresthhesias,. tonmngue sorenmness,. limMmib wealknmness, weilightt loss

FHistory <of SlconNolisrm, NYSTLAagrnMiuss Oor ex<iraooularr rmuscle weaaknmness,
Droad - -"bDased galt anca stanmnce

AT P EenCE ANAEPT Frert r W ESSACores Treorry Sirvrrvicesems 38, FHartrrmiaerirery 3. Dajeosergpyiy D, Evalciaaticors «oF stesgrevetarcd clerrrrerertiaa
AreTy Farm Phhymaciaarm., 20O X B3B3 53997 with? cdcditicoriaal sralfcorryimaticord freorrs resfererice=s 25 threowereghy 227 51, omicd 5.2
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SORT: KEY RECOMMENDATIONS FOR PRACTICE

Falk N et al, 2018

Evidence
Clinical recommendation rating

References

In patients with suspected dementia, the Mini-Cog, the 2
General Practitioner Assessment of Cognition, or the

Ascertain Dementia 8-ltem Informant Questionnaire should

be used to determine the need for further evaluation.

Patients who screen positive for cognitive impairment on <
brief screening tests should be evaluated further to quan-
tify the degree of impairnment.

The standard laboratory evaluation for patients with | &=
cognitive impairment includes testing for anemia, hypo-
thyroidism, vitamin B;- deficiency, diabetes mellitus, and

liver and kidney disease.

Magnetic resonance imaging without contrast media is =
the preferred imaging test to exclude other intracranial
abnormalities, such as stroke, subdural hematoma,
normal-pressure hydrocephalus, or a treatable mass.

29,5557

29

29

41, 42

A — consistent good-—quality patient-oriented evidence, B = inconsistent or limited-qguality
patient-oriented evidence; C = consensus, disease-oriented evidence, usual practice, expert
opinion, or case series. For information about the SORT evidence rating system, go to http://

www aafp.org/afpsort.

20.1.2021 yl juha kemppinen
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Levenson J, 2017

Delirium, which is characterized by restlessness, incoherence, and other behavioral changes, is common in
hospitalized patients with severe illness, particularly patients in intensive care units (Inouye and Young

20006).

Delirium has a hypoactive form that resembles depression, a hyperactive form associated with agitation and
psychosis, or a mixed state of both.

About one-third of psychiatric consultation requests at hospitals are to help manage behavioral disturbances
of delirium (Schellhorn et al. 2009).



Levenson J, 2017

The optimal management of delirium involves properly identifying and treating the underlying cause of the
disorder along with a multimodal strategy to alleviate existing symptoms.

Common causes of delirium include infection, dehydration, or metabolic problems. In addition to addressing
the underlying source of the delirium, patients can benefit from psychopharmacology, as well as
environmental and behavioral interventions that stimulate and orient them to their surroundings.

Among potential medication choices, haloperidol remains the gold standard for the pharmacological
treatment of delirium (American Psychiatric Association 1999). Some randomized clinical trials of delirium
comparing haloperidol with the atypical antipsychotics risperidone and olanzapine generally have not found
significant differences in safety and effectiveness (Han and Kim 2004, Yoon et al. 2013, Maneeton et al. 2013).

The advantage of treating patients with haloperidol is that this is the only recommended agent that can be
given orally, intravenously, intramuscularly, and subcutaneously; this allows for the treatment of patients with
delirium and a wide range of conditions.

In patients with preexisting QTc prolongation over 500 msec, alternatives to QTc-prolonging antipsychotics
should be considered. Possible options for treating this patient population include aripiprazole, propofol, and
dexmedetomidine



Levenson J, 2017

As noted above, anticholinergic toxicity is one of the critical mechanisms of delirium (Trzepacz 2000).

Anticholinergic delirium is commonly seen in patients with impaired acetylcholine neurotransmission due to
Alzheimer’s disease or neural damage resulting from head trauma, hypoxia, or stroke; it can also be caused by

medications with antimuscarinic effects (for example, benztropine, scopolamine, diphenhydramine, and
tricyclic antidepressants).

Along with supportive measures to keep patients alert and oriented, anticholinergic delirium is addressed by

stopping any offending agents, and, if necessary, treatment with the reversible acetylcholinesterase inhibitor
physostigmine (Moore et al. 2015).



G et al, 2020

Box |I. Suggested questions for clinicians to screen for
cognitive impairment in mood disorders.

I. Do you find that you are slower in your thinking than
you used to be?

2. Do you find that you are more distractible than you used
to be?

3. Do you find that you cannot hold things in your mind,
such as shopping lists and telephone numbers?

4. Do you find that it is more difficult to learn new things?

5. Do you find that you forget people’s names or other
things that you used to remember?

6. Do you find that it is difficult to plan and carry out
activities that have a number of steps?

7. Do you find that you are able to concentrate when
reading a book or newspaper, but have to keep re-
reading a paragraph?
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2) lkaihmisen masennuksen
seulonta ja diaghosointi



* Two questions

1) does the patient suffer from
depressed mood?

2) is there diminished interest or
pleasure?

* have a high sensitivity (about
95%), but unfortunately a low
specificity (57%), for diagnosing
MDD.

* Onko sinulla mieliala yli puolet
paivasta masentunut?

* Tunnetko vahemman mielihyvaa
tai mielenkiintoa harrastuksiisi
kuin ennen?



9-1 Unipolar Depressive Disorders: Common Psychological and Cognitive Symptoms

* Depressed mood

e Lack of interest or motivation

* Inability to enjoy things

e Lack of pleasure (anhedonia)
e Apathy

* Irritability

* Anxiety or nervousness

* Excessive worrying

e Reduced concentration or attention .

 Memory difficulties
* Indecisiveness
 Reduced libido

* Hypersensitivity to rejection or criticism

 Reward dependency

Perfectionism
Obsessiveness
Ruminations

Excessive guilt
Pessimism
Hopelessness

Feelings of helplessness

Cognitive distortions [e.g., “l am
unlovable”]

Preoccupation with oneself
Hypochondriacal concerns

Low or reduced self-esteem
Feelings of worthlessness
Thoughts of death or suicide
Thoughts of hurting other people

massachusetts general hospital handbook of general hospital psychiatry, 2010



9-2 Unipolar Depressive Disorders: Common Behavioral Symptoms

* Crying spells * Compulsive use of the Internet or
* Interpersonal friction or video games
confrontation * Workaholic behaviors
e Anger attacks or outbursts e Substance use or abuse
* Avoidance of anxiety-provoking * Intensification of personality traits
situations or pathologic behaviors
* Social withdrawal * Excessive reliance or dependence
* Avoidance of emotional and sexual on oth-ers N
intimacy * Excessive self-sacrifice or

* Reduced leisure-time activities victimization

. Develo,oment of rituals or * Reduced productivity
compulsions * Self-cutting or mutilation

* Compulsive eating  Suicide attempts or gestures
* Violent or assaultive behaviors

massachusetts general hospital handbook of general hospital psychiatry, 2010



9-3 Unipolar Depressive Disorders: Common Physical and Somatic Symptoms

* Fatigue * Erectile dysfunction
* Leaden feelings in arms or legs * Delayed orgasm or inability to achieve
orgasm

* Difficulty falling asleep (early insomnia)

* Difficulty staying asleep (middle * Pains and aches

insomnia) * Back pain
* Waking up early in the morning (late * Musculoskeletal complaints
insomniaf :
e Chest pain

» Sleeping too much (hypersomnia)
* Frequent naps
* Decreased appetite

e Headaches
e Muscle tension
* Gastrointestinal upset

* Weight loss | * Heart palpitations
. Incr.eased .appe’flte * Burning or tingling sensations
* Weight gain * Paresthesias

e Sexual arousal difficulties

massachusetts general hospital handbook of general hospital psychiatry, 2010



MADRS
Montgomery - Asberg: Depression Rating Scale

MADRS
Montgomery — Asberg: Depression Rating Scale

NIMI SYNTAIKA PAIVAYS

ALENTUNUT MIELIALA (huomioltu)

Tarkoittaa emotionaalisen peruavirean alentumista
eratukseksi tilanteasta johtuvista tunnetiloista),

Asittda synkkyyden, ruknzmlolmyydnn a alakuloisuuden,
mitka kayvat ilmi ilmoista, asennoista ja liikehdinnasta.

Arviointi perustuu silhen kuinka limeinen alakuloisuus ym.
on seki siihan kuinka helposti potilas on johdateltavissa
muihin asioihin,

Kohonnut mieliala luokitellaan nollaksi.
Nautraall mialiala.

Nayttaa koko ajan alakuloiselta, mutta vol
tilapaisesti tulla valoisammalle tuulelle,

Nayttas alakuloiselta ja onnettomalta
puheanaiheosta rippumatta.

limaisoo [Apikotaista, S4rimmaista synkkyylta, raskas.

[e]o]=[<]~]-]o]

miellayytta tai epatolvoista onnettomuuden tunnetta,

plsteat 0 — & |

ALAKULOISUUS

Tarkoittaa masennuksan tunnatta huolimatta siita nakyyks
s6 paallepain vai e, Kasittad murheallisuuden, onnettomuu-
den, raskasmialisyyden, tolvottomuuden ja avuttomuuden
funteet.

Arviointi perustuu tunteen voimakkuutean ja kestoon seki
sithan kuinka paljon ulkoisat tekijat valkuttavat mielentilaan,

Kohonnut mialiala luokitaliaan nollaksi.
Noutraall mislentila. Vol tuntea saka tilapaista

hilpeytti atta apeutta olosuhteidan mukaan,
iIman painoa kumpaankaan suuntaan.

Enimmakseen alakuloinen, mutta valoisampiakin
hatkid on valilla.

Jatkuvasti alakuloinen ja synkkamielinen. Ulkoiset
olosuhteet vaikuttavat hyvin vahan mislentilaan.

[e]e]+[=]=]-]<]

Jatkuva, erittain syva masannus.

pisteat 0 - 6

AHDISTUKSEN TUNTEET

Tarkoittaa epamaaraista, psyykkisen pahanolon tunnetta,
epamiallyttavas sisdista jannitystd, ahdistusta, kauhua tal
sisdistd lovottomuutta, joka voi kehittys paniikiksi.

Arviointi perustuu tunteen voimakkuuteen ja kestoon seka
avun mrpnon suuryutean,

Pidattava orillaan alakuloisuudesta soké huolestunelsuu-
desta.

[=] [2] [-[=[~[-]]

Enimmaksean rauhallinen.

Tilapaisis epamiallyttavan psyykkisaen jannityksen
tuntaita,

Jatkuva sisdison levottomuuden tunne, joka
tolsinaan kehittyy paniikiksl, joka vain vaivoin
on hillittavissa,

Pitkaalkalsia paniikinomaisia ahdistuskohtauksia,
Vallitseva kauhuntunne tai ahdistava kuoleman-
polko, jota (potilas) el yksin pysty hallitsemaan.

pistest 0 - 6 I:]

VAHENTYNYT YOUNI

Tarkolttaa lyhentynytta tal llaks| keventynytta unta
tavallisiin nukkumatapoihin varrattuna. Lisaantynyt uni
luokitellaan nollaksi.

Arviointi perustuu siihen kuinka ilmeinen alakuloisuus ym.
on sekd siihen kuinka halposti potilas on johdateltavissa
muihin asioihin,

|=le] [+[a]s]-]<]

Nukkuu tavalllsean tapaan.

Kohtuullisia vaikeuksia paasta uneen, tai lyhyempi,
pinnallisempi tai rauhattomampi uni kuin tavallisesti.

Lyhantynyt nukkuma-aika (vahintasn kaksi tuntia
vaahemman kuin tavallisestl). Har&a usein yén aikana
my&s liman ulkoisia hairioita.

Nukkuu olsin vahemman kuin kaksi - kolme tuntia

kaikkiaan,
pisteat 0 - 6

Normaall tai lisaantynyt ruokahalu.
Huono ruokahalu.

Ruokahalu puuttuu melkein kokonaan, ruoka el
maistu: taytyy pakottaa itsenss syomaan,

Ei syd mitaan, jollel joku maanittele.
Kialtaytyy kokonaan sy&mista.

pisteat 0 — 6

KESKITTYMISVAIKEUDET

Tarkolttaa valkeuksia koota ajatuksensa |a keskittys,
Arviointi perustuu voimakkuutean, taajuuteen seka siihen
missd mAadrin eri toiminnat vaikeutuvat.

Pidattava arlllaan muistihainsista ja hairsista ajatuksen
Juoksussaa,

Ei keskittymisvaikouksia.

Tilapaisia vaikeuksia pitaa ajatukset koossa esim.
lukiessa tai televisiota katsellessa,

Salvis kask
lukamista tai

tymisvaikouksia, jotka vailkeuttavat
eskustelua,

[efe]~]=fel=]<]

Jatkuvia invalidisolvia keskittymisvalkeuksia,

pisteat 0 - 6

ALOITEKYVYTTOMYYS

Tarkoittaa omakohtalsta tunnetta aloitekyvyttémyydaesta
aeikq Slité, etta on voitaettava vastus annen kuin vol ryhtya
toimiin.

Pidattava erillaan pasttamattomyydesti ja vasymisesta,

El minka#nlaisia vaikeuksia kiyda uusiin toimiin
kasiksl,

Liavia alkuvaikeuksia.

Valkaa ryhtya yksinkertalslinkin rutlinitehtaviin,
nama vaativat suuria ponnistuksia,

[=]=]+{a[5]2]<]

K?lvy(on htymadn yksinkertaisiimpiinkin puuhiin.
El pysty aloittamaan mitaan toimintaa omin neuvein

plsteat 0 - 6 I

VAHENTYNYT KYKY KOKEA TUNNE-ELAMYKSIA

Tarkoittaa vahentynytta kiinnostusta ulkomaailmaa tai
tavallisesti huvia |a lloa tuottavia toimintoja kohtaan,
Subjektilvinen kyvyttdmyys tunnereaktioihin lahiympériston
ihmisia ja tapahtumia kohtaan.

Normaalisti kiinnostunut ulkomaailmasta ja
toisista ihmisista.

Vaikea tuntea huvia siita mika tavallisesti kilnnostaa.
Vihentynyt kyky suuttua tal arsyyntyd.

Mialenkiinto ulkomaailmaa kohtaan puuttuu,
Ystavat ja tuttavat tuntuvat samantekeviita.

o] ] e]u]- ]

10.

Taysin kyvytdn tuntemaan adekvaattia surua tai
vihaa, Taydallinen tal tuskallinen valinpitamatte-
myyden tunne ja kyvyttdmyya tuntea mitaan edes

laheisimpia inmisia kohtaan,
pistect 0 - &

DEPRESSIIVINEN AJATUSTEN SISALTO

Tarkoittaa kaikenlaisia itsesyytoksia, kuvitalmia synnisti ja
syz’lllsrydosla. alemmuudesta ja taloudellisesta peri-
a.

=

El passimistisia ajatuksia,

Lyhytaikaisia itsesyytoksid ja alemmuuden-
tunteita silloin talloin.

Jatkuvia itsesyytoksia. Selkeitd, mutta el kohtuutto-
mia miattaitd synnistd tai syyllisyydestd. Selvast
imaistu pessimistinen nakemys tulevaisuudesta.

Absurdeja kuvitalmia taloudsllisesta perikadosta ja
anteaksiantamattomista synnaisti. Absurdeja itse-

syytoksia.
plstaat 0 - 6

x
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@

ELAMAAN KYLLASTYNEISYYS JA
ITSEMURHA-AJATUKSIA

Tarkoittaa slamasn kyllastymists, kuolemantoivomuksia,
itsomurha-ajatuksia seka itsemurhavalmisteluja.
Mahdolliset itsemurhayritykset alvat sindnsa valkuta
luokituksean.

.o_ Tavanomainen eldmanhalu. Ei itsemurha-ajatuksia,

1

2 Elamann kyllastynyt, mutta o1 ollenkaan tai vain
| OpPAMAAraisia toivoita kuolla.

3

a Itsemurha-ajatuksia asiintyy, ja itsemurha on
| ajateltavissa oleva ratkaisu, mutta ilman selkeita

itsomurha-aikeita.

5

& Salvast ilmaistu)a aikeita tehd itsemurha tilaisuu-
| den tullen. Aktiivisia itsemurhavalmisteluja.

pisteat 0 - 6

MUISTHNPANOJA

0-7 p = ei oireita
8-14 p = masennusoireita
15-24 p = lievd masennus
25-30 p = keskivaikea
31-43 p=vaikea

20.1.2021
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41 >44 p = erittéfn vaikea




Depression Kaypa Hoito-suositus 2010

— Lievaian masennustilaan liittyy subjektiivis-
ta kirsimystd mutta toimintakyky on yleen-
sa sailynyt, keskivaikea masennustila huo-
nontaa vyleensa selvisti toimintakykya, ja
vaikeasta masennustilasta kiarsiva tarvitsee
usein apua paivittaisissa toimissaan.

— Psykoottisessa masennustilassa esiintyy
masennusoireiden lisiksi harhaluuloja tai

MADRS-tulkinta :
MADRS-asteikon tulkintaohje:

Pisteet Tulkinta

0- 7 pistetta = el masennusta

hallusinaatioita. 8- 14 pistettda = masennusoireita
. _ _ o 15-24 pistetta = lieva masennustila
Taulukko 3. Esimerkki Montgomery—Asbergm arvioin-
tiasteikosta B B B o i ) o _
1 25- 30 pistetta = keskivaikea masennustila

1. Alentunut mieliala - Huomioitu alakuloisuus

2. Alakuloisuus - limoitettu alakuloi . . . . i

S ARl et vhast e 31-43 pistetta = vaikea-asteinen masennustila

4. Vahentynyt youni

5. Vahentynyt ruokahalu > 44 pistetta = erittain vaikea-asteinen masennustila

6. Keskittymisvaikeudet

7. Aloitekyvyttémyys

8. Vahentynyt kyky kokea tunne-elamyksia

9. Depressiivinen ajatusten sisaltod > Pessimistiset ajatukset
10. Elamaan kyllastyneisyys ja itsemurha-ajatuksia

- Itsemurha-ajatukset|
Depress]o I%H-f(uositus éa yl juha
20.1.2021 20.01.2021 y Jﬂ(eampeéﬂﬁ)é)r%n n 42 42
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Olsen bRs-et al, Prevalence of major depression and stress indicatorsim<the:Banish general population, Acta Psychiatr
Scand 2004: 109: 96—103.



Tt

sy Kintrisk Vorsicninoasscenisod
TRIIBCc et SSyv ol

Depression demarkaatiolinja

MNMiajor (ICIDD-10) Depression Inventory
Alle ofevat Kysmyksetl Kkoskevaltl vorntias! vifimersren 2 vitkon arkana.

Miten suuren osan ajasta ...

Koko Souurim -

ajan

1 Oletko tunNntenut Sse S Masentunea ks,
surullisclks: 2

]

Oletko menettanyt kiinnostuksosi
Ppailvittaisiin askarcisiisi ?

= Oletko karsinyt voirmien ja energian
PuuutteoSta?

2 Onko intseluocottamuksosi ollut
hoeoikompi1?

= Onko sinuwuliz
osyyillisyyden

o Onko sinust

ajasta

[ ]
[ ]
[ ]

| B |
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Depression vaikeusaste.
- Kysymyksista 1 — 10 valitse kaikki, joissa vahintaan 3

eteetamizer pistettd (=yli puolet ajasta).

z remanvymise - Vahintaan 4 oiretta = lieva masennus.

Ilukiososa tai
an an

man osan

an yn

puioclet
asta

L]
[ ]
[ ]

| S |

|

vanan Jonkin El minkaan
alle alkaa ajan-
puociet Kontana
ajasta

Vahintaan kahdessa

pitaa olla 4-5 tai kyse ei
ole depressiosta

K = == Y/

- Vahintaan 6 oiretta = keskivaikea masennus.

Olotko tunta
s levottomaks

Oletko tunta

s vaiteliaamm vaikea masennus.

Onko simnulla ollur vaitkoeouksia saada
e unta yolla?

1On Onko rucokahalus: ollur vahentynyt?

LOD Onko rucokahalus: isaantynyt?

1 1 [

1 1 [
1 1 [

- Vahintaan 8 oiretta ja kysymyksista 1-3 mukana kaikki 3 =

1 1 [
1 1 [
1 1 [

Olsen bRy-et al, Prevalence of major depression and stress indicatorsimabe®anish general population, Acta Psychiatr

Scand 2004: 109: 96—103.



Depression diagnoosi VMIDI-kyselylomakkeen avulla 5 minuutissa.
1. Potilas tayttaa vastaanotolla MDI-kyselylomakkeen. (2 min.)

2. Pisteyta lomake potilaan lasna ollessa. (30 sek.)

- Jokaisesta kysymyksesta pisteet5—4 -3 -2 -1 -0.

- Kysymyksissa 8 ja 10 on a- ja b-kohdat. Huomioi pisteita laskiessa vain

korkeamman pistemaaran vaihtoehto.

- Laske pisteet yhteen.
3. Tulkitse vastaukset. (2 min.)

1.
Diagnoosi perustuu kahden viikon aikana olleisiin oireisiin.

2.

Kysymykset 1-3 ratkaisevat, onko kyse depressiosta.

- Vahintaan kahdessa tulee olla 4 tai 5 pistetta.

- Jos ehto ei tayty, on kyse jostakin muusta, kuin depressiosta. Syy tulee
selvittaal

- Selvita aluksi, onko kyse korjaantumassa olevasta depressiosta.



3.
Depression vaikeusaste.

- Kysymyksista 1 — 10 valitse kaikki, joissa vahintaan 3 pistetta (=yli puolet ajasta).
- Vahintaan 4 oiretta = lieva masennus.

- Vahintaan 6 oiretta = keskivaikea masennus.
- Vahintaan 8 oiretta ja kysymyksista 1-3 mukana kaikki 3 = vaikea masennus.

Kokonaispistemaara
- Maksimi 50 pistetta.

- Kuvaa depression vaikeusastetta silloin, kun kyse on depressiosta.
- On hyva hoitovasteen mittaril

- Pelkastaan pistemaaran perusteella ei saa tehda depression diagnoosial

Muista!
MDI on erinomainen apu depression tunnistamisessa, hoitovasteen seurannassa ja
kaikkien tarpeellisten kysymysten muistamisessa.

Yksin sen perusteella ei kuitenkaan saa tehda diagnoosia.
Myos muut, kuin oirekriteerit tulee huomioida.



Deprression diagrioosi MDD IT-Kkyvselviornakiikeern avelilia 5 minuuiiissa.

A. Potilas tayttaa vastaanotolla MDlI-kyselylomakkeen. (2 min.)
= i Pisteyta lomake potilaan |lasnaollessa. (B0selk.)
- Jokaisesta kysymvyksesta pisteet S — 4 — 3 — 2 — 1 -0.
- Kysymyksissa S8ja 10 on a- ja b-kohdat. Huomioi pisteita laskiessa vain korkeamman

pistemaaran vaihtoehto.
- Laske pisteetyhteen.

3. Tulkitse vastaukset. (2 min.)
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Kokonaispistemaarsa
- Malksimi 50 pistetta.
- Kuvaadepression vaikeusastetta sil -
loin, kun kyse ondepressiosta.
- OnNn hyva holtovasteen miittaril
- Pelkastaan pistemaaran perusteella
eisaa tehdadepressiondiagnoosial

Solutos/ Veijo Nevalainen

a.
Diagnoosi perustuu kahden viikon aikana
olleisiin oireisiin.

2.
Kysyrmykset -3 ratkaisevat, onko kyse
depressiosta.
- Vahintaan kahdessatulesolladtai S
pistettsia.

- Josehto ei tayty, on kyse jostalkin
muusta, kuindepressiosta. Syy tule
selvittdadc !

- Selvita aluksi, onko kyse korjaanmntu-
rMmassa olevastadepressiosta.

3.
Depressionvaikeusaste.
- Kysymylksista 1 — 10 valitse kaikki,
joissavahintaan =2 pistetta (=vyvli puo-
letajasta).

- Vahintaan doiretta = lieva masennus.

- Vahintaan 6 olretta = keskivalkea
masennus.

- Vahintaan S oiretta ja kysymyksista 1-

2 mukana kaikki 32 =vaikea
masennus.

Muista!

MDDl omnerimnomainmnem apudepression
tunNnnmnistamisessa, hoitovasteen seurannassa ja
kaikkien tarpeellisten kysymysten
muistamisessa. Yksinsen perustesella ei
kuitenkaan saa tehda diagnoosia. Myods
muut, kuinoirekriteerittulee huomioida.
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MDQ (Mood Disorders Questionnaire)

* MDQ:n tulkinta

Seula on positiivinen, jos
« kohdassa 1. on 7 kylla-vastausta ja
« kohdassa 2. kylla-vastaus ja
« kohdassa 3. vastauksena 3 tai 4

 Tarvitsee psykiatrian erikoislaakarin tutkimukset



200121 lkaihmisten masennus

Geriatrinen depressioasteikko (GDS)
https://www.kaypahoito.fi/xmedia/hoi/hoi500440.pdf

Nimi: Syntymiyiaika:
Pvm: Arvioitsija:

Pisteet yhteensdi:

Nama kysymykset koskevat jokapaivaista mielialaa, asenteita ja tunteita. Haluaisin tietaa, milta Teista on tuntunut viimeksi
kuluneen viikon aikana, tama paiva mukaan lukien. Luen kysymykset Teille ja toivon Teidan vastaavan niihin joko "kylla"” tai "ei”

KYLLA El
1. Oletteko pohjimmiltanne tyytyvainen elamaanne? (0] 1
2. Oletteko joutunut luopumaan monista kiinnostavista asioista ja harrastuksista? 1 0
3. Tuntuuko elamanne tyhjalta? 1 0
4. Tunnetteko olonne usein ikavystyneeksi? 1 0]
5. Oletteko toiveikas tulevaisuuden suhteen? 0 1
6. Vaivaavatko Teita ajatukset, jotka pyorivat jatkuvasti mielessdanne? 1 o)
7. Oletteko enimmakseen hyvalla tuulella? (0] 1
8. Pelkaatteko, etta jotain pahaa tulee tapahtumaan Teille? 1 0
9. Oletteko useimmiten onnellinen? 0 1
10. Tunnetteko itsenne usein avuttomaksi? 1 o)
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200121 lkaihmisten masennus

https://www.kaypahoito.fi/xmedia/hoi/hoi500440.pdf

11. Oletteko usein levoton ja hermostunut? 1 0
12. Oletteko mielummin kotona sen sijaan, etta lahtisitte ulos? 1

13. Oletteko usein huolissanne tulevaisuudesta? 1 0
14, Onko Teilld mielestanne enemman muistivaikeuksia kuin muilla? 1 0
15. Onko Teista hyva, ettd olette yha elossa’ 0 1
16. Tuntuuko Teistd usein synkaltd ja alakuloiselta? 1 0
17. Tunnetteko olonne arvottomaksi? 1 0
18. Kannatteko paljon huolta menneesta? 1 0
19. Onko elamanne mielestanne innostavaa? 0 1
20. Onko Teidan vaikea aloittaa uusia asioita? 1 0
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200121 lkaihmisten masennus

https://www.kaypahoito.fi/xmedia/hoi/hoi500440.pdf

21. Tunnetteko itsenne tarmokkaaksi? 0 1
22. Tuntuuko eldmantilanteenne toivottomalta? 1 0
23. Tuntuuko Teistd, etta muiden asiat ovat paremmin kuin Teidan? 1 0
24, Saavatko pienet asiat Teidat usein pois tolaltanne? 1 0
25. ltkettdako Teitd usein? 1 0
26. Onko Teilla keskittymisvaikeuksia? 1 0
27. Onko mielestanne mukavaa nousta aamuisin? 0 1
28. Valtteletteko toisten ihmisten tapaamista? 1 0
29. Onko Teidan helppo tehda paatoksia? 0 1
30. Kykenettekd ajattelemaan yhta selkeasti kuin ennen? 0 1

Summapisteet:
0-10 normaali, 11-20 lieva depressio ja 21-30 keskivaikea tai vaikea depressio.
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Geriatric depression screening scale

* Geriatrinen depressioasteikko (GDS) kehitettiin idkkaiden henkil6iden masennuksen arviointia varten. Kehitystyossa
painotettiin asteikon tayttamisen helppoutta. Lisaksi pyrittiin valttamaan vanhuksilla yleisesti esiintyvien somaattisten
oireiden mukaan ottamista kysymysvalikomaan. Alkuperaisestd 30 kysymysta (kylla/ei) kasittavasta asteikosta on
myohemmin kehitetty 15, 10 ja 4 kysymyksesta koostuvat suppeammat arviointiasteikot.

* GDS on itsearviointiasteikko, mutta toinen henkil6 voi tayttaa asteikon luettuaan kysymykset aaneen tutkittavalle.
Masennusoireita arvioidaan viimeksi kuluneen viikon ajalta. GDS soveltuu parhaiten depression seulontamittariksi
vanhuksilla. Summapistemaara 0—10 on normaali, 11-20 viittaa lievdaan depressioon ja 21-30 keskivaikeaan tai vaikeaan
depressioon.

* Kysymysten esittamiseen kuluu n. 15 minuuttia. Tutkittavalle kannattaa ennen kyselyn aloittamista lyhyesti esitella asteikon
merkitys ja oikea vastaamistapa, esimerkiksi: ”Kysyn nyt teilta kysymyksia, joiden avulla haluan selvitella tamanhetkista
mielialaanne. Toivoisin, etta vastaisitte kaikkiin kysymyksiin hyvin lyhyesti, mieluiten “kylla” tai "ei”. Se voi olla valilla
vaikeata, mutta vastatkaa sen mukaan mika mielestanne on lahinna totuutta. Jotkut kysymykset herattavat uusia
kysymyksia tai tarvetta kayda kysymysta perusteellisemmin lavitse, mutta niihin kohtiin voimme palata myéohemmin, kun

olemme koko kyselyn suorittaneet”.

* Tulostettava pdf-versio «GDS30.pdf»1. Lomakkeen voi myds ladata ja tallentaa omalle koneelleen, minka jalkeen sen voi
avata ja tayttaa erillisessa Adobe Acrobat Reader -sovelluksessa. Talloin on kaytossa myos laskenta-automatiikka. Toiminto
vaatii uusimman Reader-version kayttoa. Sen voit tarvittaessa ladata Adoben sivustolta, jonne paaset tasta linkista
«https://get.adobe.com/reader/»1.

e Kdynnistd https://www.kaypahoito.fi/pgr00024
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Five-ltem Geriatric Depression Scale

Choose the best answer for how you have felt over the past week:

Maurer D et al 2018

TABLE 4

Are you basically satisfied with your life?
Do you often get bored?
Do you often feel helpless?

Do you prefer to stay at home rather than going out and
doing new things?

Do you feel pretty worthless the way you are now?

Scoring: Bolded answers receive 1 point. A score of 2 or more is considered a

positive result.

Adapted with permission from Maurer DM. Screening for depression [published
correction appears in Am Fam Physician. 2013.87(7)-464]. Am Fam Physician.

2012:85(2):142.
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Maurer D et al 2018

TABLE S

AS - lfTemm Geriatric Dep ression Scale

Choose thhe best answer for how you have felt over thhe past weelk:

Are yvou basically satistfied with yvowur lLlifte2 Yes/ No
Have vou dropped rmiany of your activities and interests? Yes/NNo
Do yvou feel that yvowurr life is ermpty Yes/NNo
Do yvou oftenn get bored ? Yes/No
Are you in good spirits rnmiost of thhe tirme? Yes/ No
Are you afraid thhat sormiething bad is going to happen to yvyvou? Yes/No
Do vou feel Nappy rMmo st of thhe tirme? Yes/ No
Do yvou often feel helpless? Yes/No
Do vou prefer o stay at homie, rathhh er thhanm goirng out anmnd Yes/NNo
doing Nnew thinmngs>=

Do vou feel you have more problerms with rmemory thhqanmn rmost? Yes/No
Do yvouwu thiink it is wonderful to be alive mow=? Yes/ No
Do you feel pretrty worthless thhe way you are mow -2 Yes/No
Do yvyvou fecel full of encergy - Yes/ No
Do yvou feel thhhat yvour situation is hopeless? Yes/NNo
Do vou think that most peopie are better off thham vyou are~2 Yes/NNo
Scoring:-  Bolded anmnswvwers recaeive 1 point. A score of more thhhanm S suggests

depressicon th a2t should be further evaluasted climiaca=tily

Adgptaedd Wit perrryiissicor? frorrrmy Sheikf JF. Yesavaoage JA. (Geriaitric EDepressicor Scalse
((GIOS): recert aviderce arnd devaelopriraeaert of =@ shorter versicory. Ty Brirmk T, =d
linical Gerontology: A Guide to  Assessrmienit and ntervenition. Neww York, INYS
FHHawvworti?» FPress: IS8 6.
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Spoelgoef G et al 2011

Table 2. Geriatric Depression Scale
(10-ltem Shortened Form)

Question Response
1. Are you basically satisfied with your life? > Yes/NO
2. Do you feel that your life is empty?2™ YES/No
3. Are you afraid that something bad is going to happen to you?* YES/No
4. Do you feel happy most of the time?* Yes/NO
5. Have you dropped many of your activities and interests? YES/No
6. Do you often feel helpless? YES/No
7. Do you feel that you have more problems with memory YES/No

than most?
8. Do you feel full of energy? Yes/NO
OS. Do you feel that your situation is hopeless? YES/No
10. Do you think that most people are better off than you are? YES/No

NOTE: One point is scored Tor each response in capital letters. A score of 2 or greater
may indicate depression.

*— T he first four gquestions are sometimes used as a four-item version of the scale,
withh one or more abnormal responses possibly indicating depression.

Adapted with permiission from Dath P et al. Saeening, detection and management
of depression in elderly primary care attenders. I The acceptability and performance
of the 7T5 item Geriatric Depression Scale (GDST75) and the development of short ver—
sions. Fam Pract. 718994 771(32)-264.
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Malhi G et al, 2020

Table 5. Clinical assessment of circadian function.

Construct Measurement instrument/technology  Clinical application

Chronotype Morningness-eveningness |. Completing the MEQ (understood as relating to individual differences in
questionnaire (MEQ) circadian phase) is a useful way to introduce circadian function to mood
(Horne and Ostberg, 1976) disorder patients.

2. Marked eveningness (common in BD and psychopathology generally) may
explain sleep onset insomnia and difficulties with full-time work.

Social rhythm Social rhythm metric (SRM) The SRM is a diary measure, assessing the regularity of key daily behaviours

stability Ashman et al., 1999) (particularly waketime and bedtime) across 7 days. Social rhythmicity (‘routine’
is a more meaningful term for many patients) is a key therapeutic target in
IPSRT, and its measurement provides useful psychoeducation about how lifestyle
might impact circadian vulnerability to mood disorder.

24-hour activity/ Actigraphy, or commercial activity Objective measurement of the 24-hour rest-activity cycle encourages patients
rest cycle monitors to attend to this level of their motivational functioning and may identify
important discrepancies with self-report about lifestyle and sleep/wake rhythms.

BD: bipolar disorder; IPSRT: interpersonal and social rhythm therapy.
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3) Ikaihmisen masennuksen hoito



Masennuksen hoito

Puoli vuotta Useita vuosia >
Normaali
. mieliala
'2 Uusiutuminen ' gggfgsivf;'nen
£ : E
Depressio .
Ak tti- : : Yllapito
h‘;li-‘toI Jatkohoito : (toistuva depressio)
KUVA 1. Depression hoidon vaiheet.
Hoidon suunnittelu ja seuranta
Hoidon l&ahtokohta on depression diagnosointi.
— Depression hoito jaetaan kolmeen vaiheeseen,
1. akuuttivaihe,
 tavoitteena oireettomuus, kestaa taman tavoitteen saavuttamiseen asti
2. Jatkohoito, tavoitteena estaa oireiden palaaminen (uusiutuminen, relapsi) ja
3. yllapitohoito, tavoitteena ehkaista uuden sairausjakson puhkeaminen.
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Depression Kaypa Hoito-suositus 2010 - 40-50% oireiden haviaminen 6-8 viikkoa
Akuuttihoidon varsinaisena tavoitteena on - yli 30 % ei reagoi masennuslaakitykselle 8-12 vkon aikana

taydellinen tai lahes taydellinen oireettomuus - yli 50% ei saavuta taudin remissiota = jaa oireita

Puoli vuotta Useita vuosia y
Normaali
mieliala

| ; : ; Uudelleen
| % Uusiutuminen puhkeaminen
% ¥ - Uusi
Depressio = AL hoito masennusjakso
' masennusjakson :
SVA,SvB > 2kk : 3 aikana -
masennusliike I nicuiitti- DS SaHohoito ‘ Yll&pito
hoito +  (toistuva depressio)
Hoidon 3 vaihetta: 1. 2. 3.

KUVA 1. Depression hoidon vaiheet.
+ 6 kk masennuslaike

+ 6 kk seuranta

TAULUKKO 2. Depression vaikeusaste ja akuuttivaiheen hoitomuodot. + harhaluulot ja/tai

hallusinaatiot

Hoitomuoto Lieva Keskivaikea Vaikea Psykoottinen
Psykoterapia + + (+) _
Masennuslddkkeet + + + +
Psykoosildadkkeet (masennusladkkeen ohella) — — — +
Sahkéhoito (ECT) - - + +
MADRS | 15-24. Distettél 25-30 p 31-43 p ">44p”
20.1.2021 20.01.2021 Depresi‘?q@?ﬁéﬁﬁﬁfﬂéﬁ e =>» Ty6- ja toimintakyky alenee 60 60



Psykoterapeuttinen hoito

* Psykoterapian tavoitteet

* Depressioiden hoidossa psykoterapioiden tavoitteena on saada potilas
toipumaan ja hanen toimintakykynsa paranemaan vaikuttamalla
* masennusta yllapitaviin mielikuviin
* ajattelumalleihin
* tunne-elamaan
* minakasitykseen
* toimintatapoihin.
* Psykoterapiat perustuvat teoreettisiin malleihin ja tutkimustietoon
mielenterveyden ja kayttaytymisen ongelmista, normaalista ja

hairiintyneesta psyykkisesta kehityksesta ja psykoterapian
muutosprosesseista ja soveltavat niista johdettuja kliinisia kaytantoja.

https://www.kaypahoito.fi/hoi50023#readmore



Masennuksen hoito - Psykoterapia

* — Lievien ja keskivaikeiden depressioiden akuuttivaiheen hoidossa voidaan kayttaa joko yksin tai
vhdessa laakehoidon kanssa jotain seuraavista tahan mennessa vaikuttavaksi osoitetuista
lyhytkestoisten terapioiden muodoista

e kognitiivista psykoterapiaa [146—-151] A
e interpersonaalista terapiaa [146—-151] A
e psykodynaamista psykoterapiaa [144, 152-155] B.

* Lahinna lievien masennustilojen hoidossa, kun kyse ei ole moniongelmaisista potilaista, voidaan
kayttaa myos

e ongelmanratkaisuterapiaa [156] A
e ratkaisu- ja voimavarakeskeista terapiaa (155] C.

e Kognitiivisten, interpersonaalisten, psykodynaamisten ja ongelmanratkaisuterapioiden valilla ei
ilmeisesti ole kliinisesti merkittavia vaikuttavuuseroja [150].



Ihmisen kayttaytymisen
muutoksessa vaikuttavat :

WHATS ON A MANS MIND

s’wv ’ L

Epaspesifit muuttujat :
1. Tuliko minulle tunne ymmarretyksi
tulemisesta ?

2. Kunnioitettiinko minun avunpyyntoa
ja tavoitteitani terapiaistunnossa
tai kuntoutustapahtumassa?

3. Oliko minuun kohdistunut

mielenkiinto aitoa ja autenttista?

4. Synnyttiko terapiaistunto tai kuntoutus-
tapahtuma minussa toivoa muutoksesta
ja sen mahdollisuudesta?

5. Tarjosiko terapiaistunto/kuntoutus-
tapahtuma vaihtoehtoisen selityksen

(toteutettavissa minun resursseillani)

ongelmilleni?

”~
ﬂ)l.ZOZl Depressio KH-suositus ja yl juha kemppinen

63



Depression Kaypa Hoito-suositus 2010 : Depression psykoterapiat

TAULUKKO 2. Depression valkeusaste ja akuuttivaiheen hoitomuodot.

Hoitomuoto Lieva Keskivaikea vVaikea Psykoottinen
Psykoterapia + + (+) —
Masennuslaakkeet + + k3 +
Psykoosilaakkeet (masennuslaakkeen ohella) - - - -
Sahkdhoito (ECT) = — + +

Hoitomuoto ja kuvaus

Kognitiivinen

Tavoitteena depressiota aiheutta-
vien ja vilapitavien asenne- |a kayt-
taytymismalllen muuttuminen |a
ongelmanratkaisukeincjen lisaan-
Ltyminen

Interpersonaalinen

Tavoitteena depressiota alheutta-
vien ja yilapitavien ihmissuhde-
ongeelmien, rooliristiriitojen tai
menetysten fTokusoitu kasittely

Psykodynaaminen
Tavoitteana depressiolle altistavien

kehityksellisten ongelmien seivittely

ja minuuden vahvistuminen

TAULUKKO 4. Keskelset psykoterapiamuodot depression holdossa.

Tyypillinen kesto
ja tiheys

Lyhyt: 10-20 kayntia,

vksi kerta viikossa

Lyhyt: 8-16 kayntia
(uusiutumisen estoterapia
ja tietoisuustaitoihin
perustuva MBCT)

Lyhyi/keskipitka: 12—40
Kayntia (CBASP)

Pitkakestoinen: 4080
kayntia, 1—2 kayntia vii-
kossa

Lyhyt: 1216 kayntia,
yvksi kayntl vilkossa

Lyhyt: 1625 kayntia,
vksi kaynti viikossa
Pitkakestoinen: 80240
kKayntia, 13 kayntia vii-
kossa

Nayton aste

Akuutti
vaihe

[1a6—151 )™

[14a6—15112

[(177—-1791%

[155, 18018

Yllapito- ja
jatkohoito-
vaihe

[166-172]2

[166—-1721"

Krooninen ja
komplisoitu-
nut Mmasannus

(173—176]1°%

<

[155, 180]1%



Hoitomuoto ja kuvaus [Tyypillinen kesto ja Nayton aste
tiheys

Akuutti vaihe Yllapito- ja Krooninen ja
jatkohoitovaihe komplisoitunut
masennus
Kognitiivis-
behavioraalinen
Tavoitteina depressiota Lyhyt: 10-20 kayntia, 1 A A - -
aiheuttavien ja kaynti viikossa
yllapitavien ajatus- ja
toimintamallien
muuttuminen ja
ongelmanratkaisukeinoj
en lisaantyminen
Lyhyt: 816 kayntia - A -
(uusiutumisen
estoterapia ja
tietoisuustaitoihin
perustuva MBCT)
Lyhyt/keskipitka: 12—40 - - B
kayntia (CBASP)
Pitkakestoinen: 40—-80 B
kéyntié’ 1-2 kéyntié https://www.kaypahoito.fi/hoi50023#readmore

viikossa


https://www.kaypahoito.fi/nak04361
https://www.kaypahoito.fi/nak06935
https://www.kaypahoito.fi/nak06938
https://www.kaypahoito.fi/nak06939
https://www.kaypahoito.fi/nak09361

Hoitomuoto ja kuvaus [Tyypillinen kesto ja Nayton aste
tiheys

Akuutti vaihe Yllapito- ja Krooninen ja
jatkohoitovaihe komplisoitunut
masennus
Kayttaytymisen
aktivointi
Tavoitteina depressiota Lyhyt: 10-20 kayntia
aiheuttavien ja
yllapitavien
kayttaytymismallien
muuttuminen ja
ongelmanratkaisukeinoj
en lisdaantyminen
Interpersoonallinen
Tavoitteena depressiota Lyhyt: 12-16 kayntia, 1
aiheuttavien ja kaynti viikossa
yllapitavien
ihmissuhdeongelmien,
rooliristiriitojen tai
menetysten fokusoitu
kasittely

1>

1>
1>

https://www.kaypahoito.fi/hoi50023#readmore
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https://www.kaypahoito.fi/nak08230
https://www.kaypahoito.fi/nak04361
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Hoitomuoto ja kuvaus [Tyypillinen kesto ja Nayton aste
tiheys

Akuutti vaihe Yllapito- ja Krooninen ja
jatkohoitovaihe komplisoitunut
masennus
Psykodynaaminen
Tavoitteina depressiolle Lyhyt: 16-25 kayntia, 1 A - -

altistavien kaynti viikossa

kehityksellisten

ongelmien selvittely ja

minuuden

vahvistuminen
Pitkakestoinen: 80-240
kayntia, 1-3 kayntia
viikossa

|
o)

https://www.kaypahoito.fi/hoi50023#readmore
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https://www.kaypahoito.fi/nak04363
https://www.kaypahoito.fi/nak06942
https://www.kaypahoito.fi/nak06942

Depression hoito: ladke

Masennuslaakeryhmat

Esimerkkeja ladkeaineryhmittain:

_1 SSRI-laakkeet _| SNRI-laakkeet
vessitalopraami vduloksetiini
sfluoksetiini smilnasipraani
ofluvoksamiini vvenlafaksiini
vparoksetiini
ssertraliini _| Trisykliset
ssitalopraami samitriptyliini

yl jJuha kemppinen

1 Muut

omirtatsapiini
omoklobemidi
oreboksetiini

* \oxra

* Valdoxan
* Brintellix

Depression Kaypa Hoito



Suomessa vuonna 2020 kaytossa olevat masennuslaakkeet ja niiden annokset aikuispotilaille

Geneerinen nimi Aloitusannos (mg/vrk) Hoitoannos (mg/vrk) Tavallisia haittavaikutuksia

Selektiiviset serotoniinin Ryhmalle luonteenomaisia
takaisinoton estdjat (SSRI) mm. pahoinvointi, suolisto-
oireet ja

seksuaalitoimintojen hairiot

Essitalopraami Cipralex 10 10-20
Fluoksetiini Seronil 20 20-80
Fluvoksamiini Fevarin 50 100-300
Paroksetiini 20 20-50
Sertraliini Zoloft 50 50-200
Sitalopraami- Cipramil 20 20-40

https://www.kaypahoito.fi/hoi50023#readmore
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Suomessa vuonna 2020 kaytossa olevat masennuslaakkeet ja niiden annokset aikuispotilaille

AIO|tusannos (mg/vrk) Hoitoannos (mg/vrk) Tavallisia haittavaikutuksia

Muut depressnolaakkeet

valdoxan

Agomelatiini 25 25-50 Paansarky, huimaus

Bupropioni Voxra 150 150-300 Paansarky, unettomuus,
pahoinvointi

Duloksetiini 60 60-120 Pahoinvointi, suun kuivuminen,
paansarky, uneliaisuus

Mianseriini Tolvon 30 30-90 Vasymys, huimaus

Milnasipraani Ixel 50 50-100 Pahoinvointi, sydamentykytys,
virtsaamisongelmat

Mirtatsapiini Remeron 15-30 30-60 Vasymys, painon nousu

Moklobemidi Aurorix 300 300-900 Unettomuus, huimaus

Reboksetiini 8 8-10 Ahdistuneisuus,
yliaktivoituminen

Tratsodoni Azona 50-100 150-500 Vasymys, huimaus, rytmihairiot

Venlafaksiini 75 75-375 Kuten SSRI-laakkeilla

Vortioksetiini Brintellix 10 5-20 Pahoinvointi

20.1.2021

yl juha kemppinen
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Suomessa vuonna 2020 kaytossa olevat masennuslaakkeet ja niiden annokset aikuispotilaille

Aloitusannos (mg/vrk) Hoitoannos (mg/vrk) Tavallisia haittavaikutuksia

Trisykliset Ryhmalle luonteenomaisia
T 1) T .
depressioladkkeet muun muassa antikolinergiset
ja alfai-salpauksen
haittavaikutukset

Amitriptyliini Triptyl 25-50 75-300
Doksepiini Doxal 25-50 75-300
Klomipramiini Anafranil 25-50 75-300
Nortriptyliini Noritren 25-50 50-200
Trimipramiini Surmontil 25-50 75-300

1) .o .e . e oo . . . .
Kaytto depressioon edellyttaa pitoisuusmittauksia. https://www.kaypahoito.fi/hoi50023#readmore
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Suomessa vuonna 2020 kaytossa olevat masennuslaakkeet ja niiden annokset aikuispotilaille

*Seurannan aikana arvioidaan saavutettua ladkevastetta. Ellei viitetta
alkavasta hoitovasteesta ilmene 4 viikon kuluessa (oirepistemaaran < 20
%:n pieneneminen), on jo yleensa syyta vaihtaa toiseen
masennuslaakkeeseen.

‘Vastetta on syyta arvioida kriittisesti, kun taytta hoitoannosta on
kaytetty 6-12 viikon ajan.

*Seuranta-ajan jatkaminen 8-12 viikkoon voi olla aiheellista, jos
ensimmaisten 6-8 viikon aikana on jo ilmennyt osittainen hoitovaste
(oirepistemaaran 20-50 %:n pieneneminen).

*Ellei selvaa hoitovastetta (oirepistemaaran > 50 %:n pieneneminen)
saavuteta, on tehoton laake syyta vaihtaa toiseen 12. viikkkoon mennessa

https://www.kaypahoito.fi/hoi50023#readmore
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Muut biologiset hoidot

e S3ahkohoito

* Sahkohoitoa annetaan yleensa psykiatrisen sairaalahoidon yhteydessa, joskin myos polikliininen
sahkohoito on mahdollista. Ennen hoitoa potilas nukutetaan laskimoanestesian avulla 8.

e Sahkohoito on tehokkain hoitomuoto oirekuvaltaan vaikeassa tai psykoottisessa depressiossa A.

 Sita tulee harkita erityisesti silloin, jos
* |aakehoito ei ole tehonnut tai
* muutoin tarvitaan nopeatehoista hoitoa esimerkiksi itsemurhavaaran vuoksi.

» Sahkohoitoa voidaan harkitusti kayttaa myos keskivaikean, usealle laakehoitoyritykselle
resistentin depression hoidossa C.

* Masennuslaakehoitoa on sahkohoidon jalkeen syyta jatkaa tavanomaiseen tapaan akuuttivaiheen
jalkeisissa jatkohoito- ja yllapitovaiheissa.

» Sahkohoitoa voidaan kayttaa harvajaksoisena yllapitohoitona tilanteissa, joissa vaikean tai
psykoottisen depression laakkeellinen yllapitohoito ei ole tehonnut A.

https://www.kaypahoito.fi/hoi50023#readmore
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Muut biologiset hoidot

e Kaamosmasennuksen kirkasvalohoito

* Joillakuilla depressiopotilailla masennusjaksoja esiintyy toistuvasti ja lahes yksinomaan
vain pimean talvikauden aikana niin sanottuna kaamosmasennuksena, joka on
vuodenaikamasennuksen (Seasonal Affective Disorder, SAD) alamuoto. Kirkasvalohoito
tehoaa kaamosmasennukseen hyvin A. Hoitoa annetaan siihen tarkoitetulla laitteella
aamuisin (2 500—10 000 luksin valoteholla) yleensd 30—60 minuutin ajan

* ensimmaisten parin viikon aikana yleensa paivittain
* myohemmin joko kuureina tai jatkuvasti
 ainakin viidesti viikossa talvikauden ajan.

* Kaamosmasennusta on mahdollista hoitaa myds serotoniinin takaisinottoa estavilla
masennuslaakkeilla C.

* Kirkasvalohoidosta saattaa olla hyGtyd depression hoitovaihtoehtona muulloinkin kuin
kaamosmasennuksessa, mutta tallaisen hoidon rooli on toistaiseksi epaselva C.

https://www.kaypahoito.fi/hoi50023#readmore
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Muut biologiset hoidot

* Transkraniaalinen magneettistimulaatiohoito

* Aivojen transkraniaalinen magneettistimulaatio (TMS) on turvallinen ja vdahan haittavaikutuksia
aiheuttava depression hoitomuoto, jonka teho akuuttihoidossa vastaa masennuslaakehoidon
tehoa. Sen keskeiset rajoitukset liittyvat toimenpiteen saatavuuteen ja laitekustannuksiin A.

 TMS-hoitoa voidaan kohdentaa erityyppisena eri aivoalueille. Paras naytto vaikuttavuudesta on
nyk1yisin suuritaajuuksisesta stimulaatiosta vasemmanpuoleiselle DLPFC (dorsolateraalinen
prefrontaalikorteksi) -alueelle.

 TMS tehoaa myds laakeresistenttiin depressioon A.
* Tasavirtastimulaatio

* Aivojen tasavirtastimulaatio (transcranial direct current stimulation, tDCS) on uusi aivojen
stimulaatiohoito, jotka toteutetaan yleensa paahan laitettava elektrodimyssyn avulla. Hoitoa
annetaan yleensa 20—-30 minuuttia kerrallaan, tavallisesti viidesti viikossa noin kolmen viikon ajan,
minka jalkeen hoitoa voidaan jatkaa kertaviikkoisena. Hoidon teho on korkeintaan
masennuslaakehoidon veroinen B. Se on yleensa hyvin siedetty, ja sen keskeisin haittavaikutus on
paanahan ihoarsytys.

https://www.kaypahoito.fi/hoi50023#readmore
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https://www.kaypahoito.fi/nak09363

Muut biologiset hoidot

* Invasiiviset neuromodulaatiohoidot

* Neuromodulaatioon perustuvia hoitomuotoja, joiden asemaa muulle
hoidolle resistentissa depressiossa punnitaan, ovat

* vagaalinen hermostimulaatio (Vagal Nerve Stimulation, VNS) C
 syva aivostimulaatio (Deep Brain Stimulation, DBS) C

https://www.kaypahoito.fi/hoi50023#readmore
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g Table 103 Treatment recommendations for antidepressants in acute treatment of major depressive disorder in the general

sopulation (29,30
© CANMAT quidelines

cirgtdine options  Bupropion SRor XL, citalopram, desvenlafaxine, duloxetine,
escitalopram, fluoxetine, fluvoxamine, mirtazapine, parox-
etine, sertraline, venlafaxine, vortioxetine, agomelatine*,
mianserin®, milnacipran*

Alternative Amitriptyline, clomipramine, moclobemide, phenelzine,

options quetiapine/quetiapine XR, reboxetine*, tranylcypromine,
trazodone, vilazodone, levomilnacipran®, selegiline transder-
mal*

*Not available in Canada

20.1.2021 yl juha kemppinen

- APA guidelines

Bupropion, citalopram, desvenlafaxine, dulox-
etine, escitalopram, fluoxetine, fluvoxamine,
mirtazapine, paroxetine, sertraline, venlafaxine

Amitriptyline, desipramine, doxepin, imipramine,
isocarboxazid, nortriptyline, phenelzine,
tranylcypromine, trimipramine, selegiline
transdermal*

Hategan A et al, Geriatric Psychiatry, 2018
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Widera E et al, 2012

Table 2. Selected Antidepressant Medications Commonly Used in Patients with Advanced lliness

Starting Cost of
dosage Usual dosage Onset of generic
Medication™ (per day)+ (per day) action Clinical considerations (brand)x
Amitriptyline§ 10 to 25 mg 25 to 100 mg 4 to 8 weeks Anticholinergic effects common (sedation, $12
delirium, urinary retention, orthostatic
hypotension); may lower seizure threshold'
Useful agent for neuropathy'”
Bupropion 100 to 200 to 450 mg 4 to 8 weeks Lowers seizure threshold; may cause insomnia, $30 ($108)
(Wellbutrin)sg 200 mg nausea, and dry mouth
Minimal sexual adverse effects
Citalopram 10 mg 20 to 40 mg 4 to 8 weeks Causes dose-dependent QT interval prolongation $17 ($120)
(Celexa)sli Maximum dosage of 20 mg per day
recommended in older patients
Desipramine 10 to 25 mg 25 to 100 mg 4 to 8 weeks Fewer anticholinergic adverse effects than $33 ($41)
(Norpramin) amitriptyline'”
Duloxetine 30 to 60 mg 60 mg 4 to 8 weeks Noradrenergic activity may cause dry mouth, NA ($182)
(Cymbalta) excessive sweating, and constipation
May help with neuropathic pain
Escitalopram 5 to 10 mg 10 to 20 mg 4 to 8 weeks Causes dose-dependent QT interval prolongation NA ($120)
(Lexapro)ll
Fluoxetine 5 to 10 mg 20 to 40 mg 4 to 8 weeks Fluoxetine associated with weight loss, others $15 ($214)
(Prozac)sll associated with weight gain for 10 mg
Fluoxetine and paroxetine have high potential
for drug-drug interactions caused by potent
CYP2D6 inhibition'”
20.1.2021 yl juha kemppinen 78



Widera E et al, 2012

Table 2. Selected Antidepressant Medications Commonly Used in Patients with Advanced lllness

Medication™

Starting
dosage

(per day)7

Usual dosage
(per day)

Onset of
actiorn

Clinical considerations

Cost of
generic
(brand)*

Methylphenidate

(Ritalin)

Mirtazapine
(Remeron)s

Nortriptyline
(Pamelons

Paroxetine
(Paxih)sn

Sertraline
(Zoloft)sll

2.5 to 5 mg

7.5 to 15 mg

10 to 25 mg

10 mg

12.5 to
25 mqg

10 to 20 mg

15 to 45 mg

25 to 100 mg

20 to 40 mg

50 to 200 mg

1 to 3 days

4 to 8 weeks

4 to 8 weeks

g4 to 8 weeks

4 to 8 weeks

Dose in the morning and at noon to avoid
insomnia'”

Well tolerated in most patients, with most having
good response at lower doses™

May also help with fatigue, opioid-induced
sedation, and appetite'’

Administer at bedtime because of sedative
effects

May increase appetite
Antinausea effects have been reported

Fewer anticholinergic adverse effects than
amitriptyline'”

Fluoxetine and paroxetine have high potential for
drug-drug interactions due to potent CYP2D6
inhibition'”

Withdrawal toxicity more likely to occur with
paroxetine

$45 ($65) for
5 mg

$50 ($135)
for 30 mg

$18 ($696)

$30 ($117)

$20 (3138)

CYP2D6 = cytochrome P450 206, NA = not avallable.

Y Drugs listed Iin alphabetical order.

t—Lower starting dosage recommended in most patients with advanced or terminal illnesses.
t—FEstimated retail price of one month’s treatment of the lowest amount of the starting dosage of each drug (e.g.. £20 for the 12 .5-mg dose of
sertraline). For drugs that have a designated dose listed with the price, prices are for the commercially available product closest to the lower starting
dosage. Information obtalned at htitp://www.drugstore.com (accessed February 2, 2012).

5 —NANay be available at discounted prices at one or more national retail chains, only the 75-mg dose of bupropion is on the discount list.

N—Common adverse effects include nausea, diarrhea, insomnia, restiessness,; these often attenuate with time.
Information from reference 17

20.1.2021
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MacQueen G et al, 2016

Table 5. Current Evidence for Treatment of Perimenopausal
Depression.

Level of

Recommendation Treatment Evidence

Firsc line Desvenlafaxine Level |
CBT Level 2

Second line Transdermal estradiol® Level 2
Citalopram, duloxetine, Level 3

escitalopram, mirazapine,
quetiapine XR, venlafaxine XR
Omega-3 fatty acids, fluoxetine, Level 4
nortriptyline, paroxetine,
sertraline
Third line Mindfulness-based CBT, supportive Level 4
psychotherapy

CBT, cognitive-behavioural therapy.
"Women with an intact uterus should also be prescribed concomitant
progesterone.
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Spoelgoef G et al 2011

Table 6. Medications for Geriatric Depression

Risk of drug
Medication Initial dosage Maxirmal dosage interaction Adverse effects™

Selective serotonin reuptake inhibitors

Citalopram 10 to 20 mg once per 40 mg once per day Low Hyponatremia, Gl symptoms, sexual

(Celexa) morning dysfunction, weight gain, extrapyramidal
symptoms

Escitalopram 10 mg once per day 20 mg once per day Low Gl symptoms, sexual dysfunction,
(Lexapro) weight gain

Fluoxetine 10 to 20 mg once per day 40 mg once per day High Insomnia, Gl symptoms, sexual dysfunction,
(Prozac) weight gain

Paroxetine 10 mg once per day 40 mg once per day Moderate Gl symptoms, sedation, weight gain,
(Paxil)t withdrawal symptoms

Sertraline (Zoloft) 25 to 50 mg once per day 200 mg once per day Low Sexual dysfunction, weight gain

Serotonin-norepinephrine reuptake inhibitors

Duloxetine 20 mg once or twice 60 mg once per day or Low Gl symptoms, xerostomia, urinary hesitancy
(Cymbalta) per day 30 mg twice per day

Venlafaxine 25 to 50 mg twice 75 to 225 mg total High Gl symptoms, headaches, hyponatremia,
(Effexornt per day twice per day withdrawal symptoms, hypertension,

extrapyramidal symptoms
Other serotonergic agents

Bupropion 37.5 to 50 mg twice 75 to 150 mg twice Moderate Gl symptoms, sexual dysfunction, seizures,
(Wellbutrin) per day per day psychosis

Mirtazapine 7.5 to 15 mg 45 mg once per day Low Sedation, sexual dysfunction, weight gain
(Remeron) at bedtime

Tricyclic agents

Desipramine 10 to 25 mg once 50 to 150 mg once High Hypotension, sedation, Gl symptoms,
(Norpramin) at bedtime per day weight gain

Nortriptyline 10 to 25 mg once 75 to 150 mg once High Hypotension, sedation, weight gain
(Pamelor) at bedtime per day

Gl = gastrolntestinal.

Y Adverse effects are similar within each class, more prominent symptoms listed Tor individual agents.
t—These agents are available in extended-release formulations at different dosages.

Adapted with permission from Pollock BG, Semia TP, Forsyth CE. Psychoactive drug therapy. In: Halter JB, et al., eds. Hazzard’'s Geriatric Medicine and
Gerontology. 6th ed. New York, NY: McGraw-Hill Medical: 2009:769.
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Mita potilaalle tulee kertoa psyykenlaakkeesta?

Laakkeen nimi ( kauppanimi ja kemiallinen nimi)

2. Laakkeen kayttotarkoitus ( sairaustilan hoito, oireen lievittaminen ja ladkkeen
ottamisen tarkeys)

3. Miten laakkeen hoitovaikutus ilmenee ja mita tehda jos laake ei tunnu auttavan

4. Koska ja kuinka laake tulee ottaa — vuorokauden aika, ennen vai jalkeen
aterioiden)

5. Mita tulee tehd3, jos annos jaa ottamatta

6. Kuinka kauan |aaketta on tarkoitus kayttaa

Jenkins SC et al: A Pocket Reference to Psychiatrists.3.p.,
American Psychiatric Press, Washington DC,2001



Mita potilaalle tulee kertoa psyykenlaakkeesta?

7.

8.

9.

10.
11.
12.
13.
14.

Potilaan kannalta tarkeat mahdolliset haittavaikutukset seka kuinka niihin tulee
suhtautua

Laakkeen mahdolliset vaikutukset autolla ajoon, tychon tms. — ja mita
varotoimenpiteita tulee taman vuoksi tehda.

Interaktiot alkoholin ja muiden laakkeiden kanssa.

Laakkeen kayton aiheuttamat kulut.

Vastaavien muiden laakkeiden annossuhteet.

Koska laakkeen vaikutus alkaa ilmeta.

Mita laboratoriotutkimuksia tarvitaan.

Mita muita hoito- tai laakevaihtoehtoja on, jos tama |laake ei lievita oireita.

Jenkins SC et al: A Pocket Reference to Psychiatrists.3.p.,
American Psychiatric Press, Washington DC,2001



Masennuslaakkeiden tehossa ei ole eroja, sivuvaikutuksissa on

TAULUKKO 3. Suomessa vuonna 2009 kaytossa olevat depressioladkkeet ja niiden annokset aikuispotilaille.

Geneerinen nimi

Trisykliset depressioladkkeet
Amitriptyliini

Doksepiini

Klomipramiini
Nortriptyliini
Trimipramiini

Selektiiviset serotoniinin
takaisinoton estajat (SSRI)
Essitalopraami

Fluoksetiini

Fluvoksamiini

Paroksetiini

Sertraliini

Sitalopraami

Muut depressioladkkeet
Agomelatiini
Duloksetiini

Mirtatsapiini
Moklobemidi
Venlafaksiini
Tratsodoni

Aloitusannos
(mg/vrk)

25-50
25-50
25-50
25-50
25-50

10
20
50
20
50
20

25
60

1530
300
75

50-100

Hoitoannos
(mg/vrk)

75300
75—-300
75300
50-200
75—300

1020
20-80
100200
20-50
50200

2060

25-50
60-120

3060

3200900

75375
150-500

Tavallisia haittavaikutuksia

Ryhmalle luonteenomaisia muun
muassa antikolinergiset ja alfa,-
salpauksen haittavaikutukset

Ryhmalle luonteenomaisia muun
muassa pahoinvointi, suolisto-oireet
ja seksuaalitoimintojen hairiot

Paansarky, huimaus

Pahoinvointi, suun kuivuminen,
paansarky, uneliaisuus

Vasymys, painon nousu
Unettomuus, huimaus
Kuten SSRI:t

Vasymys, huimaus, rytmihairiot

Markkinoilla oleva reboksetiini ei, depressioindikaatiosta huolimatta, todennakdisesti ole tehokas masennus-

laske. http://www.kaypahoito.fi/web/kh/suositukset/naytaartikkeli/tunnus/hoi50023




TABLE 3. Half-lives of Antidepressants®

Half-lIife rangc Average half-life Steady startc
Aantuidocpressant Chr) Chir) (cdavs)
Tertiary amiancs
Armsuninmipiyiinec 10—50 e 5 23— 10
C'lomapraminc 19—37 32 7—13
IDoxcpin sE]—-—36 = 2-8
Trasmmapramiainc 7T —30 <9 2 -6
Irmnaaprarminc “>—2243 15 pr_ A
Sccondary amines
Desipranmiine 12 76 22 2—11
Normirmipty line 15—-93 PR S -19
Prommipiyline S4 198 126 10
IDibocnzoxarzopinoc
AanoOoXxapinees — = 2—-7
SSRIiIs
Fluoxctinc 23 216 72 28 -35S
Fluvoxaminoc —_— 20 7
Paroxctinc 7—37 20* 7143
Scriralinc 26 26 7—12
Ohors
Venlatfaxinoe -3 -3 15
Ncoetfazodonc 2—<3 - -
Trazrzodonc 3 -9 =9 37
Maprotilinc 27 —-5S8 S1 oG — 10
Bupropsion s|]—-243 R 2—5
Nommufensincoc 2—10 —_— 2—5S
Miaisrtarapainc 20—30 =22 -

:R?l's- l.‘—l..s. 21, and 22 = = o e
L Yeciable 5 x T 2 = tasainen pitoisuus veressa
Ja poistuminen elimistosta



Serotoniinireseptorit ja niiden tavallisin sivuvaikutus

TS Common Reported Side Effects of Antidepressant Medications

Y1 JUIG RETTIPRITET]

SSRI SNRI Mirtazepine Nefazodane Bupropion MAQI [CA
Headache SSR1 side effects  Increased appetite  Sedation Numbness Hypertension Dry mouth
Nausea Dry mouth Weight gain Liver failure Dizziness Initial anxiety  Blurred vision
Decreased Constipation Sedation Fatigue Spaciness Weight gain Constipation

motivation Agitation Fatigue Ataxia Seizures (in high  Insomnia Weight gain
Insomnia Diaphoresis Dry mouth doses) Dry mouth Fatigue
Fatigue Increased blood Constipaton Ataxid Blurred vision  Sedation
Ejaculatory pressure Ejaculatory Insomnia

dysfunction ~ Weight gain? dysfunction ~ Hypersomnia
Anorgasmia Anorgasmia Ejeculatory
Decreased libido Constipation dysfunction
Weight gain? Dizziness [nitial jitteriness/

anxiety

e ————————————————————— | 25T AN €1 al; 2011

ry




Mielialaladkkeiden ja placebon teho: sivuvaikutuksia
TABLE 11. Selected Side Effects of SSRIs*?

Side effect Fluoxetine  Sertraline  Paroxetine  Fluvoxamine  Venlafaxine
Nausea + 4 + ++++ + 4+ ++ + 4+ +++ b+ 4+
Nervousness + 4+ + + - + + Ve
Anorexia ++ - + + 44
Insomnia + + + + + 4 ++ + ++
Drowsiness + + + + 4+ + + 4+ + 44
Tremor + + + ++ + +
Fatigue + + +++ + + +

Dry mouth + + + + t + 4+ +
Dizziness + + ++ +ot + 4 +
Sweating 4 ++ ++ - + +
Diarrhea + + + + + —
Constipation - — + /= TR
Sexual dysfunction + +++ -+ = ++++

“Refs 1S5 and 157,
"Each + represents about a 4% incidence of the side effect after adjustng for placebo effect; a — represents a
decreased incidence of the side effect relative to that reported for placebo.



lable 25-14
Phaimacokinetic Profiles of the Selective Serotonin Reupiake Inhibitors

TimetoPeck Posma fime fo Steady Plosma Proleln
Diug Concentralion Hot-Lile Hall-Ufe Melabolte Siate (days) Binding (percentage)

Cltdooom (Caano) diy 35N Th ? a
| EsCiokcprom [Lexopeo) oM 2732 )

/ o
4-16doys 28-35 ¢S
o o &)

| Fluosating (Prozoc) b8ty 4-4days
Havasomine (Lo L8N 15hs

| Paxeting {Poed) oMy 2l 510 )
soxetins CR FPanl CR) 10N 1520y - <4 05
semae ([okof) 4585 200 &2-104 hy 7 “w

S Tcble 2517
' ' Non-SSRI Anfidepressants

CLINICAL —

’ : Time to Poak Plasma Half-Life Starting Maintenance High Dose
PSYCHIATRY Drugs Concentration (hn) (hn) Dose (ma) Dose (M) (M)

Jenioraxina 2.5 ¢ 75 225 0375
| venicioxine par 5 I 37 575 150 225
BGEroRiC 2 2 100 300 450
oupcopion S 3 .. £0 300 Q0
Buprooian XL 5 35 0 300 = 3
FCALIETAEE ) P T 1N . - ks f - e
BENIAMIN | SADOCK. M. Virtczopine e e o> 5 ‘A".,
VIRGINIA A. SADOCK, M.D TR OXETINS . b d JJ-40 (o' 3 -0
<o W=ozodons 3 4-8 100200 SI0-400 ~G&00




Tople 25-1%
Available Preparations and Typical Dosages of MAQIs

Usual Dally Uzual Moximum 1

Generic Name Trade Naome Preparations Dosage (mg) Daly Dasage (mg)
SOCOrnHoOXazic NMarpion 10-mg Tabists 20-40 50
Moclobamido® Manons D0 10 Mg totiats 200500 SO0
FPhensizine Nord Mg fobhiels 8 ¥C

SSiegiine Eigepryl, AsQpony S-g Copsutes 3C
Tranyvicyoromine “arnoie 3 1altblets 2LU=-50 - s

= Avaliatie airecCtly from e MmanuiacTurs

Nat ovailQble In the Unitega STates

» ) - - -
able 25-18

Clinical Information for the Tricyclic and Telracyclic Drugs

POCKET Usual Adul! Dosage Range
Geanaric Nomeo Traocde Noms (mg /oay)®
(_. L l N l C /\ L iMoo s '._*." ™ Lar - ¥ ’._'__ 2
PSYCHIATRY Desoraming Nospromin 150-30C*
mimipeormine Sarmart | S5-200
Amitigtyine Ehavil 1S0-360°
NOCIISTYIrNS POmaiorn Aventy SC-150
| Priotriptyine « ! | 540
| Amoxaping :_‘ iz -_'::: -:.‘:i
Tl Tel LT -l =t Wl . L8
: G SRS o TJolvon t SOL27%
DUETHM TDIT . _‘»‘-~ - .‘ v N
L BENJAMIN |. SADOCK, M. D ompiomine Anal R-ead
VIRGINIA A SADOCK. M.D et I00OR INGY VO s ol , o
¢ Tnciuces parent comoaund and derrmathyl matabciite




Table 25—-16
: _ Inferactions of Drugs With the SSRs

SSRI OMmer Drugs Effect Clinical Importances
Fuoxatine Deasipramineg iNnnhibitse Mmatabollsmy ossibilss
Carbamaoazsoims Inhibits mmastaolbohsm FPossibie
Dlaozaeparm mniibints mmatabhollsrm Nat imiportanst
Halopoeriadol Inhibits mastaoolism Possibie
Woarfoarinm NG intaeroction
Tolbutomice NO iNnteractinm
Fluvoxarnine Antippyrins INMBIDTsS MmaTooolism NGT imiortant
Prooraruoiaol INHMiESiHts rmeatfaiholisrnm Unmilikesly
Tricy<ciices INhiIDITs Mmeranoltarm Linlikely
vwWartfarin INhibits mertgooliism Possiolae
Atarnolal N intaraction CLINICAI
Digoxin NO iINnTeractham PSYCHIATRY
Poirroxertine PhenyTaoin ALC mereases by 1 25% Possioie
Prococyclciine AU Iincraasas Hhy 39% “ossiie
Cirmeticdines Poaroxetimnes AUC Incraasas oy S509% Fossiole
AntipDyrimnse NoOy InTerocTion
Digoxinm NO Inftaercahon
Proprancola] NOo INnTercoction
franmnvicypromiine No INnTsasroction Cooutiomn with
SERIMDIMEaS Iraairmeanm?
Sertralims Woarioarim N Intesroc thhon NG rmoortart
Artipyrires Increasedcs Sloararso
Diaozaisarm CISOronNncaea doacrasasad Dy 135 NOY Importanst
folbutarmica Cleoararnse dJocroaased by 16% Not irmitocortcarnt
Diggyoxcir NG INnTerSocticsm
Lithivam NO pharmacaoxineatic COoutTIian with
iMNtsaction Ccombimsaa raatrmenet
S SIDrCIrT N = NG INTeroction
Atanoloi No phoaorrmmocokinsiic
INnferacticon
Criclooram Cirmetdins Citaloprarm AUC incraeosas
Metooraiao Moy doubie Hilioodd
concaentrghion
TATGQ It oy WeaarrimQteaom S Chrdsl rmpoiecaticams Of e pihsarmmacology of ssSsrofoninm rsuistiaks imnhbitors
It W Pssyychophormacod! 1987, 7(Suppr 2); 13, with permrmission
AUC . Srea under Crurve.,




Serotoniinireseptorit ja niiden vaikutus
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The Proposed Function of Different 5-HT

SEROTONIN e Receptors
RECEPTORS K Anasids

Depression
Sexual behavior
Appetite
Aggression
Pain
Emesis
? obsessions
Vasoconstriction
. OHT1D 1D Migraine
autoreceptor Appetite
Depression

= ﬁlept:?oz 2A  Vasoconstriction
receptor Migraine
Anxiety
2B Depression
Sleep
Hallucination
Suicide
2C Appetite
Anxiety
Depression
Learning
Psychosis
Emesis
Anxiety
Psychosis
Migraine
Reward
4 Muscle contraction, gut and heart
Learning
Cognition
Anxiety
FIGURE 5—-36. Receptor subtyping for the serotonergic neuron has proceeded at a very rapid Sleep
pace, with at least four major categories of SHT receprors, each further subtyped depending on Emesis
pharmacological or molecular properties. In addition ro the serotonin transporter, there is a key pre- 5 Unknown
synaptic serotonin receptor (the SHTI1D receptor) and another key presynaptic recepror, the alpha 2 6 OCD?
noradrenergic heterorecepror. This organization allows serotonin release to be controlled not only by 7 Circadian rhythms
serotonin but also by norepinephrine, even rhough the serotonin neuron does not itself release nor- i
epincphrinc. Several pDStSle‘lPtic serotonin receptors OHTI1A, SHTID, 5SHT2A, SHT2C, SHT3, Source: Dubovsky SL, and Thomas M (1995) Serotonergic mechanisms and current
SHT4, and many others denoted by SHT X, Y, and Z) are shown as well. They convey messages from and future psychiatric practice. J Clin Psychiatr 56(2), 38 48.
the presynapric serotonergic neuron to the target cell postsynaptically.

serotonin
transporter

W

S.Stahl, 2000 Tasman et al, 2011



9-4 Relationship of Antidepressants to Neurotransmitter Receptors
Adapted from Richelson E: Pharmacology of antidepressants—characteristics of the ideal drug, Mayo Clin Proc 69:1069-1081, 1994.

Effect on Biogenic  Selectivity Affinities’ for Neurotransmitter Receptors
A — ﬁcr:;nni;ptake: E(racking Histamine Adrenergic Serotonin LVIuscarml Dopamine
Uptake of
5-HT 5-HT Over H, H, D-2
NE
Doxepin 0.36 5.3 0.068 420 0.6 4.2 0.091 0.34 4.0 1.2 0.042
Amitriptyline 1.5 4.2 0.36 91 2.2 3.7 0.11 0.53 3.4 5.5 0.10
Imipramine 2.4 7.7 0.31 9.1 0.4 1.1 0.031 0.011 1.2 1.1 0.050
Clomipramine 18 3.6 5.2 3.2 — 2.6 0.031 0.014 3.7 2.7 0.53
Trimipramine 0.040 0.20 0.2 370 33.3 4.2 0.15 0.012 3.1 1.7 0.56
Protriptyline 0.36 100 0.0035 4 0.05 0.77 0.015 0.011 1.5 4.0 0.043
Nortriptyline 0.38 25 0.015 10 0.12 1.7 0.040 0.32 2.3 0.67 0.083
Desipramine 0.29 110 0.0026 0.91 0.08 0.77 0.014 0.010 0.36 0.50 0.030
Amoxapine 0.21 23 0.0094 4 — 2 0.038 0.46 170.0 0.10 0.62
Maprotiline 0.030 14 0.0022 50 — 1.1 0.011 0.0083 0.83 0.18 0.29
Trazodone 0.53 0.020 26 0.29 — 2.8 0.20 1.7 13.0 0.00031 0.026
Fluoxetine 8.3 0.36 23.0 0.016 — 0.017 0.008 0.0042 0.48 0.050 —
Bupropion 0.0064 0.043 0.15 0.015 — 0.022 0.0012 0.0059 0.0011 0.0021 0.00048

massachusetts general hospital handbook of general hospital psychiatry, 2010
20.1.2021 yl juha kemppinen 93



9-4 Relationship of Antidepressants to Neurotransmitter Receptors
Adapted from Richelson E: Pharmacology of antidepressants—characteristics of the ideal drug, Mayo Clin Proc 69:1069-1081, 1994.

Effect on Biogenic Amine Selectivity Affinities' for Neurotransmitter Receptors
Antidepress Uptake: Potency for Blocking Histamine Adrenergic Serotonin

ant 5-HT NE Uptake of 5- S s ACh D-2
: HT Over NE 1 % % 1 2 '

Muscarinic Dopamine

ACh, Acetylcholine; HT, serotonin; NE, norepinephrine.

massachusetts general hospital handbook of general hospital psychiatry, 2010
20.1.2021 yl juha kemppinen 94




9-5 Characteristics of Antidepressant Drugs

Cardiac

Elimination Sedative Anticholinergic Orthostatic . Target Dosage Dosage Range
. . Arrhythmia
Half-Life (hr) Potency Potency Hypotension . (mg/day) (mg/day)
Potential
Tricyclics
Doxepin 17 High Moderate High Yes 200 75-400
Amitriptyline 21 High Highest High Yes 150 75-300
Imipramine 28 Moderate Moderate High Yes 200 75-400
Trimipramine 13 High Moderate High Yes 150 75-300
Clomipramine 23 High High High Yes 150 75-300
Protriptyline 78 Low High Moderate Yes 30 15-60
Nortriptyline 36 Moderate Moderate Moderate Yes 100 40-150
Desipramine 21 Low Moderate Moderate Yes 150 75-300
- massachuseyfji;sh aqgg%naelnhospltal handbook of general hospital psychlatgg, 2010



9-5 Characteristics of Antidepressant Drugs

Elimination Sedative Anticholinergic Orthostatic 2?::;2;“3 Target Dosage Dosage Range
Half-Life (hr) Potency Potency Hypotension Potential (mg/day) (mg/day)
Others
Citalopram 33 Low Low Low Low 20 20-80
ch'tal(’pra 22 Low Low Low Low 10 10-20
Maprotiline 43 High Moderate Moderate Yes 150 75-300
Trazodone 3.5 High Lowest Moderate Yes 150 50-600
Fluoxetine 87 Low Low Lowest Low 20 40-80
Sertraline 26 Low Low Lowest Low 50 50-200
. Low-
Paroxetine 21 Low Lowest Low 20 20-60
Moderate
Fluvoxamine 19 Low Low Low Low 200 50-300

massachusetts general hospital handbook of general hospital psychiatry, 2010
20.1.2021 yl juha kemppinen 96



9-5 Characteristics of Antidepressant Drugs

Elimination
Half-Life (hr)

Sedative
Potency

Anticholinergic Orthostatic

Potency

Hypotension

Cardiac

Arrhythmia
Potential

Target Dosage
(mg/day)

Dosage Range
(mg/day)

Others
Bupropion
Venlafaxine

Desvenlafaxi
ne

Duloxetine
Nefazodone

Mirtazapine

Selegiline
(transdermal

)

Monoamine
oxidase
inhibitors

15
3.6

10

12

30

18

Low

Low
Low

Low
Moderate

High

Low

Low

Low

Low

Low

Low
Low

Low

Low

Low

Lowest

Low
Low

Low
Low

Low

Moderate

High

Low

Low

Low

Low
Low

Low

Low

Low

200
300

50

40
300

15

75-300
75-375

50-400

40-120
300-600

15-45

6-12

massachusetts general hospital handbook of general hospital psychiatry, 2010



Late-Life Depression, LDD ( MacQueen G et al,
2016)

 Late-life depression (LLD) can be defined as MDD occurring in adults 60 years and older.

 When discussing LLD, it is important to differentiate early adult-onset depression
recurring in late life from late-onset depression. Compared to patients with earlier onset

of MDD,

* late-onset depression has a worse prognosis, a more chronic course, a higher relapse
rate, and higher levels of medical comorbidity, cognitive impairment, and mortality.

* The vascular depression hypothesis posits that cerebrovascular disease ﬁredisposes,
Brecipitates, or perpetuates some depressive syndromes in older age. This vascular
urden affects fronto-striatal circuitry, resulting in depression and associated cognitive
impairment, especially executive dysfunction.

* Evidence also suggests that late-onset depression or depressive symptoms may be a
prodrome for dementia; hence, monitoring of cognition at initial assessment and over

time is warranted.



Late-Life Depression ( MacQueen G et al,
2016)

 What Is the Role of Nonpharmacological Treatments in LLD?

* Meta-analyses have demonstrated efficacy for psychological treatments of
depression in older adults, with even higher effect sizes when minor

depression and dysthymia were included.

* The authors suggested that supportive therapy best controlled for the
nonspecific elements of psychotherapy and should be used as the control

for future studies and that problem-solvin$1 therapy (PST) has the
strongest evidence base using supportive therapy as a control.

* A recent meta-analysis assessed the efficacy of PST in MDD in older adults,
demonstrating that PST significantly reduced depression rating scale scores
and reduced disability. The authors also noted that PST is one of the few
therapies studied in older people with cognitive impairment and executive

dysfunction.



Late-Life Depression ( MacQueen G et al,
2016)

* What Are the Principles of Pharmacological Treatment of LLD?

* The adage of “start low and go slow (and keep going)”’ is relevant in
LLD.

e Divisions into young-old (<75 years) and old-old (75 years) can be
helpful, with a greater degree of vigilance required in treating the old-

old.

* Overall, there are pharmacokinetic changes with aging that may
decrease the rate of absorption, modify bioavailability, increase half-
life for lipid-soluble drugs, and increase relative concentration for
water-soluble drugs and metabolites.



Late-Life Depression ( MacQueen G et al,
2016)

 What Are the Principles of Pharmacological Treatment of LLD?

* As comorbid medical burden and polypharmacy expand, the risk for
pharmacokinetic and pharmacodynamic drug interactions increases.

* In addition, rare antidepressant side effects in adults such as bone loss, serotonin
syndrome, extrapyramidal side effects, and neuroleptic malignant syndrome are

more common in the elderly.

 Particular attention should be paid to falls, hyponatremia,and gastrointestinal
bleeding, which are associated with SSRIs in general and to QTc prolongation with

citalopram.

e Standard principles of conservative prescribing should be applied to minimize
adverse drug outcomes.

* Meta-analyses also suggest that longer antidepressant treatment trials (10-12
weeks) are required in LLD.



Late-Life Depression ( MacQueen G et al,
2016)

 What Is the Pharmacological Approach to LLD?

* An inherent paradox in the treatment of LLD stems from the
dissonance between routine clinical practice and RCT evidence.

* For example, while citalopram and escitalopram are generally
considered by clinicians to be first-line treatments for LLD due to
tolerability and fewer drug interactions,none of the RCTs involving
these drugs demonstrated superiority over placebo in the elderly,
with the exception of citalopram in a subset of old-old (>75 years)
patients with severe depression (Hamilton Depression Rating Scale

score > 24)



Late-Life Depression ( MacQueen G et al,
2016)

 What Is the Pharmacological Approach to LLD?

* In fact, a meta-analysis of 7 studies demonstrated no difference
between citalopram and other antidepressants for depression
remission or trial withdrawal for adverse effects.

* In contrast, geriatric clinicians are reluctant to prescribe paroxetine
due to anticholinergic effects and fluoxetine due to drug interactions,
yvet these same SSRIs have positive RCT evidence in the treatment of

LLD.

e Thus, treatment recommendations for LLD have been evidence-
informed, rather than evidence-based.



Late-Life Depression ( MacQueen G et al,
2016)

 What Is the Pharmacological Approach to LLD?

e Overall, recent systematic reviews and meta-analyses support the efficacy
of antidepressants in LLD, with no difference between SSRI and SNRI
classes, and in adult-onset MDD where episodes recurred in LLD.

* A subsequent meta-analysis, in adult and geriatric populations,
demonstrated that antidepressants are efficacious for depression in

adults 55. years of age.

* However, drug-placebo differences for studies with an entry criterion of 65.
years were modest and nonsignificant. Heterogeneity, small study number,
physical comorbidity, and chronicity were all considered to affect the ability
of a trial to separate drug from placebo effects.



Late-Life Depression ( MacQueen G et al,
2016)

 What Is the Pharmacological Approach to LLD?

* A recent network meta-analysis, with response as an outcome (>50%
reduction in depression score from baseline), demonstrated relative
risks compared to placebo of greater than 1.2 for only 3 drugs:
sertraline, paroxetine, and duloxetine.

* A meta-analysis of moderators of treatment response in LLD suggests
older adults with longer iliness duration and moderate to severe
depression benefit from antidepressants compared to placebo,
whereas short iliness duration does not show antidepressant

response.



Late-Life Depression ( MacQueen G et al,
2016)

 What Is the Pharmacological Approach to LLD?

* Furthermore, executive dysfunction, especially in the subdomains of
planning and organization, has been associated with poor
antidepressant treatment response in LLD, which may be a factor in

trial heterogeneity.

* One can speculate that vascular depression, associated with
executive dysfunction, may be more resistant to traditional
pharmacotherapeutic approaches, and may be related to depressive
syndromes that are in fact early manifestations of dementia.

* These are important considerations when assessing lack of response
to initial treatment approaches.




Late-Life Depression ( MacQueen G et al,
2016)

What Is the Pharmacological Approach to LLD?
Among new antidepressants, vortioxetine and agomelatine have been evaluated in LLD.

An RCT (N . 453) comparing vortioxetine, duloxetine, and placebo demonstrated
significant reduction of depression scores with both comﬁarators versus placebo in
adults (aged 65. years) with depression. Additionally, both medications improved verbal
Iearn;ng, with vortioxetine demonstrating an additional improvement in processing
speed.

Agomelatine was associated with improved depressive symptoms and better treatment
response than placebo but did not separate from placebo for remission.

There is also evidence to support efficacy of continuation and maintenance treatmentin
LLD. A meta-analysis of 8 double-blind RCTs found antidepressants effective in preventing
relapses and recurrences in the elderly, with similar tolerability for TCAs and SSRIs.



Late-Life Depression ( MacQueen G et al,
2016)

Is There a Role for Atypical Antipsychotic Medication in LLD?

In a post-hoc analysis pooling clinical trial data of the 61- to 67-year age group,

adjunctive aripiprazole and antidepressants showed a large effect size of 0.8

ac.)m.pared to placebo; the most common side effects were akathisia and
izziness.

A recent National Institute of Mental Health—funded RCT (N . 181) reported on
aripiprazole augmentation (10- 15 mg) in older adults (aged 60. years) with late
and early onset LLD who were nonremitters to venlafaxine XR monotherapy.

For remission, aripiprazole was superior to placebo (40/91 [44%] vs. 25/90 [29%],
Ir)es%active.ly). The most common adverse events were akathisia (26%) and
arkinsonism

(17%). Serious adverse events were reported in 4% of patients on aripiprazole
and 2% on placebo, with 6% discontinuation on aripiprazole and 9% with placebo



Late-Life Depression ( MacQueen G et al,
2016)

* Is There a Role for Atypical Antipsychotic Medication in LLD?

* When prescribed for dementia, antipsychotic medications are
associated with increased risk of all-cause mortality, with greater
risks for typical than atypical antipsychotics; the risk is less well
elucidated in cognitively intact elderly populations.

* Antipsychotic medications may be considered in selected elderly
individuals, recognizing that the risk profile in cognitively intact
individuals has not been confirmed.



Late-Life Depression & medication ( MacQueen G et al, 2016)

T able 6. Allgorithmic Pharmmacological Treatment of Lacte-Life
Depression.

Level of

Recommendartion T reatmentc Evidence
Firsc line Duloxetine, mircazapine, Level |
norctripocyline
Bupropion, citaloprami/fescicalopram., Level 2

desvenlafaxine, dulox<ecine,
serctraline, venlafax<ine,
vortioxecine

Second line Swwitch to
Norcoripoyline Level 1
Moclobemide, phenelzine, Level 2
quetiap ine,
trazodone
Bupropion Level 3
Combine wich
Aripiprazole, lichium Level 1
Mechylphenidatcte Level 2
T hird lIine Switch to
Amitripoyline, imipramine Level 2
Combine SSRI or SINRI wich
Bupropion, SSRI Level 3

SINRI, serocotonin and norepinephrine reuptake inhibitor: SSRI, selective ser-
otonin reuptake imnhibitor.
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Kovich H et al, 2015

Table 1. Adverse Effects Associated with Antidepressant Medications

Adverse effect

Risk

Associated medication

Time to onset

Evidence

Gastrointestinal
bleeding

Hepatotoxicity

Hyponatremia

QT prolongation

Sexual effects

Suicidality

OR = 1230 1.55%'% nskis
higher with concurrent use of
antiplatelet or nonsteroidal
anti-inflammatory drug®

0.59% to 3% will have
asymptomatic mild elevation in
transaminase levels'

0.5% to 129% in older adults'31'2

Dose dependent (2012 boxed
warning not to exceed doses of
citalopram [Celexa] > 40 mg per
day or > 20 mg per day in adults
older than 60 years)™”

Weighted mean incidence across
observational studies = 409%
(95¢% ClI, 28.3 to 52.6)'°

Age related; slightly increased risk
(OR = 2.30; 95% I, 1.04 to
5.09) for aduits 18 to 24 years
of age; neutral for adults 25 to
64 years of age; protective for
adults 65 years and older (OR =
0.06; 959 Cl, 0.01 to 0.58)27

SSRIs and serotonin-
norepinephrine reuptake
inhibitors associated with
increased risk®'?; mixed
findings for TCAs®*©

Higher risk with TCAs and
nefazodone; lower risk with
SSRIS‘I1.12

OR =33 (95% CI, 1.3 io 8.6)
for SSRIs compared with
other drug classes's

Citalopram, escitalopram
(Lexapro), and amitriptyline

Decreased risk with bupropion
(Wellbutrin); trend
toward increased risk with
escitalopram and paroxetine
(Paxil)*™®

Insufficient evidence to
determine differences
between second-generation
antidepressants

Anytime during
treatment®

Within six months"

Within first month'®

Initiation (but typically
dependent on
the presence of
coexisting risk
factors)'@

WwWithin first week?®

Within one to two
months of initiation
or dose increase??

Meta-analyses®©

and cohort
study®

Literature review

Case-control study

Cross-sectional

retrospective
studies

Meta-analysis

Meta-analysis

Cl = confidence interval;, OR = odds ratio; SSRI = selective serotonin reuptake inhibitor; TCA = tricvclic antidepressant.

Information from references 8 through 22.
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Kovich H et al,
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Kovich H et al, 2015

Table 2. NMiedications that Vviay Contribute to
Serotonmnin Symndrornm =

 Ilass

DOroscaos

Amphhetamiines
and derivatives

Analgesics

Antidepressantss
mood stabilizers

20.1.2021

S. 2 -miethvyvienedioxvyimetharmpheitarmins
(" Ecstasvy ™)

Dextroamphetarmine
Niethampheitamine
Buprenorphine

C wvwcloben=aprine (Flexeril)
Fentanyi

Hydrocodonmnse

NMeperidimne (Dermerol)
NMiorphinmne

Oxycodons

Pentazocine ( Talbwvwin)

Tramadol

Buspiromne (Buspa=r)

Lithivsrm

NMonmnoamiine oxidase inhibitors
Olan=apine {(Fvprex<=)

Seileciive seroionin reupitake Nmhibitors
Serotonin 2 recepitor blockers

Serctonin—nmorepinep hrine reupitake
imnhibitors

St. John s wort
Tricyclic antidepressants
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Kovich H et al, 2015

IT=akbale 2 Naeddicaticorns Thea=at Nl aw Carstriboasite o
S eractorairrm Sy rmoacl e rwm e

O e o -

AAntiermetics Droperidol
NMeitoclopramiide (Reglanm)
Ondansetron (Zofram)
Antimiigraine Carbamazepine (Tegretol)
drugs and Ergot alkaloids
antiepileptics Friptans
Valproic acid (Depakene)
Otither T hilorpheniramiine
medications Cocaine
Dextromethorphan
Sinseng
S-hydroxvyiryptophan
Limnezolid (Zywvox)
L—tTtryvptophan
Nutmeg
Reserpins
Ritonavir (Norwvir)
Yohimbe

Adaopited witihy permmiissiory frorrm Ables A7, Nagaeauabiilhi R, Prevention, rec
ognitiorn., and managaerment of serofomnin syrndadrorme. Arm Farm Physi—
Cian. PO0TO 7T (S)-7TTHZ0O, with additiornal imforrmaiion from referernce 25
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Table 3. Commonly Used Antidepressant Medications

Kovich H et al, 2015

Dosage range per day

Decrease dose in renallhepatic

Medication (outpatient) Cost™* disease?
Amitriptyline 25 to 300 mg $5 to $12 (NA) No/no
Bupropion SR (Wellbutrin SR) 100 to 400 mg $14 to $33 ($150 to $575) Yes/yes

Citalopram (Celexa)
Desipramine
Duloxetine (Cymbalta)
Escitalopram (Lexapro)
Fluoxetine (Prozac)
Milnacipran (Savella)
Mirtazapine (Remeron)
Nortriptyline (Pamelor)
Paroxetine (Paxil)
Sertraline (Zoloft)
Trazodone

Venlafaxine

20 to 40 mg
100 to 300 mg
40 to 120 mg
10 to 20 mg
20 to 80 mg
12.5 to 200 mg
15 to 45 mg
25 to 150 mg
20 to 50 mg
50 to 200 mg
50 to 400 mg

37.5 to 225 mg

$4 ($185)

$55 to $155 (NA)

$65 ($400 to $450)

$10 ($210 to $220)

$4 to $8 ($280 to $1,100)
NA ($115 to $220)

$5 to $20 ($160 to $170)
$4 to $12 ($950 to $2,000)
$4 to $20 ($160 to $700)
$7 to $10 ($200 to $400)
$4 to $10 (NA)

$14 to $30 (NA)

Consider/yes
No/no
Yes/yes
No/no
No/yes

Yes/consider

Consider/consider

No/yes
Yes/no
No/yes
No/yes

Yes/yes

NA = not available.

*——Estimated retail price for one month’s treatment based on information obtained at htitp://www.goodrx.com (accessed March 30, 2015). Cost for
generic listed first; brand name in parentheses.
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Table 9.  Pharmmacological tcreatment based on clinical profile.

Key/prominent symptomi(s) Preferred antidepressantc
Bin>xiety SINRIs
SSRIs
Cognitive difficulties Dulox<ecine
(learning, rmemory, Vorrtiox<etine

decision-rmalkings)

Sleep disturbamnce s Ascomelactine
(e.=. Insormanmnia) Mircazapine
Fatigsue Bupropion
Paim Dulox<etctine
T CASs
Maelancholiaa T CAS

(psychomotor slowings,
disarmnal rmood variation)

Psychotic syrmptorms Antipsychortic
(rmood comngruasentc medication in addition to
deluasions) antidepressantcts
Acypical symrmmptomrms MAOIs
(Increased sleep, iNncreased
appetite)

SINRI: serotonin and noradrenaline reuptcake inhibitor; SSRI: selecrive

serortonin reuptake inhibitor; T CA-: cricyclic antidepressants; MAOI:
monoamine oxidase inhibicor. )
Malhi G et al, 2020
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Masennusladkkeiden tehossa ei ole eroja, sivuvaikutuksissa on

TAULUKKO 3. Suomessa vuonna 2009 kaytdssa olevat depressiolaakkeet ja niiden annokset aikuispotilaille.

Geneerinen nimi Aloitusannos Hoitoannos Tavallisia haittavaikutuksia
(mg/vrk) (mg/vrk)

Trisykliset depressiolaakkeet Ryhmalle luonteenomaisia muun

Amitriptyliini 25_50 75—-300 muassa antikolinergiset ja alfa,-

e s >5_50 75-300 salpauksen haittavaikutukset

Klomipramiini 25-50 75—300

Nortriptyliini 25-50 50—-200

Trimipramiini 25-50 75—300

Selektiiviset serotoniinin Ryhmalle luonteenomaisia muun

takaisinoton estajat (SSRI) muassa pahoinvointi, suolisto-oireet

Essitalopraami 10 10—20 Jja seksuaalitoimintojen hairiot

Fluoksetiini 20 20—-80

Fluvoksamiini 50 100—300

Paroksetiini 20 20-50

Sertraliini 50 50—200

Sitalopraami 20 20—-60

Muut depressiolaakkeet

Agomelatiini 25 25-50 Paansarky, huimaus

Duloksetiini 60 60—120 Pahoinvointi, suun kuivuminen,

paansarky, uneliaisuus

Mirtatsapiini 15—30 30—60 Vasymys, painon nousu

Moklobemidi 300 300—900 Unettomuus, huimaus

Venlafaksiini 75 75—-375 Kuten SSRI:t

Tratsodoni 50—-100 150-500 Vasymys, huimaus, rytmihairiot

Markkinoilla oleva reboksetiini ei, depressioindikaatiosta huolimatta, todennakdisesti ole tehokas masennus-

laake.
aake http://www.kaypahoito.fi/web/kh/suositukset/naytaartikkeli/tunnus/hoi50023




TABLE 3. Half-lives of Antidepressants®

Half-Iafe rangc Average half-laife Stcady statc
Aantidepressant C(hr) C(hr) (Ccdavs)
Tertiary asmmaincs
AAanuntrmpiyiine 10—50 24 410
Clomapraminc 1937 32 7—143
Doxepin sS]—36 = =2—8
Traammapraminc 7T—30 < 22—
Irmapraminc Sc—24 15 2—5S
Sccondary amines
Desipranmaine 1276 22 2—11
Normtmptviine 15—93 23 3 —-19
Promtmptityline 54 -198 126 10O
Dibenzoxazoecpinoc
AamMmoxapinoe —_— = 27
SSRIs
Fluoxctine 24 216 72 28 -35S
Fluvoxamine —_— 20 T 4
Paroxctinc 7—37 20" 7143
Sertraline 26 26 7—12
Others
Venlartfaxinoc -3 -3 1S
Netazodonoc 2—43 % e
Trazodone 3 -9 s 3—7
Maprotiline 27 —-5S58 S1 S— 10
Buproprion 2243 13 25
Nomuafensincoc 2—10 — =2—5S
MNMartazapinc 20—30 22 S

“Refs. 1315, 21, and 22.

20.‘1?.2%:;2'-:;;,;:,‘:,‘;:,1 5 x T Y2 = tasainen pitoisuus veressa
1. yl juha kemppinen , 118
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Mielialalaakkeiden ja placebon teho: ensilinjan ladkkeet ja muut linjat

coqgnitive ECT 1 7T VNS
therapy
< oD o =0 (@DT=N ancillary
—-_— iy — = g
modafinil SDA DPA MTHE
hypnotic SHTTA L nium ez LI uP \ ML, T3/TA stimulant
o
=1 iy
TCA
sAR
S 2 antagonist N £XESS MmAON

‘ / monotherapies

2nNnd-lina

ND R SDA lamotrigine
sSSRI SNRI B BP

% lﬂonotlﬁoraptos
1st-line

depression
pharmacy

FIGURE 12-117 Depression pharmacy. First-line treatments for unipolar depression include serotonin selective
reuptake inhibitors (SSRIs), norepinephrine and dopamine reuptake inhibitors (NDRIs), and serotonin
norepinephrine reuptake inhibitors (SNRIs), while first-line treatments faor bipolar depression include serotonin
dopamine antagonists (SDAs) and lamotrigine. Second-line monotherapies include alpha 2 antagonists, selective
norepinephrine reuptake inhibitors (NRIs), tricyclic antidepressants (TCAs), serotonin 2A antagonist/reuptake
inhibitors (SARIs), and monoamine oxidase inhibitors (MAQOIs). Potentially useful augmenting agents include
hypnotics, serotonin 1A (S5HT1A) agonists, lithium, benzodiazepines, modafinil, SDAs, dopamine partial agonists
(DPAs), L-5-methyl-tetrahydrofolate (MTHF), thyroid hormone (T3/T4), and stimulants. Ancillary treatments to
medications may include cognitive therapy, electroconvulsive therapy (ECT), interpersonal therapy (IPT), and
vagus nerve stimulation (VINS).
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Mielialalaakkeiden ja placebon teho: sivuvaikutuksia
TABLE 11. Selected Side Effects of SSRis?

Side effect Fluoxetine Sertraline Paroxetine Fluvoxamine Venlafaxine
Nausea + + + ++++ + 44+ ++++++ +++++-+
Nervousness o ot o 2 + -+ + + RV =1
Anorexia + — + + =)
Insomnia + + + + + + + + + + +
Drowsiness + + + 4+ 4+ + + + 44 + 4+
Tremor + +-+ -+ B +
Faugue + + + 4+ + + +

Dry mouth + + -+ + + =+
Dizziness + + + + + + 44+
Sweating 4 + + + + - + +
Diarrhea + + + + i —a
Constipation — — + = il
Sexual dystunction + + -+ -+ + + + +ot 4 4+ +

“Refs 15 and 157,
“Each + represents about a 4% incidence of the side effect after adjusting for placebo effect; a — represents a
decreased incidence of the side effect relatuve to that reported for placebo.
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Depression Kaypa Hoito-suositus
- paivitys 11.10.13

* Masennuspotilaiden hoidon laatua seurattaisiin
perusterveydenhuollossa seuraavilla kriteereilla:

1. Vastaako diagnosoitujen masennuspotilaiden osuus
kaikista hoidetuista epidemiologista kuvaa masennuksen
todennakoisesta esiintyvyydesta vaestossa?

2. Kuinka suuri osa depressiopotilaista on saanut
masennuslaaketta?

3. Kuinka suurella osalla masennuspotilaista
depressiolaakitys on jatkunut yhtajaksoisesti vahintaan
puoli vuotta?

4. Kuinka suuri osa depressiopotilaista on saanut jotakin
psykoterapeuttista tai muuta psykososiaalista hoitoa?

http://www.terveysportti.fi/xmedia/hoi/hoi50023.pdf



Depression Kaypa Hoito-suositus
- pailvitys 11.10.13

* Masennuspotilaiden hoidon laatua seurattaisiin
perusterveydenhuollossa seuraavilla kriteereilla:

(jatkuu)
5. Kuinka suurella osalla depressiopotilaista
hoitoon on liittynyt riittava maara
seurantakaynteja?

6. Kuinka suurella osalla depressiopotilaista on
seurannassa kaytetty hyvaksi oiremittareita?

/. Kuinka suuri osa potilaista saavuttaa
seurannassa tayden remission oiremittareilla
arvioituna??

http://www.terveysportt.fi/xmedia/hoi/hoi50023.pdf



Psykiatrisessa erikoissairaanhoidossa noudatettaviksi

N =

tyoryhma ehdottaa seuraavia laatukriteereita:

Kuinka suuri osa depressiopotilaista on saanut masennuslaaketta?

Kuinka suurella osalla depressiopotilaista laadkehoito on jatkunut
vhtajaksoisesti vahintaan puoli vuotta?

Kuinka suuri osa potilaista, jotka karsivat toistuvasta
masennuksesta, saa yllapitohoitoa?

Kuinka suuri osa depressiopotilaista on saanut jotakin intensiivista
vksilopsykoterapeuttista hoitoa?

Kuinka suurella osalla parisuhteessa elavista potilaista hoitoon on
liittynyt pari- tai perhetapaaminen?

Kuinka suurella osalla depressiopotilaista on seurannassa kaytetty
hyvaksi oiremittareita?

Kuinka suuri osa potilaista saavuttaa seurannassa tayden
remission oiremittareilla arvioituna?

http://www.kaypahoito.fi/web/kh/suositukset/naytaartikkeli/tunnus/hoi50023



Pharmacological interventions

Table 84: Efficacy (expressed as response rate) and acceptability (reflected in
dropout rates) of antidepressants, expressed as odds ratios (OR) of fluoxetine
versus each of the antidepressants assessed (taken from Clhpriani e/ /., 2009)

Efficacy (response rate) Acceptability (dropout rate)
OR (95% credible interval) OR (95% credible interval)
Bupropion 0.93 (0.77—1.11) 1.12 (0.92—1.36)
Citalopram 0.91 (0.76—1.08) 1.11 (0.91—1.37)
Duloxetine 1.01 (0.81—1.27) 0.84 (0.64—1.10)
Escitalopram 0.76 (0.65—0.89)* 1.19 (0.99—1.44)
Fluvoxamine 1.02 (0.81—1.30) 0.82 (0.62—1.07)
Milnacipran 0.99 (0.74—1.31) 0.97 (0.69—-1.32)
Mirtazapine 0.73 (0.60—-0.88)* 0.97 (0.77—1.21)
Paroxetine 0.98 (0.86—1.12) 0.91 (0.79—1.05)
Reboxetine 1.48 (1.16—1.90)* 0.70 (0.53—-0.92)*
Sertraline 0.80 (0.69—-0.93)* 1.14 (0O.96—1.36)
Venlafaxine 0.78 (0.68—-0.90)* 0.94 (0.81—1.09)

Credible interval: *p << 0.0S5.
For efficacy. OR higher than 1 favours fluoxetine.
For acceptability. OR lower than 1 favours fluoxetine.

http://www.nice.org.uk/CG91



4) Mika on kaksisuuntainen
mielialahairio? Eroaako se
nuorempien bipolaaritaudista?



Reported Causes of Secondary Mania

Alcohol intoxication, alprazolam, captopril, cimetidine,
corticosteroids, cyclobenzaprine, cyproheptadine, disulfiram,
felbamate, isoniazid, levodopa, |-glutamine, I-tryptophan, lysergic
Drugs acid diethylamide, methylphenidate, metrizamide,
metoclopramide, procainamide, procarbazine, propafenone,
sympathomimetics, thyroxine, tolmetin, triazolam, yohimbine,

zidovudine

Drug withdrawal Clonidine, diltiazem, atenolol, isocarboxazid, propranolol

. Hemodialysis, postoperative state, hyperthyroidism, vitamin

Metabolic - ., :
B,,deficiency, Cushing’s syndrome, cerebral hypoxia

Infection Influenza, Q fever, post—St. Louis type A encephalitis,
cryptococcosis, human immunodeficiency virus, neurosyphilis

Neoplasm Meningiomas, gliomas, thalamic metastases, brainstem tumor

Epilepsy Complex partial seizures with right temporal focus

Surgery Right hemispherectomy

Cerebrovascular accident Thalamic stroke

Other Cerebellar atrophy, head trauma, multiple sclerosis, Wilson’s
disease
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BP depressio:

- Liikanukkuminen

- Ylisyonti

- Samanaikainen ahdistus
- Motorinen jahmeys

- Mielialan vaihtelut

- Psykoottiset oireet

- ltsemurha-ajatukset

BIPOLAR DEPRESSION

More:
Time sleeping
Overeating
Comorbid anxiety
Motor retardation
Mood lability during episode
Psychotic symptoms
Suicidal thoughts

Mielialaladakkeiden ja placebon teho

iIdentifying Bipolar Depression:
Hints From Current Symptoms

FIGURE 11-25 Bipolar depression symptoms. Although all symptoms of a major depressive episode can occur
in either unipolar or bipolar depression, some symptoms may present more often in bipolar versus unipolar
depression, providing hints if not diagnostic certainty that the patient has a bipolar spectrum disorder. These
symptoms include increased time sleeping, overeating, comorbid anxiety, psychomotor retardation, mood lability
during episodes, psychotic symptoms, and suicidal thoughts.
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Yksisuuntaisen ja
Kaksisuuntaisen masennuksen
erotusdiagnoosi

TABLE 3—-3. Probabilistic approach to bipolar depression proposed by

the Task Force on Diagnostic Guidelines of the International Society for
Bipolar Disorders

Addressing Clinical Diagnostic Challenges in Bipolar Disorders

Bipolar | depression more likely if =5: Unipolar depression more likely if>4:
Symptomatology

Hypersomnia Insomnia

Hyperphagia Decreased appetite

Psychomotor retardation Psychomotor agitation

Other “atypical” symptoms
Psychosis and/or pathological guilt Somatic complaints
Mood lability or manic symptoms

Course of illness

Earlier onset (<25 years) Later onset (>25 years)
Multiple depressions (=5 episodes) Long current depression (>6 months)

Family history

Bipolar disorder No bipolar disorder

Note. Confirmation of specific numbers requires further study.
Source. Adapted from Mitchell et al. 2008.

20.1.2021 yl juha kemppinen 128
TA Ketter, ed, Handbook of Diagnosis and Treatment of Bipolar Diseases, 2010, American Psychiatric Association, Inc: Washington



Masennustilojen psykiatrinen erotusdiagnostiikka :

Depeession and Bipolar Disordes

DOUBLE
DEPRESSION

DYSTHYMIA

DEPRESSION

Dauble \!“vr.\q. 0o

FIGURE 5-7. Dysthymia is 4 low-grade but very chronic form of depression, which lasts foe more
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TABLE 1
Geriatric Depression Scale

Birrer et al 2004

Are you basically satisfied with your life? (no)

Have you dropped many of your activities/interests? (yes)

Do you feel that your life is empty? (yes)

Do you often get bored? (yes)

Are you hopeful about the future? (no)

Are you bothered by thoughts that you just cannot get out of your head? (yes)
Are you in good spirits most of the time? (no)

Are you afraid something bad is going to happen to you? (yes)

Do you feel happy most of the time? (no)

Do you often feel helpless? (yes)

Do you often feel restless and fidgety? (yes)

Do you prefer to stay home at night. rather than go out and do new things? (yes)
Do you frequently worry about the future? (yes)

Do you feel that you have more problems with memory than most? (yes)

Do you think it is wonderful to be alive now? (no)

Do you often feel downhearted and blue? (yes)

Do you feel pretty worthless the way you are now? (yes)

Do you worry a lot about the past? (yes)

Do you find life very exciting? (no)

Is it hard for you to get started on new projects? (yes)

Do you feel full of energy? (no)

Do you feel that your situation is hopeless? (yes)

Do you think that most persons are better off than
you are? (yes)

Do you frequently get upset over little things? (yes)

Do you frequently feel like crying? (yes)

Do you have trouble concentrating? (yes)

Do you enjoy getting up in the morning? (no)

Do you prefer to avoid social gatherings? (yes)

Is it easy for you to make decisions? (no)

Is your mind as clear as it used to be? (no)

NOTE: The Geriatric Depression Scale screens for seven characteristics of depression in the elderly: somatic concern, lowered affect, cognitive impair-
ment, feelings of disarimination, impaired motivation, lack of future orientation, and lack of self-esteern. The yes-or-no questionnaire is administered
orally, and one point is scored for each answer in parentheses. A score of 10 or more indicates depression (84 percent sensitivity; 95 percent speci-
ficity). The sensitivity diminishes in patients with a score of less than 24 on the Mini-Mental State Examination.

Reprinted with permission from Yesavage JA, Brink TL, Rose T1, Lum O, Huang V, Adey MB, et al. Development and validation of a geriatric depres-

sion screening scale: a preliminary report. J Psychiatr Res 1982-83;17:37-49.
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TABLE 2

Medications That May Cause Depression

Birrer et al 2004

Cardiovascular drugs
Clonidine (Catapres)
Digitalis

Guanethidine (Ismelin)
Hydralazine (Apresoline)
Methyldopa (Aldomet)
Procainamide (Pronestyl)
Propranolol (Inderal)
Reserpine (Serpasil)
Thiazide diuretics
Chemotherapeutics
6-Azauridine
Asparaginase (Elspar)
Azathioprine (Imuran)
Bleomycin (Blenoxane)
Cisplatin (Platinol)
Cyclophosphamide (Cytoxan)
Doxorubicin (Adriamycin)
Mithramycin (Mithracin)
Vinblastine (Velban)
Vincristine
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Antiparkinsonian drugs
Amantadine (Symmetrel)
Bromocriptine (Parlodel)
Levodopa (Larodopa)

Antipsychotic drugs
Fluphenazine (Prolixin)
Haloperidol (Haldol)
Sedatives and antianxiety
drugs

Barbiturates
Benzodiazepines

Chloral hydrate

Ethanol

Anticonvulsants
Carbamazepine (legretol)
Ethosuximide (Zarontin)
Phenobarbital
Phenytoin (Dilantin)
Primidone (Mysoline)

Anti-inflammatory/
anti-infective agents

Ampicillin

Cycloserine (Seromycin)

Dapsone

Ethambutol (Myambutol)

Griseofulvin (Grisactin)

Isoniazid (INH)

Metoclopramide (Reglan)

Metronidazole (Flagyl)

Nalidixic acid (NegGram)

Nitrofurantoin (Furadantin)

Nonsteroidal anti-inflammatory
agents

Penicillin G procaine

Streptomycin

Sulfonamides

Tetracycline

yl juha kemppinen

Stimulants

Amphetamines (withdrawal)
Caffeine

Cocaine (withdrawal)
Methylphenidate (Ritalin)

Hormones
Adrenocorticotropin
Anabolic steroids
Glucocorticoids
Oral contraceptives

Other drugs

Choline

Cimetidine (Tagamet)

Disulfiram (Antabuse)

Lecithin

Methysergide (Sansert)
Phenylephrine (Neo-Synephrine)
Physostigmine (Antilirium)
Ranitidine (Zantac)
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TABLE 3

Birrer et al 2004

Physical Disorders Associated with Depression

Addison’s disease

Acquired immunodeficiency syndrome
Angina

Cancer (particularly of the pancreas)

Cerebral arterioscierosis. cerebral
infarction

Cushing’s disease

Diabetes

Electrolyte abnormalities (e.g..
hypernatremia. hypercalcemia.
hypokalemia. hyperkalemia)

Folate and thiamine deficiencies

Hepatitis

Hypoglycemia

Hypothyroidism. hyperthyroidism.
hyperparathyroidism

Influenza
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Intracranial tumors
(malignant or benign)

Multiple sclerosis
Myocardial infarction
Parkinson's disease
Pernicious anemia
Porphyria
Renal disease
Rheumatoid arthritis
Senile dementia
Syphilis
Systemic lupus
erythematosus
Temporal arteritis
Temporal lobe epilepsy
Viral pneumonia
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TABLE 4

Differentiating Dementia and Depression

Birrer et al 2004

Characteristic

Dementia

Depression

Onset
Duration of symptoms

Orientation, mood,
behavior, affect

Cognitive impairment
Neurologic defects
Disabilities
Depressive symptoms

Memory impairment

Psychiatric history
Answers to questions
Performance

Associations

20.1.2021

Insidious, indeterminate
Usually long

Impaired, inconsistent, fluctuating

Consistent; stable or worsening

Often present (e.g., agnosia, dysphasia, apraxia)
Concealed by patient

Present

Doesn’t remember recent events, often unaware of
memory loss. Onset of memory loss occurs before
mood change.

None
Near answers
Tries hard but is unconcerned about losses

Unsociability, uncooperativeness, hostility, emotional
instability, reduced alertness, confusion, disorientation

yl juha kemppinen

Relatively rapid, associated with mood changes
Usually short

Intact, diurnal variation depressed/anxious.
complaints worse than on testing

Inconsistent, fluctuating
Absent

Highlighted by patient
Present

Concentration poor, patient complains of memory
loss of recent and remote events, follows onset
of depressed mood

Often, history of depression

"Don’t know" answers

Does not try hard but is more distressed by losses
Appetite and sleep disturbances, suicidal thoughts
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Birrer et al 2004

TABLE 5
Pharmacologic Agents Used to Treat Depression in Elderly Patients

Dosage Cost
Drug (mg per day)* Dosing (generic)y Common side effects Interactions
Tricyclic antidepressants
(tertiary)
Amitriptyline (Elavil)f 25 to 300 Single or divided $16 ($11) Anticholinergic effects, sedation., Antiarrhythmics,§ MAOIs§
cardiac effects. orthostatic
hypotension, weight gain,
lower seizure threshold
Imipramine (Tofranil) 25 to 300 Single or divided 48 (1 to 22) Same as above Antiarrhythmics,§ MAOIs§
Doxepin (Sinequan)i 25 to 300 Single or divided 17 (12) Same as above Antiarrhythmics.§ MAOIs§
Trimipramine (Surmontil) 25 to 300 Single or divided 32 Same as above Antiarrhythmics.§ MAOIs§
Clomipramine (Anafranil) 25 to 300 Single or divided 90 (25) Same as above Antiarrhythmics.§ MAOIs§
Tricyclic antidepressants
(secondary)
Nortriptyline (Pamelor) 25 to 250 Single or divided 102 (6 to 26) Same as above Antiarrhythmics,§ MAOIs§
Protriptyline (Vivactil) 15 to 60 Single or divided 85 Same as above Antiarrhythmics.§ MAOIs§
Desipramine (Norpramin) 25 to 300 Single or divided 26 (8 to 15) Same as above Antiarrhythmics,§ MAOIs§
Amoxapine (Asendin)i 50 to 600 Single or divided (30 to 37) Extrapyramidal movement MAOIs§
disorders, male sexual
dysfunction, endocrine
dysfunction
MAOIs
Phenelzine (Nardil) 45 to 90 Divided 49 Orthostatic hypotension MAOIs.§ meperidine (Demerol).§
vasoconstrictors,§ narcotics,§
decongestants§
Tranylcypromine (Parnate) 30 to 60 Divided 60 Orthostatic hypotension MAOIs.§ meperidine.§
vasoconstrictors,§ narcotics.§
decongestants§

Pad ol o
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Pharmacologic Agents Used to Treat Depression in Elderly Patients

Birrer et al 2004

constipation., asthenia

Dosage Cost
Dreeg (g per dayl™ Dosing lgenerich Cormumon sidle effects fnteractions
SSRis
Sertraline (Zoloft) 50 to 200 Single 72 Gl symptoms, sexual dysfunction, MAOIs. § tricyclic antidepressants,
weaight gain, headache nouroleptics, antiarrhythmicss
Fluoxetine (Prozac) 20 to 80 Single or divided 100 (80) Gl symptoms, anxiety. insomnia. MAOIsS. § tricyclic antidepressants,
weight loss noeuroleptics. antiarrhythmicsg
Paroxetine (Paxil) 20 to 50 Single 85 Gl symptoms, anxiety. insomnia. MAOIsS.§ tricyclic antidepressants.,
fatigue neuroleptics, antiarrhythmicsS
Fluvoxamine (Luvox) 50 to 300 Single (77 to 89) Gl symptoms, anxiety, insomnia MAOIs, § tricyclic antidepressants,
neuroleptics, antiarrhythmics. §
antinhistaminess
Citalopram (Celexa) 20 to 60 Single 72 Gl symptoms, anxiety, MAOIs. § tricyclic antidepressants,
somnolence, sexual neuroleptics, antiarrhythmics. §
dysfunction antihistaminess
Escitalopram (Lexapro) 10 to 20 Single 67 Gl symptoms, anxiety, MAOIs. § tricyclic antidepraessants,
somnolence. sexual neuroleptics, antiarrhythmics. §
dysfunction antihistaminess
Other agents
Maprotiline (Ludiomil)f 50 to 225 Single or divided (22) Lower seizure threshold MAOIsS
Bupropion (Wellbutrin) 100 to 450 Divided 42 (29) Lower seizure threshold MAOIsS
Trazodone (Desyrel)t 50 o 600 Single or divided 65 (13) Sedation, orthostatic MAOIsS
hypotension, priapism
Venlarfaxine (EfMexor) 75 to 375 Divided 51 Anxiety, sexual dysfunction, MAOIs. § SSRIs, antihistamines. §
increased blood pressure. mild benzodiazopines. neuroleptics
sedation, visual symptoms
Nefazodone (Serzone) 200 o 600 Divided 36 Same as above MAOIs,. § SSRIs, antihistamines. §
benzodiazopines, nouroleptics
Mirtazapine (Remeron) 15 to 45 Single 81 (72) Sedation. increased appetite, MAOIs,. § SSRIs. antihistamines. §

benzodiazopines., neuroleptics

MAOIs = monoamine oxidase inhibitors; SSRIs = selective serotonin reuptake inhibitors; Gl = gastrointestinal.

"l ower dosage recornnumended in elderly patients.
T —Estirmated cost (o the pharmacist for a 30-day supply at the lowest recorrumended dosage based on average wholesale prices in Red book. Mot -

valte, N.J.: Medical Fconornics Data, 2004. Cost to the patient will be higher deperidirg on prescription filling fee.

F—Nort recommended for wuse in elderly patients.
5 —May cause potentially fatal interactions.
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TABLE 6

Drug Monitoring and Contraindications

Birrer et al 2004

Medication

Extra monitoring for side effects

Contraindications

Atenolol (Tenormin)
Caffeine
Captopril (Capoten)
Codeine

Digoxin

Nifedipine (Procardia)
Phenytoin (Dilantin)
Theophyliine
Tramadol (Ultram)

Tricyclic
antidepressants
Warfarin (Coumadin)

MAQOIs, tricyclic antidepressants, trazodone (Desyrel), venlafaxine (Effexor)
Bupropion (Wellbutrin), fluvoxamine (Luvox), MAOIs, venlafaxine
MAUQIs, tricyclic antidepressants, trazodone

Fluoxetine (Prozac), fluvoxamine, paroxetine (Paxil), tricyclic antidepressants,
trazodone

Tricyclic antidepressants

MAOIs, nefazodone (Serzone), tricyclic antidepressants
Fluoxetine, fluvoxamine, sertraline (Zoloft)

Fluoxetine, fluvoxamine, MAOIs

Citalopram (Celexa). fluoxetine, fluvoxamine, mirtazapine (Remeron). nefazodone,

paroxetine, sertraline, tricyclic antidepressants, trazodone, venlafaxine

Bupropion, citalopram, fluoxetine, fluvoxamine, mirtazapine, paroxetine,
sertraline, trazodone, venlafaxine

Citalopram, fluoxetine, fluvoxamine, MAOIs, mirtazapine, paroxetine, sertraline,
venlafaxine

MAUOQIs (hypertensive crisis)

MAQOIs (potentiate seizure risk)

MAUOQIs, tricyclic antidepressants
(serotonin syndrome)

MAOIs = Monoamine oxidase inhibitors.

Information from reference 5.
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Birrer et al 2004

TABLE 7
Indications for Psychiatric Referral
in Elderly Patients with Depression

Severely ill

Need for treatment
beyond drug therapy

Double depression
(i.e., episodes of major
depression superimposed
on dysthymic disorder)

Bipolar disorder
Suicidal ideation
Psychosis

Unresponsive or intolerant to
adequate trial of first-line treatment

Diagnostically complex or uncertain
Candidate for electroconvulsive therapy
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Taylor W et al, 2018

* Vascular depression is often characterized as a disorder of executive
dysfunction, including difficulty with task completion and decision
making, both of which may increase the likelihood of experiencing
irritability and social withdrawal.

e Additional cognitive features of vascular depression include slowed speed
of information processing and impairments in concentration and attention.

* |t is not uncommon for these cognitive complaints, rather than depressive
symptoms, to be the trigger for a clinical evaluation.

* The assessment for vascular depression ideally includes not only a review
of vascular risk factors and history of vascular disease but also evidence
demonstrating subcortical white matter disease. Such findings are
observed on an MRI brain scan as periventricular or deep whitematter
hyperintensities.



Taylor W et al, 2018

* Vascular depression is

* Despite the lack of clarity in general clinical practice regarding the
relevance of white matter hyperintensities on MRI scans, numerous
neuroimaging studies have demonstrated that a greater burden of
white matter hyperintensities correlates with poor treatment
response (9, 20).

* Consequently, the best approach for incorporating white matter
hyperintensities into clinical decision making may be to consider the
presence of white matter hyperintensities as a risk factor for
symptoms of vascular depression as well as potentially a prognostic
factor when evidence of particularly severe white matter
hyperintensities is observed in the context of depression



Taylor W et al, 2018

* Vascular depression is
* TREATMENT ISSUES
* Management

* VVascular depression not only increases the likelihood of poor
response to antidepressant treatment and persistent depressive
symptoms but also may contribute to poor self-management of
medical comorbidities and greater impairments in daily function.

* There may also be cumulative disability associated with impaired
sleep, chronic pain, and use of analgesic medications, as well as
complex conditions such as peripheral neuropathy and impaired
mobility, all of which add to the likelihood of poor outcomes in
vascular depression.



Taylor W et al, 2018

Vascular depression is
CLINICAL PEARLS

* The presenting features of vascular depression may involve poor motivation
and slowed information processing as opposed to traditional mood complaints.

e Although there is not currently an indication to obtain neuroimaging, when
records are available, the assessment includes reviewing MRI re|oorts for findings
of deep white matter and periventricular hyperintensities as well as subcortical
gray matter lesions.

e Treatment planning should recognize that there may be a modest response to
antidepressants and that other treatments, such as problem-solving therapy, may
offer additional benefit.

e Sleep hyéFiene may be imfportant, and the patient may benefit from treatment
with low-dose melatonin if indicated.
e Management should include active support for the patient to reduce obesity,

hypertension, hyperlipidemia, and glucose intolerance and to e.nﬁage in
appropriate dietary and exercise strategies to reduce vascular risk.



TatumP et al, 2018

TABLE =2

Asscessment Considerations for Older Patienmnts —
Adjusted for Life Expectancy, Dermentia, anmnd End of Life

> 10 years S to = 10 years
remaining life remaining life Moderate
expectancy expectancy dementia Near end of lLife

Healthy lifestyle counsaeling

Srmoking cessaticaon Every wvisit Every visit Discuss with Not recommended
caregiver

Alconol Mmiisusa Arrmirmcially Arirmuaally Arirmuaally Imitially, thharmn iF
sSyrrmptormatic
Exercise Anrnnmnually Aarnmnuaally Consider Consider
arrnmuaalily
Sexual funmncticon Anrnnmnually Arirmuualily Consider NoOoOt recomrrmiendcdaed
amnmually
Drivinmng assessrment Consicder CConsider Routinmnely Consider
Geriatric haealth issuaes
Depression scCreaning AAarnmually
Falls risk assessmment Annmnuually
Csalt anmnd balance AArnnually
sScCroaonmning
Lilrimary incontimanaceae Arnmually
screaening
Hearinmg irmpairrment Caonsidaer anmnmualily Not recormrrmancec
scCcreening
Viswual acuity testing Consider anmnmually NoOoOt recormmendeaed
Cognitive IrMmpoairrmamt If Syrmptormatic

sSCcraeacmning

Advance direcrivaes Coamplete and update as Nneodaed
completaon

AT WAIEI? [ rtr TV ISSION Frorr Armericart Caeriatrics Society and Talebreazs S, eod cernatnoas Evaluation anmncd Manm -
agaermenit Toaals, Neww Yaark, INY. Armericary G eriatrics Sociaety, 2016 hitps oeriatricscaraeoriline org/Prodouanct
A Strac t/ Qo riAatric S e valtiItioorn - rrIartS G eariierrit - oI s /B OO Acocossacd Marclh 27 2013
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Step 1: Delirium Triage Screen
Rule-out Screen: Highly Sensitive

Altered Level of

Conscilousness \.

'L DTS Positive
& Confirm with bCAM

> % aarroms

Inattention
“Can you speoll the word s
LUNCH" bachkwards?”™

Figure 4. Delirium Screening Instruments. RASS, Richmond
Agitaton-Sedation Scale; DTS, Delirium Triage Screen; bCAM,
Brief Confusion Assessment Method.

Volume 63, No. 5 : May 2014 Annals of Emergency Medicine
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Crlerviamic FEmorgency Doepartoamnent Cuidelines

Adapted from Kateman R, Brown T, Fuld P, et al. Valildation of a short OorienialtlioN - memory - COnmce miraticon
test of cognitive impairmant. Am J FPosvolfriatry. 1983 140(6): 734 -739.

INsStructions To The opatient: “Now | wouwld like To sk YO SOMe QUesSTIions To check your memoaory amnct
concentration. Some of them maay bhe easy and some of theomn may e harag . ™

Correct Incorrect
1) What yoar is it mow> ) 1)
2) What month isthis?> o) «*)

lerane repaat this rmarme anct adcdreras afteor rme:
oo Sirowmn, 42 BMarket Stroet, Chicago
Johmn Brown, 42 PMarket Strect, CThHhicago
Johm Brown, 42 Markoet Stroeoet, Chicago

(underiine words ropoatod carreactlhy irn aach trial)
Trinis 1o learmning CGf unNable to do In 3 triais = C)

A) Withowut looking ot your watoh or the clock, Tell rmes what timme it is.
(M response s vague, prompt fTor specific response

(wwithuin 1 -hcoar) Cearrwct INncorrect
MActuml tirme: o) 2
M) Cowunt aloud Backwards from 20 to 3 o Ll =2 Errors

{rmark carrmctly secuernricemcd ovarmrer sin)
If subject starts counting faorvward Oor FTOrEets the task, MTERERT INSTAUCTIONS AN SCONS OMNe Error .

20 19 A8 17 16 15 14 13 A2 a1
20 o = Ed (-3 = - E) = a

5) Say the rmmonthis of thhe yoor o reverse orcder.
If the teoxter Nneecds 1O Prompt with the last namme aof the moanth of the yoear, ane errar should be
scored. (Mark correctly sequenced months.)

o ~ o = A L are naY _e nAare L . o - =2 Esrvors

€) Reopent the mnarme and address yowu were asked to remermter .

Ponhm Brown, a2 Marcot Streoet, Chicago) o - =2 =3 -8 = Ervrorws

e & Errors (O-5) Weighrting Facror Final item Score
)

B 1

>3

b
2
=l
-3 -
= —-
-

-2

Surm Totals
(Range O-28)

O-a Norrmal Cognition
5.9 Questionadble Impairimnent
= 10 impairrmant cansistaent with darmentia

Figure S. The Short Blessed Test (SB8T) for ED Daementia Screening

c20 Annals of Fancrgency Medicine
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Scoring the MMSE
Adapted from Folstein MF, Folstein SE, McHugh PR: “Mini-mental state”: a

practical method for grading the cognitive state of patients for the clinician, J Psychiatr Res 12:189-198, 1975.

5 points Orientation to state, country, town, hospital, floor
5 points Orientation to year, season, month, day, date
3 points Registration of three words

3 points Recall of three words after 5 minutes

5 points Serial 7s or spelling world backward

2 points Naming two items

1 points Understanding a sentence

1 points Writing a sentence

1 points Repeating “No if’s, and’s, or but’s”

3 points Following a three-step command

1 points Copying a design

30 points Total
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Life-Threatening Causes of Delirium, Recalled by the Mnemonic WWHHHHIMPS

Wernicke’s encephalopathy

Withdrawal

Hypertensive crisis

Hypoperfusion/hypoxia of the brain

Hypoglycemia

Hyper/hypothermia

Intracranial process/infection

Metabolic/meningitis

Poisons

Status epilepticus
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Serum and Urine Toxicology Screens

Substance Serum Detection Urine Detection
Alcohol 1-2 days 1 day
Amphetamine Variable 1-2 days
Barbiturates Variable 3 days to 3 weeks
Benzodiazepines Variable 2-3 days

Cocaine Hours to 1 day 2-3 days
Codeine, morphine, heroin Variable 1-2 days
Delta-9-THC N/A ~30 days, longer if chronic use
Methadone 15-29 hours 2-3 days
Phencyclidine N/A 8 days
Propoxyphene 8-34 hours 1-2 days

N/A, Not applicable.

20.1.2021
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8-8 Cytochrome P450 Isoenzymes Active in Metabolizing Commonly Prescribed Psychotropic Medications

CYP1A2 CYP2C9 CYP2C19 CYP2D6 CYP3A3/4/5
Amitriptyline Fluoxetine Amitriptyline Amitriptyline Alprazolam
Clomipramine Moclobemide Citalopram Amphetamines Amitriptyline
Clozapine Ramelteon Clomipramine Aripiprazole Aripiprazole
Duloxetine THC Clozapine Atomoxetine Buspirone
Fluvoxamine Diazepam Clozapine Carbamazepine
Haloperidol Imipramine Codeine Clozapine
Imipramine Moclobemide Desipramine Haloperidol
Methadone Ramelteon Dextromethorphan Imipramine
Mirtazapine Sertraline Duloxetine Lamotrigine
Olanzapine Fluoxetine Methadone
Ramelteon Mianserin Midazolam
Tacrine Haloperidol Nefazodone
Hydrocodone Oxcarbazepine
Methadone Pimozide
m-CPP Quetiapine
Nortriptyline Risperidone
Olanzapine Trazodone
Oxycodone Triazolam
Paliperidone Zaleplon
Paroxetine Zolpidem
Phenothiazines Ziprasidone
Risperidone
Sertraline
Thioridazine
Tricyclics (TCAs)
Venlafaxine
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Cieri, F et al , te-Life Depression: Modifications
of Brain Resting State Activity,2017

 Late-life depression (LLD) is a common emotional and mental
disability in the elderly population characterized by the presence of
depressed mood, the loss of interest or pleasure in daily activities,
and other depression symptoms.
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Malhi G et al, 2020
The Management of Bipolar Depression
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Malhi G et al, 2020

Figure 28. The management of bipolar depression.

This schematic summarises the treatment recommendations for the management of bipolar depression. It begins with measures that are
necessary and form a foundation for specific treatment strategies.

Actions

Management begins with Actions that need to be undertaken to facilitate functional recovery. These Actions have been categorised further into
those that have to be instituted largely by the patient such as lifestyle changes, those that must be addressed, often jointly with a spedalist, such as
the cessation of smoking and substance misuse and those that must be implemented such as psychological interventions and psychoeducation —
usually necessitating the involvement of a psychologist and other mental health care staff such as case managers and social workers. These three
groups of Actions are considered essential for the management of major depression.

Choices

Building upon the foundation provided by the Actions, further pharmacological interventions — termed Choices can be considered should they
be needed. The clinician can choose from the agents listed, which have been ranked giving mood-stabilising agents (MSAs) primacy over second
generation antipsychotics (SGAs). This preference is based on both efficacy and tolerability. In the pharmacotherapy of bipolar depression,

it is critical to bear in mind the long-term management of the disorder, and therefore, potential mood stabilising properties and long-term
tolerability are important considerations. Within the various monotherapy Choices, mood-stabilising agents are also given preference because
their blood levels can be carefully monitored.

Overall, lithium is the first Choice followed by lamotrigine and valproate and among the SGAs quetiapine is first Choice followed by lurasidone
and cariprazine.

However, it is important to note these differences are subtle and in essence, any one of these Choice agents is suitable.

Alternatives

Once suitable Choice agents have been trialled, if a satisfactory response has still not been achieved, several management options are available to
achieve a suitable response and full recovery. These Alternatives include combinations of mood-stabilising agents and SGAs and antidepressants,
both as dyads and triads. Once again, preference should be given to fewer medications and therefore dyads are regarded as preferable to triads.
MSAs are given preference and so combinations initially begin with these agents. Each of the three groups can be combined and so 5 options are
possible (excluding dyads of two SGAs, and two ADs, and allowing for an MSA and SGA to be combined reciprocally).

Triads can then be formed by extending some of these dyad combinations by adding an AD where this has not already been prescribed. Note
once again combinations of more than one SGA or AD are not advised.

Note: Among these Alternatives, the various combinations have a particular sequence and where possible, this should be adhered to. The MSAs
and SGAs used in these combination dyads and triads should, in the first instance, include Choice agents. However, many other combinations can
also be trialled if need be, and after appropriate pharmacotherapeutic strategies have been trialled, ECT, which is widely available and has a long-
standing track record, may be considered. For ECT, the recommended placement and pulse width options have been outlined and the order in
which these should be considered has been specified to minimise cognitive side effects.
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Table |5. Further options for the treatment of acute bipolar
depression.

Monotherapy |. Carbamazepine
2. Olanzapine
Adjunctive |. Asenapine
2. Armodafinil

3. Levothyroxine
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Recommendation Box 5. Administration of antidepressants in bipolar disorder

Malhi G et al, 2020

General considerations
5.1

52

Treatment
5.3

54

The use of antidepressants in the treatment of bipolar disorder should be
overseen by a psychiatrist where possible.

The clinical risks versus benefits of antidepressants in treating bipolar
depression should be determined on an individual basis.

Adjunctive antidepressant therapy should be used cautiously in the treatment of
bipolar depression when there is a history of antidepressant-induced mania,
current or predominant mixed features, or a history of rapid cycling.

Antidepressant monotherapy should be avoided in bipolar disorder

Treatment emergent affective switch (TEAS)

5.5

5.6

S

Upon commencing antidepressants, patients with bipolar disorder should be
closely monitored for symptoms of mania, and if these emerge then
antidepressant therapy should be discontinued.

Psychoeducation should be provided so that patients, family and friends

can identify early warning signs of mania and/or mixed symptoms.

Antidepressant therapy should be avoided in bipolar disorder patients with
a history of rapid cycling and/or a high level of mood instability.

The prescription of antidepressants should consider any past history of a TEAS.

CBR: consensus-based recommendation; EBR: evidence-based recommendation.
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Table |4. Pharmacotherapy for agitation.

Route of administration Monotherapy

Oral Asenapine®
Risperidone®
Quetiapine

Haloperidol

Intramuscular Aripiprazole
Olanzapine*
Haloperidol
Combinations
Haloperidol + Midazolam

Haloperidol + Promethazine

*Sublingual.
bAlso awvailable as orally disintegrating formulation.
“Also available in wafer formulation.
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Figure 29. Overview of the management of mixed states.

Treatment-Induced

Transitional

(Bipolar Mixed)

_______________ Idiopathic

[Unipolar Mixed) _

( Rapid Cycling )

The management of mixed states is complicated and therefore a structured approach is necessary. At the outset it is important to exclude
alternative causes for a mixed state presentation (e.g. treatment-induced mixed state). Once it has been established that the mixed state is idiopathic
then it is necessary to determine its composition with respect to the distribution of manic and depressed symptoms. An equal distribution of

both depressed and manic symptoms is termed bipolar mixed but, when the distribution is skewed towards one pole, it is described as unipolar
mixed and this can be further specified as either mixed mania or mixed depression (these approximate to DSM-5 mania and depression with mixed
features, respectively). For the purposes of management, it is useful to identify these three subtypes as each requires slightly different treatment
considerations (see Figure 30).
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The Manmnagement of Mixed States
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Figure 30. The management of mixed states.

The management of mixed states is complicated because it encompasses elements of the treatment of mania, bipolar depression and mood
stabilisation.

Actions

It is vital to have a firm foundation for the management of mixed states. It is therefore important to institute good habits involving sleep hygiene,
regular exercise and a healthy diet. Excess alcohol, substance misuse, smoking, energy drinks and excessive caffeine need to be addressed but
the most critical step is the cessation of medications that destabilise mood such as antidepressants and stimulants. Psychoeducation is especially
important because of the complexity of the presentation and the challenges it poses for treatment. Risk assessment is also critical and where
available psychological interventions should be initiated as soon as possible.

Choices

Agents that have equipotency across both mania and depression should be administered first to achieve mood stability and prevent the
development of contrapolar symptoms. Therefore lithium, valproate and quetiapine monotherapy are Choice agents in this regard. Then if
treating a bipolar mixed state these can be substituted if need be with cariprazine or ziprasidone monotherapy or combined, if monotherapy is

unsuccessful. To treat mixed mania, aripiprazole or asenapine can be added to one of the mood-stabilising agents and similarly, lurasidone can be
added to treat mixed depression.

Alternatives

If the suggested Choice agents are unsuccessful (as monotherapy or in combination) then further combinations of Choice agents can be trialled in
the first instance. And depending upon the mixed state subtype, additional agents can be prescribed. For a bipolar mixed state, carbamazepine
is a potential Alternative and, for mixed mania, olanzapine may be effective (in combination with a mood stabiliser). Olanzapine can also be
prescribed to treat mixed depression. However, the side effect profile of olanzapine is of concern and long-term prescription should be avoided
if at all possible.

Finally, it is important to note that ECT is a useful option for the management of mixed states as it has potent actions against both manic and
depressed symptoms.
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Figure 31. Appraisal for maintenance treatment in bipolar disorder.
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The long-term management of bipolar disorder is arguably the most important and definitely the largest component of therapy in terms of time.

It is therefore worthwhile investing significant effort into planning the long-term management of bipolar disorder, which includes maintenance

and prophylaxis. Specific recommendations are provided in the management figure (Figure 32). However, prior to implementing the necessary
treatments, it is important to formulate an appropriate prevention stractegy. | his requires appraisal and involves gaining an appreciation of the nature
of the illness, and then on the basis of this, determining likely outcomes so as to anticipate these and prevent them. Appraisal involves mapping the
pattern of the illness, its predominance in terms of symptoms, evaluating its prior responsiveness, then determining what has precipitated the recent
episode — taking into consideration the nature of the preceding episode. By collating this information, it should be possible to prognosticate whaet is
the likely pattern of illness in the future, and on this basis, plan a prevention strategy accordingly. For example, If the most recent episode is that of
depression and the past pattern of illness has been that of repeated depressive episodes separated by relatively long periods of recovery (achieved
with combinations of medications), it is likely that the same strategy will be necessary. Future prevention should therefore focus on ensuring there
is sufficient prophylaxis against depression, especially as the patient recovers, and that the individual remains engaged with treatment. If tolerabilicy
issues or ongoing compromise because of medications is a significant concern, then medications should be selected accordingly to ensure the
individual is able to continue with treatment long term and remain well. Understanding the nature of the illness, in particular its past history, is
critical to understanding its future course and likely responsivity to treatment.
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Figure 32. The management of bipolar disorder — maintenance.

This schematic summarises the treatment recommendations for the maintenance management of bipolar disorder. It begins with measures that
are necessary and form a foundation for specific treatment strategies.

Actions

Management begins with Actions that need to be undertaken to maintain functional recovery. These Actions are shown as parts of interconnected
cogs emphasising the cyclical nature of bipolar disorder and the normal vicissitudes of mood and the need to maintain emotional regulation.

The Actions have been categorised further into three broad types. Some Actions can be instituted largely by the patient such as lifestyle changes
(e.g. regular exercise, diet and sleep hygiene). Others may involve referral to a specialist to address challenges such as cessation of smoking,
alcohol and substance misuse and the withdrawal of medications that alter mood. Finally, Actions that ideally must be implemented include
providing psychoeducation, organising social support (housing, relationship and employment issues), and commencement of an evidence-based
psychological intervention (group Psychoeducation, CBT, IPSRT or FFT, see above). These three interdependent sets of Actions are considered
essential for the successful long-term management of bipolar disorder.

Choices

Actions, if implemented correctly, provide a solid foundation upon which to focus on the pharmacotherapy of bipolar disorder. It is important to
note that psychological interventions implemented as part of Actions must be continued and that pharmacological Choices are to be considered
in addition to ongoing psychological treatment. Selection among the various Choices provided is determined by a number of factors that have
been summarised separately under Appraisal (see Figure 31). These considerations are critical when transitioning from acute treatment to
maintenance and prophylaxis, and they will be key determinants of the selections made. In the schematic, monotherapy is once again preferable
to combination strategies and medications are displayed reflecting their relative efficacies for mania, depression or both phases of the illness.
The latter refers to agents that have near equal efficacy in maintaining mood stability and preventing future relapses for both mania and
depression. These agents are therefore also suited to instances in which there are mixed states. Maintenance monotherapy places lithium in
pole position followed by valproate, quetiapine and asenapine. The mood stabilisers are preferable because of their better long-term tolerability
profile (note: asenapine is more complicated to administer than other agents). Where there is a preponderance of mania, aripiprazole is a
suitable Choice and conversely where there is a preponderance of depression, lamotrigine may be a suitable option for monotherapy. However,
in most cases, combinations will be required and the three combinations that are most efficacious are lithium + quetiapine, valproate +
quetiapine, and lithium + aripiprazole (¥ it is important to note that aripiprazole can be administered also as a long acting depot).

Alternatives

Once suitable Choice agents have been trialled, a number of Alternatives can be considered as monotherapy or in combinations, to achieve
optimal mood stability and prophylaxis. For instance, where both mania and depression are prevalent, carbamazepine and olanzapine are options
and where mania is the main concern, paliperidone and risperidone are options. In addition to these monotherapy Alternatives, a number of
combinations can be considered, the foundation of which involves lithium or valproate or lamotrigine. To these agents, medications with
additional antimanic and antidepressant properties can be added, and where there is a Choice, lithium is to be preferred over valproate because
of the additional risks associated with valproate prescription in young women. Please note, although olanzapine + fluoxetine does have evidence
and has been marketed as a specific combination [OFC], the poor long-term tolerability of olanzapine is a serious concern.
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Figure 33. Strategies for channelling response.
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In the management of depression, following diagnosis and the institution of appropriate Actions, treatment involves the implementation of
psychological interventions (purple), which can if necessary be combined with medication. Pharmacotherapy (blue) involves the administration of
Choice medications and following the administration of a suitable medication for an appropriate duration of time, an increase in dose may be trialled in
order to achieve an optimal response. Subsequent to this any response that has occurred can be augmented — for example with the addition of lithium
but if these strategies are unsuccessful the antidepressant medication can be switched (From | To 2) and the whole process can be repeated (2 to 3).
Given the number of Choice antidepressants available for the management of depression, the prescription of a suitable medication (M), followed by an
Increase in Dose (ID), its Augmentation (A) and finally a Switch (S) to another antidepressant should be trialled a minimum three times (repeating the
cycle [MIDAS]) so as to experience the effects of antidepressants from at least three different classes, and many more times if considering Alternatives.
However, at some time, to achieve a response it may be necessary to switch from pharmacotherapy to physical reatments (Green) and this may
occur much earlier if there are specific indications that are particularly responsive to ECT such as psychotic symptoms and melancholia.
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Figure 34. Modelling therapeutic channels of response.

A Recovery 3) Recovery < Recovery

Recovery
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This composite schemartic illustrates by way of examples how different sequences of treatments (and their combinations) may be needed to
cransition from a depressed mood state to one of functional recovery. Various treatments work individually or in combination to facilitate or
accelerate this transition, and their individual effects (responses) are depicted as arrows.

(A) Combination of lifestyle changes, social support and psychological interventions (such as CBT) to facilitate recovery from depression. (B)
Combination of a psychological intervention and an SSRI to achleve recovery. (C) Sequencing of agents. First an SSRI may be prescribed, but cthis
only achieves a partial response, and therefore it is switched o a dual-action agent and then further supplanted by a tricyclic (TCA) antidepressant.
Ulcimacely, recovery Is achieved, and this particular sequence may have been critical. (D) Use of litchium to augment the effects of an antidepressant
(AD) in combination with an antipsychotic. The combination of an antidepressant and an antipsychotic produces a partial response, but recovery

is only possible with the additional augmenting effect of lithium. (E) Pathway in which a combination of a psychological intervention and an

antidepressant achieve a pardal response and ECT is then administered to recover fully. Finally, (F) response for which only ECT will work and chus
it is essential for the individual to recover.

20.1.2021 yl juha kemppinen 165



Malhi G et al, 2020

Figure 35. Models of treatment: DTD, TRD and Channelling Response.
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This schematic illustrates the channels of response that connect depression and recovery. Successive treatments (numbered |-5) open channels that
may lead to remission and recovery. The various models of treatment can be divided into those that focus on non-response and those that focus on
responsivity. Difficult to treat depression (DTD) and treatment resistant depression (TRD are predicated on non-response. Both paradigms require
a threshold, namely that of non-response, either of specific agents or a number of strategies. For DTD, the threshold is lower, and the depression

is regarded as ‘challenging’ after the very first treatment failure. For TRD the focus is principally on pharmacotherapy, although some aspects of the
definitions also include physical treatments and the threshold is usually 2 or more treatment failures.

In contrast, the channelling response paradigm (CRP) runs alongside the treatment of depression throughout and is a perspective that is adopted
from the outset. Thus, the CRP has no threshold and there is no focus on treatment failures. Instead, the focus is on responsivity, and depression is

conceptualised as an amalgam of responsivities to different types of treatment. Therefore, the CRP automatically instils a positive outlook whereas
DTD and TRD are prone to generate a negative perspective.
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Recommendation Box 6. The pharmacological management of poor response Grade

Increasing dose

6.1 If there is no improvement after 3 weeks of treatment using standard antidepressant CBR
doses it is reasonable to consider dose escalation

6.2 Dose escalation beyond recommended maximum doses should only be considered CBR
if the patient has had a partial response at a lower dose

6.3 Higher than recommended dose ranges should only be employed in specialist CBR
psychiatric settings where regular, careful and close monitoring is possible

64 When prescribing above the recommended maximum dose, the patient should be CBR
made aware a higher than usual dose is being used and a second opinion can be
considered

Augmentation

6.5 Lithium EBR |

6.6 Second/third generation antipsychotics CBR

Switching

6.7 Switching to an antidepressant from a different class, improves the likelihood of CBR
response when switching for reasons of either non-response or intolerability

6.8 Switching within class is best reserved for when the first antidepressant has had to CBR

be ceased because of intolerable side effects

CBR: consensus-based recommendation.
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Recommendation Box 9. Management of mood disorders with comorbid medical illnesses

9.1 First presentation mood disorders should undergo general medical evaluation with EBR IlI
organic investigation as indicated.

9.2 Lifestyle factors should be monitored, with ongoing education and encouragement EBR 1
especially important in this vulnerable group.

9.3 Close monitoring of medications to mitigate risks of medication interactions, toxicity CBR
and problematic side effects (such as metabolic syndrome) is advised.

EBR: evidence-based recommendations; CBR: consensus-based recommendations.
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Figure 18. Foundations of treatment.
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22

23

24

Recommendation Box 2. Management of acute MDD Grade

Clinicians should assist patients to overcome well-recognised barriers to accessing psychological CBR
interventions (e.g. via providing information about online psychological treatments, advice about
local therapists, and the rationale for developing skills to prevent relapse).?

Psychological interventions should only be delivered by clinicians trained in the relevant EBR |
evidence-based approach.

One of the evidence-based psychological interventions should be offered as foundational care EBR |
(Action) to all patients (the most extensive evidence is for CBT and IPT, but a range of
interventions have strong evidentiary support).

Combined psychological intervention and antidepressant medication is more effective than either EBR |
type of intervention alone.

MDD: major depressive disorder; CBR: consensus-based recommendation; EBR: evidence-based recommendation; CBT: cognitive behavioural
therapy; IPT: interpersonal therapy.

*Two contextual factors regarding psychological treatments are important in the management of acute MDD: patients generally prefer psychological
intervention over antidepressant medication; and psychological interventions are becoming more accessible due to increased numbers of trained
clinicians, online self-management programs and telehealth platforms (see section ‘Digital therapies’ within section 6.1. ‘Actions’).

Australian & New Zealand Journal of Psychiatry, 55(1)

Malhi G et al, 2020
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Recommendation Box 3. Long-term treatment of MDD Grade

3.1 All patients with depression should receive psychoeducation regarding the lifetime risk of relapse. CBR

32 Patients with depression should be monitored regularly beyond the acute phase of treatment to ensure complete CBR
remission of symptoms and full functional recovery.

3.3 CBT should be offered to prevent relapse of depression, and where available, MBCT should be offered to patients ~ EBR |
with recurrent depressive episodes.

34 Once a satisfactory therapeutic response has been achieved, antidepressant dosage should remain the same during  EBR |
continuation and preventative phases of treatment.

35 Maintenance antidepressant treatment should be continued for at least 6 months and a detailed review of ongoing ~ CBR
pharmacotherapy should occur at | year.®

MDD: major depressive disorder; CBR: consensus-based recommendation; CBT: cognitive behavioural therapy; MBCT: mindfulness-based cognitive
therapy; EBR: evidence-based recommendation.

Note: Treatments aiming to prevent relapse are more effective if full remission of the initial episode is achieved. The choice of antidepressant dose
is also determined by additional factors such as prior illness severity and response to treatment, comorbid disorders and medication tolerance.
*This is particularly important if a recurrent pattern of illness has been established.

Malhi G et al, 2020
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Table 13. Symptoms of discontinuation and withdrawal (adapted from Haddad and Anderson, 2007, and Jha et al., 2018).

General

Sensory

Disequilibrium

General Somatic Symptoms
Affective symptoms
Gastrointestinal symptoms

Sleep disturbance

20.1.2021

Chills, malaise, flu-like symptoms, diaphoresis

Paraesthesia, numbness, ‘electric-shock-like’ sensations, rushing noise ‘in head',
blurred vision, palinopsia

Light-headedness, dizziness, vertigo

Lethargy, fatigue, headache, tremor, sweating, anorexia
Irritability, anxiety/agitation, low mood, tearfulness
Nausea, vomiting, diarrhoea

Insomnia, nightmares, excessive dreaming

Malhi G et al, 2020
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Recommendation Box 4. Withdrawal of antidepressants

4.1 Inform patients when starting on an antidepressant that they may experience discontinuation CBR
and withdrawal symptoms and should not stop antidepressants abruptly and should discuss
stopping their antidepressant with their treating physician

42 The dose of AD should be tapered down with the dose lowered generally in at least weekly EBR IV
steps, and the rate of stepping down the dose needs to be tailored to the individual patient
(a) Initially, titrate down to the recommended minimum effective dose of the antidepressant CBR
(b) Once minimum effective dose is achieved, reduce the dose by no more than 50% weekly CBR
4.3 For patients with one or more risk factors for withdrawal and discontinuation symptoms EBR IV

(treatment at higher than usual dose, long-term period on antidepressant, previous

discontinuation and withdrawal symptoms or symptoms emerging with missed dose(s)),

a slower taper is recommended.

(a) Initially, drop to the recommended minimum effective dose of the antidepressant EBR IV

(b) Reduce the dose by small decrements (dependent on how the tablets can be cut up) EBR IV
every 2 weeks

4.4 For patients stopping their medication in order to switch to another antidepressant because CBR
of lack of efficacy or intolerable side-effects, a more rapid dose reduction can be used
(over days) while the new antidepressant is introduced at a low dose and then the dose increased
(provided there are no contraindications for this, such as switching to and from an MAOI).
(a) Discontinuation/withdrawal symptoms from the first antidepressant (after careful review CBR
of the symptoms the patient reports) need to be distinguished from treatment emergent
side-effects from the newly introduced antidepressant.

CBR: consensus-based recommendation; AD: antidepressants; EBR: evidence-based recommendation; MAOI: monoamine oxidase inhibitor.

Malhi G et al, 2020
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Table 10. Classes of antidepressants.

Malhi G et al, 2020

Selective serotonin reuptake inhibitors (SSRls)
Serotonin-noradrenaline reuptake inhibitors (SNRIs)

Selective noradrenergic reuptake inhibitors (NRIis)
Noradrenaline-dopamine reuptake inhibitor (NDRI)
Noradrenergic and specific serotonergic antagonist (NASSA)

Serotonin partial agonist and serotonin reuptake inhibitor

(SPARI)

Serotonin receptor antagonist and serotonin reuptake
inhibitor (SARI)

Serotonin-noradrenaline reuptake inhibitor and serotonin
receptor antagonist (SNRISA)

Noradrenaline reuptake inhibitor with serotonin receptor
antagonism (NRISA)

Tricyclic antidepressants (T CAs)

Monoamine oxidase inhibitor (MAOIs)
NMDA -glutaminergic receptor blockers
Melatonergic agonist and selective serotonergic antagonism

Acxypical antipsychotics with potent 5HT, ., receptor
blockade

Neurosteroid progesterone analogue and gamma aminobutyric
acid (GABA) receptor modulator

Escitalopram, citalopram, fluoxetine, fluvoxamine, paroxetine,
sertraline

Venlafaxine, duloxetine, desvenlafaxine, levomilnacipran,
milnacipran

Reboxetine, atomoxetine, teniloxazine
Bupropion*©
Mirtazapine®, mianserin®©

Vilazodone

Vortioxetine,” nefazodone, trazodone

Amoxapine®©

Maprotiline*©

Amitriptyline, clomipramine, dosulepin, doxepin, imipramine,
nortriptyline

Moclobemide,® phenelzine, tranylcypromine

Esketamine, ketamine

Agomelatine

Avripiprazole, brexpiprazole, lurasidone, quetiapine, olanzapine,
risperidone

Brexanolone

2Also referred to as a serotonin modulator.
PReversible.
“Bupropion is unicyclic; mirtazapine, mianserin, maprotiline and amoxapine are tetracyclic.
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Figure 22. Ancid - (adapred from Malhi and Mann, 2018).
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The key actions of all antidepressants involve presynaptic and postsynaptic receptors and neurotransmitter transporters within monoaminergic
neurotransmitter systems (e.g. serotonin, noradrenaline and dopamine). Broadly speaking, antidepressants are thought to increase the concentration
of monoamines within the synapse and thereby ultimately facilitate downstream neurotransmission. The precise mechanisms of action are
complicated by the fact that pre- and post- synaptic receptors can have facilitatory and inhibitory actions and there is significant crosstalk between
neurotransmitter systems. This is important to bear in mind since the 'site of action’ refers principally to initial receptor/transporter binding and

it is possible that in many instances, the downstream effects of many antidepressants converge. Figure 22 shows the detailed intracellular changes
that are thought to occur upon signal transduction and secondary cell signalling within the postsynaptic neuron. This eventually leads to changes in
transcription processes within the nucleus that are necessary to develop new enzymes and proteins. It is now thought that the antidepressant effect
of most medications acting through these pathways eventuates because of remodelling of neural networks within key regions of the brain and that
antidepressants facilitate this through neurogenesis. One region where this likely occurs within the brain is the hippocampus.

5-HT: serotonin; R: receptor; T: transporter; NA: noradrenaline; HI: histamine; DA: dopamine; MAO: monoamine oxidase; mBDNF: mature
brain-derived neurotrophic factor; TCAs: tricyclic antidepressants; NDRIs: noradrenaline dopamine reuptake inhibitors; SSRIs: selective serotonin
reuptake inhibitors; SNRIs: serotonin-noradrenaline reuptake inhibitors.
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Figure 23. Antidepressant side effects.
Malhi G et al, 2020
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Treatment with antidepressant medication is potentially associated with many side effects. Fortunately, the majority of these are mild and transient,
but in some instances, side effects can be severe and debilitating. In practice, the key problem with respect to poor antidepressant tolerability is that
patients are unlikely to complete a course of antidepressant treatment if they are experiencing significant side effects. The figure shows four groups
of common side effects that can limit the use of antidepressants and, alongside each side-effect, the antidepressants least likely to cause these

problems are shown in no particular order. It is important to note that these side effects can occur with these agents, but are less likely to occur as
compared to other antidepressants.
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Figure 24. Properties of antidepressants.

Malhi G et al, 2020
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The schematic shows a number of key issues that are important to consider to ensure safe prescribing and minimise important adverse effects. (1) Some
patients may already be on medications or will require additional medications, and therefore drug interactions need to be taken into account, the agents
listed (see |) have minimal drug interactions. (2) Patients with depression have a risk of suicide, especially early in treatment. The antidepressants shown

are relatively safer® if taken in overdose (see 2). (3) When initiating an antidepressant, it may be necessary to switch to a different agent (drug A to drug

B) because the initial agent lacks efficacy. Therefore, choosing a medication that is easy to switch from is an important consideration.

*Note: paroxetine (a SSRI) has significant withdrawal symptoms and fluoxetine has a long half-life.

*Note: relatively safer in comparison to older antidepressants such as tricyclic antidepressants (TCAs).
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Table 1. Supplements in depression.
Supplement Comments
Methylfolate Methylfolate supplements are valuable in managing depression when specific

polymorphisms of MTHFR gene are present.

Omega-3 fatty acids EPA rich (>60%) omega-3 fatty acid supplements may be helpful in managing
depression, but quality and EPA composition of supplements is an impediment.

Hypericum perforatum Hypericum perforatum (St John’s Wort) does appear to be helpful in some patients
with depressive disorders but there are risks with some medication combinations;
mania may be precipitated, and the dose is difficult to define. SSRI pharmaceutical
agents are recommended instead.

S-adenosylmethionine There is insufficient evidence to recommend the use of S-adenosylmethionine
(SAM-e) in the management of depression.

Cannabidiol There is insufficient evidence to recommend the use of cannabinoids in the
management of mood disorders.

MTHFR: methylene tetrahydrofolate reductase gene; EPA: eicosapentaenoic acid; SSRI: selective serotonin reuptake inhibitor.
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Table 1 2. Indications for ECT in mood disorders.

Firsct-line treatment Severe melancholic depression,
especially when the patient
may not want to eat or drink
because of depression.
Imminent risk of suicide
Severe levels of distress
Psychotic depression
Catatonia
Previously responded to ECT
Patient preference (chooses to

have ECT)

Second-line treatment Patients who fail to respond to
one or more adequate courses

of medication, preferably
including a TCA or MAOI if
appropriate

ECT: elecuaoconvulsive therapy; TCA: tricyclic antidepressants;
MAOI: monoamine oxidase inhibitor.

20.1.2021 yl juha kemppinen 182



Malhi G et al, 2020

Recommendation Box |I. Physical treacments

1.1 ECT is a safe and effective treatment for more severe presentations of EBR |
depression® and should be considered firsc-line for psychotic depression or
when an immediate response is necessary.

2 ECT should not be regarded as a treatment of last resort and its adminisctration EBR IV
should be considered on the basis of individual patient and illness factors.

1.3 Before considering ECT as second line, patients should have failed to respond CBR
to adequate trials of psychological interventions and pharmacology Choices and
Alternatives to treat depression.”

1.4 Ultra-brief and brief unilateral ECT are recommended because of reduced EBR Il
cognitive side-effects. Bilateral and bifrontal ECT may be used when unilateral
ECT has failed or the depression is life-threatening.

1.5 Following a successful course of ECT, maintenance treatment with an EBR 11
antidepressant +/— lichium should be continued for at least 12 — 24 months;
medication may need to be combined with maintenance ECT, which should
cthen be carefully monitored to avold an unnecessarily prolonged course.

Repetitive Transcranial Magnetic Stimulation (rTMS)

1.6 Before considering rTMS, pactients should have falled to respond to a CBR
reasonable number of adequate trials of pharmacotherapy and psychological
treatment Choices and adequate trials of Alternatives to treat depression®

1.7 Given the modest response and remission rates and effect size of rTMS CBR
compared to sham, patient expectations of outcome should be discussed
fully as part of the consenting process.

ECT versus rTMS for MDD

1.8 For severe depression or psychotic depression, ECT Is the preferred EBR |
treatment
1.9 There is insufficient evidence to recommend rTMS to patients who have CBR

failed to respond to ECT

ECT: electroconvulsive therapy:; EBR: evidence-based recommendations; CBR: consensus-based recommendations; MDD: major depressive
disorder; SSRI: selective serotonin reuptake inhibitor; SNRI: serotonin and noradrenaline reuptake inhibitor; TCA: tricyclic antidepressants; MAOI:
monoamine oxidase inhibitor.

*Includes major depressive episodes occurring in the context of bipolar disorder. MIDAS: medication, increase dose, augmentation, switch.
PPharmacotherapy Choices should ideally include antidepressants from putatively different classes (e.g. SSRIs. SNRIiIs, TCAs and MAOIs) and, where
appropriate, each antidepressant should be suitably optimised through use of therapeutic dosing (e.g. increasing dose) and augmentation. This
sequence should be considered for every anctidepressant trialled and typically several courses of antidepressants may be necessary to achieve full
funcrional recovery (see section 2, 'Response to treaument’).
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