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Kaypa hoito -suositus | Julkaistu: 28.02.2025

Keskeinen sanoma

e Depressiosta karsii vuoden aikana noin 5-7 % suomalaisista.

e Depressioiden tunnistaminen ja erotusdiagnostiikka ovat tarkeita.

e Hoidon suunnittelussa keskeisia kysymyksia ovat
o depression vaikeusasteen arviointi
o ensimmaista kertaa elamassa esiintyvan masennustilan (F32) ja toistuvan depression (F33) valinen erottelu
o monihairioisyyden, itsemurhavaaran ja toimintakyvyn arviointi.

e Yksilollisessa hoitosuunnitelmassa sovitetaan yhteen potilaan tarpeet, kaytettavissa olevat vaikuttavaksi
osoitetut hoitomuodot seka mahdolliset muut tukitoimet.

e Depression akuuttihoidossa keskeisimpia spesifisia hoitomuotoja ovat
o vaikuttaviksi osoitetut psykoterapiat
o masennuslaakkeet.
e Lievissa ja keskivaikeissa depressioissa nama hoidot ovat yhta tehokkaita ja niita voidaan kayttaa

vaihtoehtoisesti tai yhtaaikaisesti. Yhtaaikainen kaytto on yleensa tehokkainta.
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Kaypa hoito -suositus | Julkaistu: 28.02.2025

Vaikeissa ja psykoottisissa depressioissa on aina syyta kayttaa depressiolaakehoitoa, psykoottisissa yhdessa
psykoosilaakkeen kanssa. Psykoottisessa depressiossa sahkohoito on tehokkain hoitomuoto.

Spesifisten hoitomuotojen ohella elamantilanteen tutkiminen ja psykososiaalisen tuen tarjoaminen kuuluvat
hoidon keskeisiin tehtaviin.

Depressiosta toipumisen jalkeen potilaan hoitoa ja seurantaa on depression suuren uusiutumisvaaran vuoksi
jatkettava noin puolen vuoden ajan.

Potilaille, joille on ilmaantunut jo elamansa kolmas depressiojakso, on suositeltavaa jatkaa tehokkaaksi
osoittautunutta masennuslaakehoitoa pitkaaikaisena yllapitohoitona, jotta uusien sairausjaksojen
puhkeaminen estyisi.

Perusterveydenhuollossa hoito kannattaa toteuttaa depression hoidon yhteistoimintamallilla tai vastaavalla
tavalla, jossa toteutuvat

o vyleislaakarin, depressiohoitajan ja psykiatrin yhteistyo
o hoidon suunnitelmallisuus
o potilaan seuranta, opastus ja psykososiaalinen tuki.

Perusterveydenhuollossa tarvitaan psykiatrisia konsultaatioita tukemaan diagnostiikkaa ja hoitoa koskevaa
paatoksentekoa.

Tyoterveyshuollolla on keskeinen rooli tyossakayvan depressiopotilaan tyokyvyn yllapitamisessa ja tyohon
paluun tukemisessa.
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Kaypa hoito -suositus | Julkaistu: 28.02.2025

* Psykiatrisessa erikoissairaanhoidossa on syyta hoitaa potilaat, jotka karsivat
o vaikeasta tal psykoottisesta depressiosta
o vakavasti monihairioisesta depressiosta
o tavanomaiseen hoitoon huonosti vastanneesta depressiosta tai

o vakavaa itsetuhoisuutta aiheuttavasta depressiosta.
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Masennus on mielen ja kehon sairaus

Mielialaoireet Ahdistuneisuusoireet
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TABLE 5. Major Depression

Keskittymisongelmat, paatoksenteon

ja ongelmien ratkaisun vaikeus

Interpersonal
relations and

Feeling Thinking Behavior role functioning
“Down,” “blue,” Diminished ability to Apathetic and Withdrawn,
“sad,” “dead” concentrate, make slowed pace, isolated

Often irmitable

Avuttomuus, toivottomuus,
Arvottomuus

Syyllisyyden tunteet

Kuoleman ajattelu,
Itsensa vahingoittaminen

Harhaluuloja?
Menneisyyden kaivelu
Sekavuus

N&ako- ja likkumisongelmat

9.5.2025

decisions, solve
problems

Helpless/hopeless/
worthless mind-set

Guilty feelings
Thoughts of death
and dying, self-harm
May have delusions
INn severe cases

Preoccupation with
past

In some older clients,

serious confusion

Greater impairment
in visual-motor
modalities

decreased level

: e Decreased
o1 achivity

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

Vetaytyy, eristaytyy
Toimintakyky laskee
Aktiviteetti vahenee

May be agitated

In some
adolescents,
acting out

Apaattinen, hidastunut, aktiviteetit vdhenevét
Sydminen ja uni vahenee tai lisdantyy
Levottomuus ja rauhattomuus lisdantyy

Morrison, 1995

Akseeraus lisaantyy
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DiaQHOStiset Kriteerit: A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

DSM-5-TR diagnostic criteria for a major depressive episode

A. Five (or more) of the following symptoms have been present during the same two-week period and represent a change from previous functioning; at
least one of the symptoms is either (1) depressed mood or (2) loss of interest or pleasure.

NOTE: Do not include symptoms that are clearly attributable to another medical condition.

1) Depressed mood most of the day, nearly every day, as indicated by either subjective report (eg, feels sad, empty, hopeless) or cbservations made
by others (eq, appears tearful). (NOTE: In children and adolescents, can be irritable mood.)

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

3) Significant weight loss when not dieting or weight gain (eq, a change of more than 5% of body weight in a month), or decrease or increase in
appetite nearly every day. (NOTE: In children, consider failure to make expected weight gain.)

4) Insomnia or hypersomnia nearly every day.

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

6) Fatigue or loss of energy nearly every day.

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

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

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

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

C. The episode is not attributable to the direct physiological effects of a substance or to another medical condition.

9.5.2025 yl juha kemppinen 11



Masennuksen seulat: MDQ (bipolaaritaudin seulonta)
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Psykiatriset masennusdiagnoosit: -wal bipolar?

Addressing Clinical Diagnostic Challenges in Bipolar Disorders

TABLE 3—3. Probabilistic approach to bipolar depression proposed by
the Task Force on Diagnostic Guidelines of the International Society for
Bipolar Disorders

Bipolar il depression more likely if =5: Unipolar depression more likely if =4: l
Symptomatology Unettomuus
Hypersomnia Nukkuu [nsomnia Ei maistu ruoka
Hyperphagia SvoO Decreased appetite
el S yo Hid | Bpere Levoton, rauhaton
Psychomotor retardation Idas Psychomotor agitation
Other “Tatypical” symptoms MNMM. hylatty
Psychosis and/or pathological guilPatologinen Somatic complaints Ruumiillisia valituksia
Mood lability or manic symptomssyyllisyys
Mielialan vaihtelu 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 bipalar disorder
Nore. Confirmation of specific numbers requires further studyw.
Source. Adapted from Mitchell ¢t al. 2008.

TA Ketter, ed, Handbook of Diagnosis and Treatment of Bipolar Diseases, 2010, Amernican Psychiatric Association, Inc: Washington
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Psykiatriset masennusdiagnoosit: -wal bipolar?

BP depressio:
- Liikanukkuminen

| Identlfylng Blpolar Depressuon. - VYlisyonti )

: Hints From Current Symptoms - Samanaikainen ahdistus
- Motorinen jahmeys

-  Mielialan vaihtelut

- Psykoottiset oireet

- Iltsemurha-ajatukset

BIPOLAR DEPRESSION %

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

Mlellalalaakkelden ja placebon teho

Pf

et et A

FIGURE 11-25 Bipolar depression symptoms. Although all symptoms of a major depressive episode can occur
N either unipolar or bipaliar depression, some sympioms may present mare often in bipclar 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.

S. Stahl, 2004
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DiaQHOStiset Kriteerit: A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

NOTE: Responses to a significant loss (eg, bereavement, financial ruin, losses from a natural disaster, a serious medical illness or disability) may include
the feelings of intense sadness, rumination about the loss, insomnia, poor appetite, and weight loss noted in Criterion A, which may resemble a
depressive episode. Although such symptoms may be understandable or considered appropriate to the loss, the presence of a major depressive
episode in addition to the normal response to a significant loss should also be carefully considered. This decision inevitably requires the exercise of
clinical judgement based on the individual's history and the cultural norms for the expression of distress in the context of loss.

D. The occurrence of the major depressive episode is not better explained by schizoaffective disorder, schizophrenia, schizophreniform disorder,
delusional disorder, or other specified and unspecified schizophrenia spectrum and other psychotic disorders.

E. There has never been a manic or hypomanic episode.

MNOTE: This exclusion does not apply if all of the manic-like or hypomanic-like episodes are substance-induced or are attributable to the physiological
effects of another medical condition.

Specify:
With anxious distress
With mixed features
With melancholic features
With atypical features Epatyypllllnen masennus
With psychotic features
With catatonia
With peripartum onset
With seasonal pattern

Reprinted with permission from the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition, (Copyright © 2013). American Psychiatric Association. All Rights Reserved. Note:
These diagnostic criteria remain unchanged in the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition, Text Revision, American Psychiatric Association 2022.
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” T . Tolmunen T Epatyypillinen masennustila vakavan masennuksen salakavala muoto
Epatyypillinen masennus: Laaketieteellinen Aikakauskirja Duodecim 2002;118(9):88895

Taulukko A. DSM-IV:n kriteerit depression epatyypillisille piirteille.

A. Mielialan reaktiivisuus (esim. jokin positiivinen tapahtuma tai sellaisen mahdollisuus parantaa mielialaa)

B. Vahintaan kaksi seuraavista piirteista: (1) merkittava painon nousu tai ruokahalun lisaantyminen (2) lilkaunisuus (3)
lyijymainen halvaus (lyijynraskauden tuntemukset kasissa tai jaloissa) (4) pitkaan ilmennyt taipumus tuntea itsensa hylatyksi
ihmissuhteissa (ei rajoitu mielialahairidjaksoihin), mista aiheutuu merkittavaa sosiaalista tai ammatillista haittaa

C. Melankolisten tai katatonisten piirteiden kriteerit eivat tayty saman jakson aikana
Taulukko B. DSM-IV:n kriteerit depression melankolisille piirteille.

A. Toinen seuraavista piirteista ilmenee nykyisen jakson vakavimmassa vaiheessa: (1) mielihyvan menettaminen kaikissa tai

lahes kaikissa toiminnoissa (2) reagointi miellyttaviin asioihin puuttuu (iloisilla tapahtumilla ei ole juuri vaikutusta mielialaan
edes tilapaisesti.

B. Vahintaan kolme seuraavista: (1) masentuneisuuden erityislaatu (erilainen, kuin esim. [aheisen ihmisen kuoleman jalkeen)
(2) masennus on saannollisesti pahempi aamuisin (3) heraaminen varhain (vahintaan 2 tuntia ennen normaalia aikaa) (4)
merkittava psykomotorinen hitaus tai levottomuus (5) merkittava painon lasku tai anoreksia (6) lilallinen tai suhteeton
syyllisyydentunne

Ailemmin on kaytetty rinnakkain nimityksia "ahdistunut depressio” ja epatyypillinen masennustila. Nykyaan ahdistuneella
depressiolla tarkoitetaan kirjallisuudessa yleensa depressiota, johon liittyy ahdistuneisuutta, foobisuutta tai paniikkioireistoa.
Ahdistunut depressio ja epatyypillinen masennustila reagoivat molemmat hyvin MAO:n estajiin ja serotoniinilaakkeisiin (SSRI).
lImeisesti ne ovat osittain paallekkaisia diagnooseja (Sotsky ja Simmens 1999).

9.5.2025 yl juha kemppinen 16



Erilaisia masennusmuotoja

Table 4. DSM-5 Episode Specifiers and Other Clinical Dimensions
Associated with MDE.

Subtype/
Dimension

DSM-5 Specifier

Key Features

Melancholic
depression

Atypical
depression

Psychotic
(delusional)
depression

Catatonic
depression

Anxious
depression

With melancholic
features

With atypical
features

With psychotic
features

With catatonic
features

With anxious
distress

Nonreactive mood,
anhedonia, weight loss,
guilt, psychomotor
retardation or agitation,
morning worsening of
mood, early morning
awakening, excessive or
inappropriate guilt

Reactive mood,
oversleeping, overeating,
leaden paralysis,
interpersonal rejection
sensitivity

Hallucinations or delusions

Catalepsy (waxy flexibility),
catatonic excitement,
negativism or mutism,
mannerisms or
stereotypes, echolalia or
echopraxia (uncommon
in clinical practice)

Feeling keyed up or tense,
restless, worried,
something awful may
happen, or afraid of losing
control

Mixed states

Seasonal
affective
disorder

Postpartum and
antepartum
depression

Cognitive
dysfunction

Sleep
disturbance

Somatic
symptoms

WWith mixed
features

Seasonal pattern

With peripartum

onset

MNA

NA

MNA

Elevated mood, inflated self-
esteem or grandiosity,
more talkative, racing
thoughts, increased
energy and activity,
decreased need for sleep,
risky and impulsive
activities

Regular onset and remission
of depressive episodes
during a particular season
(usually fall/winter onset)

Onset of depressive
episode during pregnancy
or within 4 weels
postpartum

Disturbances in attention,
memory, processing
speed, executive
functioning and
emotional processing

Insomnia or hypersomnia;
circadian rhythm
disturbance

Headaches, body aches,
fatigue, anergia

DSM-5, Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition;
MDE, major depressive episode; NA, not applicable.

Canadian Network for Mood and Anxiety Treatments (CANMAT) 2016 Clinical Guidelines for the Management of Adults with Majprd3sive Disorder

14.08.2019
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Mania dg-kriteerit:

A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

DSM-5-TR diagnostic criteria for manic episode

A. Adistinct period of abnormally and persistently elevated, expansive, or irritable mood and abnormally and persistently increased activity or energy, lasting at least one week and
present most of the day, nearly every day (or any duration if hospitalization is necessary).

B. During the period of mood disturbance and increased energy or activity, three (or more) of the following symptoms (four if the mood is only irritable) are present to a significant
degree and represent a noticeable change from usual behavior:

1. Inflated self-esteem or grandiosity.

Decreased need for sleep (eqg, feels rested after only three hours of sleep).
More talkative than usual or pressure to keep talking.

Flight of ideas or subjective experience that thoughts are racing.
Distractibility (ie, attention too easily drawn to unimportant or irrelevant external stimuli), as reported or observed.
Increase in goal-directed activity (either socially, at work or school, or sexually) or psychomotor agitation (ie, purposeless non-goal-directed activity).

Excessive involvement in activities that have a high potential for painful consequences (eg, engaging in unrestrained buying sprees, sexual indiscretions, or foolish business
investments).

U L

C. The mood disturbance is sufficiently severe to cause marked impairment in social or occupational functioning or to necessitate hospitalization to prevent harm to self or others, or
there are psychotic features.

D. The episode is not attributable to the physiological effects of a substance (eg, a drug of abuse, a medication, other treatment) or to another medical condition.

NOTE: A full manic episode that emerges during antidepressant treatment (eg, medication, electroconvulsive therapy) but persists at a fully syndromal level beyond the physiclogical
effect of that treatment is sufficient evidence for a manic episode and, therefore, a bipolar I diagnosis.

MNOTE: Criteria A through D constitute a manic episode. At least one lifetime manic episode is required for the diagnosis of bipolar I disorder.

Reprinted with permission from the Diognostic and Statistical Manual of Mental Disorders, Fifth Edition, (Copyright © 2013). American Psychiatric Association. All Rights Reserved. Note:
These diagnostic criteria remain unchanged in the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition, Text Revision, American Psychiatric Association 2022,

9.5.2025 yl juha kemppinen 18



Hypomania dg-kriteerit: A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

DSM-5-TR diagnostic criteria for hypomanic episode

A. A distinct period of abnormally and persistently elevated, expansive, or irritable mood and abnormally and persistently increased activity or energy, lasting at least four
consecutive days and present most of the day, nearly every day.

B. During the period of mood disturbance and increased energy and activity, three (or more) of the following symptoms (four if the mood is only irritable) have persisted, represent a
noticeable change from usual behavior, and have been present to a significant degree:

. Inflated self-esteem or grandiosity.

—

Decreased need for sleep (eq, feels rested after only three hours of sleep).
More talkative than usual or pressure to keep talking.

Flight of ideas or subjective experience that thoughts are racing.
Distractibility (ie, attention too easily drawn to unimportant or irrelevant external stimuli), as reported or observed.
Increase in goal-directed activity (either socially, at work or school, or sexually) or psychomotor agitation.

S

Excessive involvement in activities that have a high potential for painful consequences (eg, engaging in unrestrained buying sprees, sexual indiscretions, or foolish business
investments).

C. The episode is associated with an unequivocal change in functioning that is uncharacteristic of the individual when not symptomatic.

D. The disturbance in mood and the change in functioning are observable by others.

E. The episode is not severe enough to cause marked impairment in social or occupational functioning or to necessitate hospitalization. If there are psychotic features, the episode
15, by definition, manic.

F. The episode is not attributable to the physiological effects of a substance (eg, a drug of abuse, a medication, or other treatment).

NOTE: A full hypoemanic episode that emerges during antidepressant treatment (eg, medication, electroconvulsive therapy) but persists at a fully syndromal level beyond the
physiological effect of that treatment is sufficient evidence for a hypomanic episode diagnosis. However, caution is indicated so that one or two symptoms (particularly increased
irritability, edginess, or agitation following antidepressant use) are not taken as sufficient for a diagnosis of a hypomanic episode, nor necessarily indicative of a bipolar diathesis.

NOTE: Criteria A through F constitute a hypomanic episode. Hypomanic episodes are common in bipolar I disorder but are not required for the
diagnosis of bipolar I disorder.

9.5.2025 yl juha kemppinen 19



_ o o Kaypa hoito -suositus | Julkaistu: 28.02.2025
Depression toimintakyvyn mittari

Taulukko 8. SOFAS-asteiklko

Koodil Merkitys
91-100 Erimnomainen toimintakyky useilla elamanaluesilla
81-90 Hywwa toimintalkylky kaikilla eldmanalueilla; henkild ammatillisesti ja sosiaalisesti teholkas

S1-80 YWain wahiaista heikentymista sosiaalisessa. ammatillisessa tai opiskelun edellvttimaassa toimintakyvwyssa (esim.
harvinainen ihmissuhderistiriita tai tilapiinen jalkeen jadminen koulutwdssi)

H1-70 Liewvia vaikeuksia sosiaalisessa., ammatillisessa tai opiskelun edellyttamassa toimintakywyssa mutta vieisesti hwvwa
toimintakyloy ja joitakin mielekkaita ihmissuhteita

51 -60 Kohtalaisia vaikeuksia sosiaalisessa, ammatillisessa tai opiskelun edellyttamassa toimintakywvyssa (esim. wvain
vahan yvstavia tai ristiriitoja ika- tai tyotovereiden kanssa)

41-50 VWakawvaa heilkentymista sosiaalisessa, ammatillisessa tai opiskelun edellyttamassa toimintakyvyssa (esim. ystawvien
puuttuminen tai kywyttOmyys sdilyttad tywopaikkaa)

31-40 Merkittadwvaia heikentymistd useilla elamanalusilla, kuten twissa, koulussa tai perhesuhteissa (esim. Mmasentunut
mies, joka valttelee yvstawvidan, laiminlyvd perhettaan eika pysty twoHhon, tai lapsi. joka pahoinpitelee usein
nuorempiaan, on uhmakas kotona eika menesty koulussa)

21-30 Toimintakywyttomyws lahes kaikilla elamanalueilla (esim. pysytteleminen vuoteessa kolko paivan, tyottomywys ja
lkodittomuus)

11-20 AjJoittainen henkilokohtaisen hygienian vahimmaistason laiminlhyominen, kywytbomyys toimia itsenaisti

1-10 Jatkuwva henkildkohtaisen hygienian vahimmaistason laiminlyéminen; kywyttGmyys toimia vahingoittamatta
itsedidan tai muita tai ilman huomattavaa ulkopuolista tukea (esim. hoitoa tai valvontaa)

QO Riittamattomat tiedot

1 Kayta mahdollisuuksien mukaan tarkkoja lukuja, esimerkiksi 45, 68 tai 72. Tarkastele sosiaalista ja ammatillista
toimintakyloya jatkumolla erinomaisesta toimintakywvysta huomattavasti heikentyneeseen toimintakykyyn. Ota huomioon
toimintakywyn heikentymat, jotka johtuwvat fywsisista tai henkisista rajoitteista. Wain suoraan henkisista tai fyysisista
terveysongelmista johtuwvat rajoitteet tulee ottaa huomioon. Mahdollisuuksien puutteen ja muiden ymparistoseiklkojen
aibheuttamia rajoituksia ei oteta huomioon.
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Kaypa hoito -suositus | Julkaistu: 28.02.2025

Koodil Merkitys

91-100 Erinomainen toimintakyky useilla elamanalueilla
81-90  Hyvatoimintakyky kaikilla elamanalueilla; henkilo ammatillisesti ja sosiaalisesti tehokas

71-80  Vainvahaista heikentymista sosiaalisessa, ammatillisessa tai opiskelun edellyttamassa toimintakyvyssa (esim.
harvinainen ihmissuhderistiriita tai tilapainen jalkeen jaaminen koulutyossa)

61-70  Lieviavaikeuksia sosiaalisessa, ammatillisessa tai opiskelun edellyttamassa toimintakyvyssa mutta yleisesti hyva
toimintakyky ja joitakin mielekkaita ihmissuhteita

51-60 Kohtalaisia vaikeuksia sosiaalisessa, ammatillisessa tai opiskelun edellyttamassa toimintakyvyssa (esim. vain
vahan ystavia tai ristiriitoja ka- tai tyotovereiden kanssa)
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Kaypa hoito -suositus | Julkaistu: 28.02.2025
Taulukko 8. SOFAS-asteikko

Koodil Merkitys
31-40 Merkittavaa heikentymista useilla elamanalueilla, kuten tyossa, koulussa tai perhesuhteissa (esim. masentunut
mies, joka valttelee ystaviaan, laiminlyo perhettaan eika pysty tyohon, tai lapsi, joka pahoinpitelee usein
nuorempiaan, on uhmakas kotona eika menesty koulussa)

21-30 Toimintakyvyttomyys lahes kaikilla elamanalueilla (esim. pysytteleminen vuoteessa koko paivan, tyottomyys ja
kodittomuus)

11-20  Ajoittainen henkilokohtaisen hygienian vahimmaistason laiminlyominen, kyvyttomyys toimia itsenaisti

1-10 Jatkuva henkilokohtaisen hygienian vahimmaistason laiminlyominen; kyvyttomyys toimia vahingoittamatta
itseaan tai muita tai ilman huomattavaa ulkopuolista tukea (esim. hoitoa tai valvontaa)

0 Riittamattomat tiedot

1 Kayta mahdollisuuksien mukaan tarkkoja lukuja, esimerkiksi 45, 68 tai 72. Tarkastele sosiaalista ja ammatillista
toimintakylkya jatkumolla erinomaisesta toimintakyvysta huomattavasti heikentyneeseen toimintakykyyn. Ota huomioon
toimintakyvyn heikentymat, jotka johtuvat fyysisista tai henkisista rajoitteista. Vain suoraan henkisista tai fyysisista
terveysongelmista johtuvat rajoitteet tulee ottaa huomioon. Mahdollisuuksien puutteen ja muiden ymparistoseikkojen

aiheuttamia rajoituksia ei oteta huomioon.
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vaste>50% MADRS < 9 8-24 vkoa = MADRS <9 p

Phases of depression Response

Remission Recovery
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Oireita 8-14 p Initiate treatment
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Keskivaikea 25-30 p Time
Vaikea  31-43 p | o _ o !
Erittain v >44p A John Rush, Major depressive disorder in adults: Approach to initial management, 2025
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* Phases of depression - Trials of interventions to treat depression often use specific depression rating scales to rate
symptom severity and describe clinical outcomes. The following commonly used terms delineate phases of treatment
(A figure 1) [7]. Although these definitions are useful for conceptualizing the illness course of depression and
evaluating treatment interventions, they are not standardized. In clinical practice, the terms "relapse" and "recurrence"
are often used interchangeably, as are "remission" and "recovery."

+ Response - Response is the reduction of depression symptoms by a clinically meaningful, specified amount.
Response is usually defined as an improvement in symptom score of 250 percent that is still above the threshold for
remission [8,9].

- Partial response - Partial response is defined as an improvement in symptom score of >30 but <50 percent.
However, definitions used in individual studies differ [8,9].

- Nonresponse (no meaningful benefit) - A nonresponse to depression treatment is usually defined as a change in
symptom score of 30 percent.

A John Rush, Major depressive disorder in adults: Approach to initial management, 2025
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+ Remission - Remission is the stable reduction of symptoms below the threshold (or specific cut-off) for diagnosis. Studies using the nine-item Patient Health
Questionnaire (PHQ-9) often define remission as a score of <5 ([ table 3). The Montgomery-Asberg Depression Rating Scale (4 figure 2A-C) often defines
remission as a score <9,

+ Recovery - Recovery occurs when symptom remission has heen sustained for 8 to 24 weeks [10-14].
+ Relapse - Relapse Is the return of depressive symptoms prior to the time of recovery.

+ Recurrence - Recurrence is the onset of a new episode of major depression after recovery from a prior episode.

A John Rush, Major depressive disorder in adults: Approach to initial management, 2025
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Hoitoskeema: Patient with episode of MDD

v

Are any of the following presant?
® Imminent risk of harming self or others
= Posychosis
= Catatonia

A John Rush, Major depressive
disorder in adults: Approach to
initial management, 2025

I 1
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¥ ¥
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yl juha kemppinen
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Psykoterapia ja ladkitys seka
tarvittaessa lisainterventio
28



Hoitoskeema: (iatkuu) A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

This algorithm outlines an approach to the initial management of MDD. It should be used in conjunction with UpToDate content on the diagnosis and
initial management of MDD.

When assessing the level of depression severity to determine treatment selection, clinicians should consider degree of functional impairment and the
duration, trajectory, and intensity of symptoms as well as the number of depressive symptoms and/or PHQ-9 score.

For details on depressive symptoms, use of the PHQ-9, and how to determine symptom severity, please refer to related UpToDate content.

MDD: major depressive disorder; PHQ-9: 9-item Patient Health Questionnaire; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective
serotonin reuptake inhibitor.

* The number and frequency of symptoms is a starting point for assessing episode severity. The level of functional impairment and symptom duration
and trajectory may further modulate the assessment of severity.

€| Patients who opt for active surveillance require close follow-up (eg, 2 to 4 weeks) to monitor for symptom progression.

A "Supplemental interventions” refer to interventions that can be added as adjuncts to active surveillance, antidepressants, psychotherapy, or
combination treatment. These include exercise (recommended for all patients), internet-based psychotherapy, self-help interventions (support groups,
smartphone applications), mind-body interventions (yoga, tai chi), and bright light therapy.

< At a given level of symptom severity, the following factors influence the selection of a treatment regimen: patient preferences, prior treatment
experiences, history of prior episodes of depression, ability to engage in multiple treatments simultaneously (ie, when considering combination
treatment or supplemental interventions), and availability and affordability of psychotherapy.

§ SSRIs, such as escitalopram or sertraline, are generally preferred medications for treating mild to moderate MDD. Refer to UpToDate topics on initial
treatment with antidepressants for MDD in adults.

¥ To improve treatment feasibility and adherence, combination treatment can be administered sequentially (ie, start treatment 1, then start treatment 2
within 8 weeks). Refer to UpToDate topics on initial treatment with antidepressants for MDD in adults.

¥ We suggest SNRIs, such as venlafaxine or duloxetine, because some data suggest their superiority for treating severe MDD. 55RIs are reasonable
alternatives. Refer to UpToDate topics on initial treatment with antidepressants for MDD in adults.



Hoitoskeema: A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

Severity of depression

The severity of depression is determined by a combination of symptom number, frequency, severity, and duration and the degree of functional impairment.

Severity
Mild
Individuals with mild major depression have =5 symptoms of depression and a PHQ-9 score of 5 to 9. They generally do not have:
m Marked distress or significant functional impairment
m Frequent suicidal or homicidal ideation or plans
= Psychotic features (eg, delusions or hallucinations)

= (Catatonic features (eg, immobility, mutism, excessive purposeless motor activity)
= Significant aggressiveness

Moderate

Individuals with moderate major depression have =5 symptoms of depression and a PHQ-9 score of 10 to 19. They may have suicidal or homicidal ideation and plans.
They generally do not have:

= Psychotic features (eg, delusions or hallucinations)

= Catatonic features (eg, immobility, mutism, excessive purposeless motor activity)

= Marked distress or functional impairment

Severe

Individuals with severe major depression have =7 symptoms of depression or a PHQ-9 score of =20 or any of the following:
= Psychotic features (eg, delusions or hallucinations)
m Catatonic features (eg, immobility, mutism, excessive purposeless motor activity)
= Marked distress or functional impairment
= Very likely to have suicidal or homicidal ideation and behavior (ie, a specific plan and intent to act upon it)

Symptoms of major depression
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Masennuksen seulat: MADRS

MADRS
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Masennuksen seulat: MDQb{polaaritau
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Masennuksen oireet - vakavan masennu!(__sen_ kri!:gerit

DSM-IV Symptom Dimensions of a Major Depressive Episode
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Masentunut mieliala > 2 vkoa
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Mielenkiinnon menetys > 2vko:
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Itsemurha-ajatukset /:,.,3/ of Mental

sists of either depressed mood or loss of
psychomotor
fatigue, feelings of guilt or worthlessness, executive dysfunction, and suicidal ideation.

S. Stahl, 2004
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Hoidon tavoitteena on remissio, eli oireettomuus
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Mielialalaadkkeiden ja placebon teho: |1a3dkitys lopetetaan, kun
oireet vaistyvat

Drug Continuar’ - —
Tavallinen syy tehottomuuteen:

- Sivuvaikutuksen vuoksi lopettaminen
{7 - Oireiden vaistymisen jalkeen lopetus

Masennuslaake ei ole antibiooth:
- Hoito 6- 9 kk

antidepressant
treatment e 90% conunue response

Vain 10 % relapsi,
jos kayttaa tehoavaa

10% ralapse e e .
lagketta

[EoF

FIGURE 12-6 Drug continuation. Depressed patients who have an initial treatment response to an
antigepressant will relapse at a rate only of asbout 10% to 20% 1if their medication is continued for six months 1o a
yvear following recovery

S. Stahl, 2004

9.5.2025 yl juha kemppinen 37



Stahl, 2008 What Proportion of Major Depressive Disorders Remit?

.\
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67% remission

G LY 2 = after 4
il T | . D=7 e treatments

339% nonremitters

67 % after 4 treatments

7

3 months 3 months 3 months
antidepressant antidepressant antidepressant antidepressant
treatment #1 treatment #2 treatment #3 treatment #4

FIGURE 12-8 Remission rates in MDD. Approximately one-third of depressed patients will remit during

treatment with any antidepressant initially. Unfortunately, for those who fail to remit, the likelihood of remission
with another antidepressant monotherapy goes down with each successive trial. Thus, after a year of treatment
with four sequential antidepressants taken for twelve weeks each, only two-thirds of patients will have ﬁ%m,ez&gh
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Mielialalaakkeiden ja placebon teho: oireista toipuminen

What Are the Most Common Residual Symptoms in Nonremitters?

l'; Hitaimmin toipuu oireista:
Nopeimmin toipuu oireista: -  Unettomuus
-  Masentunut mieliala -  Vasymys/tuska
- Iltsemurha-ajatukset - Keskittyminen/mielen-
compiote kiinto

remission 33%

—

- Psykomotorinen jahmeys

residual
symptoms 679% P

least common Z__5 suicidal ideation
e psychomotor retardation

depressed mood

nsomma

/..

MosSt common . fatigue/pain
concentration/interast

antidepressant

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

retardation

S. Stahl, 2004
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Kaypa hoito -suositus | Julkaistu: 28.02.2025

4 viikkoa 6-12 viikkoa
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0
osittainen vaste 20-50 %, Vaste 20-50 %,
seurataan enintaan 12 viikkoa A Jatka ad 12

vkoa

v

heikkotehoinen hoito

Masennuslaakehoidon

aloitus
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oirepisteiden vaheneminen
< 20 % 4 viikossa,

tehoton hoito lopetetaan lopetetaan

Vaste < 20 % 4 vkoa Vaste vain 20- 50 % 12 vkoa
A lopeta

© Suomalainen Laidkariseura Duodecim

Kuva 2. Akuuttivaiheen masennuslaikehoidon vasteen arviointi A |0peta

Jos depression oirepisteet viahenevat alle 20 26 4 ensimmaisen hoitoviikon aikana, on tehoton hoito syyta lopettaa. Hoitovaste on
usein aluksi vain osittainen (20-50 23), mutta kehittyy vahitellen tyydyttavaksi (vli 50 25). Mikali asianmukaisesti annostellulla
masennusladkkeelld ei saavuteta vli 50 %6:n hoitovastetta 6-12 viikon aikana. on yleensa syvyia lopettaa heikkotehoinen hoito ja
wvaihtaa |laaketti. Jos lopetettava |133kehoito oli jo toinen hoitoyritys akuuttivaiheessa, toimitaan sen jilkeen |3dkeresistentin

depression ohjeiden mukaisesti.
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3. Recommended Pharmacological Treatment for Depression

Pharmacological Treatment of
Depression in Adults

FIRST LINE

SSRI - Citalopram, Fluoxetine or Sertraline

SECOND LINE

Alternative SSRI or Venlafaxine or Mirtazapine

THIRD LINE

Alternative 2™ line agent (see above)
Consider vortioxetine* or other options (MAOI, TCA)

Consider a combination of two different
antidepressants
Consider augmentation with an antipsychotic or lithium
With appropriate physical health monitoring

Guidelines for the Pharmacological Management of Depression: Review date Sept 2018 2

Patients under 18 years
Fluoxetine is the recommended first line
treatment in patients under 18 years?. Itis
licensed for the treatment of moderate to severe
depression from 8 yearssn?nwards. See section
6.2.™

Older Adults >65 years
Recommend monitoring for antidepressant —
induced hyponatraemia. Increased risk of Gl
bleeding. See section 6.1.>*

Antenatal and Postnatal Prescribing
55RIs have low known risk, most experience with
fluoxetine and sertraline. TCAs also have low
teratogenic risk.
Imipramine, nortriptyline and sertraline

considered safest in breastfeeding. See section
6.3 5.B.10

*Refer to prescribing notes, page 8
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Taulukko 3. Suomessa vuonna 2024 kaytossa olevat masennusladkkeet ja niiden annokset aikuispotilaille

Geneerinen nimi Aloitusannos  Hoitoannos  Tavallisia haittavaikutuksia
(mg/vrk) (mg/vrk)
Selektiiviset serotoniinin Ryhmaélle luonteenomaisia mm. pahoinvointi,
takaisinoton estajat (SSRI) suolisto-oireet ja seksuaalitoimintojen hairiot
Essitalopraami Cipralex 10 10-20 Essitalopraamti 1/2/ 5x T1/2 h/ T1/2 ;80 h/150 K 6.25 vrk
Fluoksetiini Seronil 20 20-80 Huoksetiini96-144 h/480-720 W 30 vrk
Fluvoksamiini Fevarin 50 100-300 Huvoksamiinil7-22 h/85-110 h/4.58 vrk
Paroksetiini Seroxat 20 20-50 Paroksetiink4 h/120 W 5.00 vrk
Sertraliini Zoloft 50 50-200 Sertraliini22-36 h/110-180 h/7.50 vrk
Sitalopraami Cipramil 20 20-40 Stalopraami36 h/180 h/ 7.50 vrk
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Taulukko 3. Suomessa vuonna 2024 kiaytossa olevat masennuslaidkkeet ja niiden annokset aikuispotilaille

Geneerinen nimi

Aloitusannos

(mg/vrk)

Hoitoannos

(mg/vrk)

Tavallisia haittavaikutuksia

Muut depressioladkkeet

Agomelatiini Valdoxan
Bupropioni Voxra
Duloksetiini Cymbalta
Mianseriini Tolvon
Mirtatsapiini Remeron
Moklobemidi Aurorix
Tratsodoni Azona
Venlafaksiini Efexor
Vortioksetiini Brintellix
9.5.2025

25
150
60

30

15-30
300

50-100
75
10

25-50
150-300
60-120

30-90

30-60
300-200

150-500
75-375
5-20

yl juha kemppinen

T1/2h/5xT1/2 h/ 5 x T1/2 vrk
Paansarky hu]maus 1‘2 h/5'10 h/042 Vrk

Paansarky, unettomuus, pahoinvointil0-27 h/50-135 h/5.62 vrk

Pahoinvointi, suun kuivuminen, paansarky,

uneliaisuus 8-17 h/40-85 h/3.54 vrk
Vasymys, huimaus 6-39 h/30-195 h/8.13 vrk

Visymys, painon nousu  20-40 h/100- 200 h/8.33 vrk
Unettomuus, huimaus 2-4 h/10-20h/0.83 vrk
Vasymys, huimaus, rytmihairiot 5-13 h/ 2565 h/2.70 vrk

Kuten SSRI-Iakkeilli  4-7 h/ 20-35 h/1.46 vrk
Pahoinvointi 66 h/330 h/13.75 vrk
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Taulukko 3. Suomessa vuonna 2024 kiaytossa olevat masennuslaidkkeet ja niiden annokset aikuispotilaille

Geneerinen nimi Aloitusannos Hoitoannos Tavallisia haittavaikutuksia

(mg/vrk) (mg/vrk)

T1/2h/5xT1/2 h/ 5x T1/2 vrk
Trisykliset depressiolaikkeet? Ryhmalle luonteenomaisia muun muassa

antikolinergiset ja alfai-salpauksen
haittavaikutukset

Amitriptyliini  Elavil /Triptyl ~ 25-50 75-300 Amitriptyliini9-25 h/ 45125 h/ 5.21 vrk
Klomipramiini Anafranil 25-50 75-300 Klomipramiinil2-36 h/ 60-180 h/ 7.50 vrk
Nortriptyliini Noritren 25-50 50-200 Nortriptyliini36 h/ 180 h/ 7.50 vrk

U Kayttd depressioon edellyttas pitoisuusmittauksia.

(Tr)mipramiini  Surmontil 250 - 750 mg 19 h /95 h/3.96 vrk
Doksepiinivanha) Doxal -505 T15%0 mg 33-80 h/165400 h/16.67 vrk
Doksepiini ( uusi) Doxal -5 3 ad 10mg 6-24 h/ 30120 h/ 5 vrk
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Antidepressiivan lopettaminen

Puzantian T et al, Medication Fact Book for Psychiatric practice, 5th ed, 2020, 28

Laake

AParoksetiini, fluvoksamiini,
venlafaksiini

Korkein riski ylin, ehdotus

AHidas purku, 412 viikkoa,
narkitse fluoksetiinin kanssa
nurkua

A(Es)Sitalopraami, duloksetiini, AAsteittainen, 1-4 viikkoa

MAGO-estgja, sertraliini,
trisykliset, vortioksetiini,
vilazodoni

ABupropioni, mirtatsapiini
AFluoksetiini

9.5.2025

ANopea purku, 27 paivaa

AVoi lopettaa heti

yl juha kemppinen
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Antidepressiivan vaihto

Puzantian T et al, Medication Fact Book for Psychiatric practice, 5th ed, 2020, 29

Laake
A SSRI (serotoniinin takaisinoton estéjét)

A SSRI
A SNRI
A Bupropioni

A MAO-estajat

9.5.2025

yl juha kemppinen

vaihto, ehdotus

A Toinen SSRI, SNRI, bupropioni, _
mirtatsapiini, vortioksetiini, vilazodoni;
valiton vaihto SSRI, seuraavana paivana
toinen SSRI, poikkeus paroksetiini (pura
hitaasti)

A Trisykliset; valiton vaihto (es)sitalopraami,
sertraliini; ristikkainen vaihto: fluoksetiini ja
paroksetiini ( TSA metabolian inhibitio)

A SNRI, valiton vaihto, toinen laake
seuraavana paivana

A Kaikki antidepressiivat; valiton vaihto (
paitsi fluoksetiini ja paroksetiini, voi nostaa
veripitoisuutta ja kouristusriskia

A Kaikki antidepressiivat; ainakin 1 viikon,
tauko SSRI (6 vilkkoa fluoksetiini); 2 viikkoa
Jos MAG-estajasta toiseen -
antidepressiivaan ( 2 viikkoa kestaa
uudistaa entsyymit).

46



Puzantian T et al, Medication Fact Book for Psychiatric practice, 5th ed, 2020, 30

TREATMENT ALGORITHM: Depression
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Horowitz Mark et al, Deprescribing Guidelines, 2024, 66
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Horowitz Mark et al, Deprescribing Guidelines, 2024, 59 -60

“Usually taken for at least 6 months (and for some

successiully with anthdepressant time after symptoms remit)’ (NICEY”
umhmuhwldmnmm. he Desauss with people that continuation of
medication for 4-9 months’ (APAY™ Vestment o
(antidepressants or psychological

‘Consider mamtenance treatment for therapes) after full or partial remission may reduce
higher rsk patients’ (APA)™ thewr rsk of retapse and may heip them stay well

NiCey”
“The recommended duration of if the drug & effectve, advise the person o
treatment can vary but may be as short continue taking it for at least a year as the
as 3-6 months, or up 10 1-2 years or likebhood of relapse is high' (NICE)™
even longer

‘Review the effectveness and side effects of the
drugs every 2 10 4 weeks duning the first

3 months of treatment and every 3 months
thereafter (NICEY™

‘Continue drug treatment for up to 18 months in
patients who have responded’ (BAP)™

‘Pharmacotherapy should generally be “if the person is showing improvement on
continued for 1 year or more after treatment with an antdepressant, the

acute response 10 promote further medscation should be continued for at least
symptom reducthion and decrease nsk 6 months after the optimal dose 15 reached, after
of recurrence. (APAY” which the dose can be tapered’ (NICE)”

‘Continue drug treatment for at least 6 months
in pavents who have responded’ (BAPY™

“The recommended duration of If the person's symptoms of social anxiety
treatment can vary but may be as short disorder have responded well 10 a
a5 3-6 months, or up 10 1-2 years or pharmacologecal intervention in the first
even longer "™ 3 months, continue it for at least a further
6 months’ (NICE)™
‘Continue drug treatment for at least 6 months
n patients who have responded’ (BAPY™
{Continued)

‘Patients who respond favorably will
generally need to continue taking
medication in order to maintain clinical
gans’ (APAY*

- “Successful medication treatment

. should be continued for 1-2 years
 Defor considering a gracual taper by
 ecrements of 10-25% every

) FZmonﬂBMﬂeobseMngfo(
Symptom return or exacerbation’
Wz

9.5.2025 yl juha kemppinen
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Horowitz Mark et al, Deprescribing Guidelines, 2024, 74

o =

anticdepressants

lnforrna‘bon abOu't o;e
s CconNinUation Drocess

%ﬂ network (fnends,
farmuly, professionals)

Cute_ts NOot possibie, only Mmanagement

Positwve effect
Natural or benign

Lack of concern over adversefside
effects

Inadequate information about the
AdiIsCONUINMUATIoON pDrocess, and risks and

benefits of thes
Fressure 10 stay on medicaton

Unaccoceptabile adverselsade effecs

Linnatural
Unhappy about long-ternm use

Informaton on hovv 1o safely
discontinue and what 10 expect

SuUpport 1o come off meccaton
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Depression in adults: Antidepressant doses”

Drug Usual total starting dose per day (mg)"

Selective serotonin reuptake inhibitors

Citalopram 20
Escitalopram 10
Fluoxetine 20
Fluvoxamine 50
Fluvoxamine CR 100
Paroxetine 20
Paroxetine CR 25
Sertraline 50

Serotonin-norepinephrine reuptake inhibitors

Desvenlafaxine 25to 50
Duloxetine 30 to 60
Ei Levomilnacipran 20
Ei Milnacipran 12.5
Venlafaxine 37.5t0 75
Venlafaxine XR 3751075
9.5.2025

A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

Usual total maintenance dose per day

(mg)" Extreme daily dose range (mg)"
20 to 40 10 to 40
10to0 20 5 to 30
20 to 60 10 to 80
100 to 200 25 to 300
100 to 200 100 to 300
20 to 40 10 to 50
25 to 50 12.5t0 62.5
50 to 200 25 to 300
50 to 100 50 to 400°
60 30to 120°
40to 80 20t0 120
100 to 200 50 to 300
75 to 375 75 to 375
75 to 225 75 to 375
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A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

Depression in adults: Antidepressant doses”

Usual total maintenance dose per day

Drug Usual total starting dose per day [mg}p'II {mg}'" Extreme daily dose range {mg}'"

Atypical agents

Agomelatine® (not available in United States) = 25 25to 50 25to 50

Bupropion 200 300 {(maximum single dose 150 mg) 100 to 450

Bupropion SR 12 hour 150 300 {(maximum single dose 200 mg) 150 to 400

Bupropion XL 24 hour 150 300 150 to 450 (United States)

150 to 300 (Europe)

Bupropion hydrobromide 24 hour 174 348 174 to 522

Mirtazapine 15 15to 45 7.5to 60
Serotonin modulators
Ei Nefazodone® 200 300 to 600 50 to 600

Trazodone 100 200 to 400 100 to 600

Vilazodone 10 40 10 to 40

Vortioxetine 10 20 5to 20
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A John Rush, Major depressive disorder in adults: Approach to initial management, 2025

Depression in adults: Antidepressant doses”

Usual total maintenance dose per day

Drug Usual total starting dose per day (mg)" (mg)" Extreme daily dose range (mg)"
Tricyclics and tetracyclics?
Amitriptyline 25 150 to 300 10 to 300
Ei Amoxapine 25 200 to 300 25 to 400
Clomipramine 25 100 to 250 25 to 300
Desipramine 25 150 to 300 25 to 300
Ei Doxepin 25 100 to 300 10 to 300
Imipramine 25 150 to 300 10 to 300
Maprotiline 25 100 to 225 25to 225
Mortriptyline 25 50to 150 10 to 200
Eirrotriptyline 10 15 to 60 5to 60
EiTrimipramine 25 150 to 300 25 to 300
Monoamine oxidase inhibitors’
Ei1socarboxazid 10 10 to 40 10 to 60
Ei Phenelzine 15 15 to 90 7.5to 90
Selegiline transdermal 6 mg/24-hour patch 6 to 12 mg/24-hour patch 6 to 12 mg/24-hour patch
Ei Tranylcypromine 10 30to 60 10 to 60

CR: controlled release; SR: sustained release; XL: extended release; XR: extended release.

* Total daily oral doses shown in table may need to be given as 2 or 3 equally divided doses per day, depending on specific antidepressant and other
factors. For additional detail, refer to individual Lexidrug monographs included with UpToDate.
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A John Rush, Major depressive disorder in adults: Approach to initial management, 2025
Depression in adults: Antidepressant doses”

Usual total maintenance dose per day

Extreme daily dose range (mg)"
(mﬂﬂ y ge (mg)

Drug Usual total starting dose per day (mg)"

I!] Lower doses may be useful for initiating or maintaining patients who are older or medically compromised (eg, kidney or liver disease) or drug-
sensitive patients, as well as patients with a low body mass index. High doses may be used for medications that are well tolerated but ineffective at
lower doses. In patients with panic disorder, UpToDate contributors initiate treatment at one-half or less of the usual starting dose shown and titrate
more gradually; refer to UpToDate topics on the management of panic disorder.

A Maximum recommended dose of citalopram is 20 mqg for patients =60 years of age, with significant hepatic insufficiency, or taking interacting
|medications that can increase citalopram levels. For more information, refer to the UpToDate topic on unipolar depression in adults and selective
serotonin reuptake inhibitors.

< Data regarding increased efficacy of doses =50 mgsday are limited; however, individual patients can benefit by titrating up to 100 mg/day.

§ Although duloxetine doses =60 mg/day did not confer additional benefit in clinical trials, individual patients may benefit from dose escalation up to a
maximurm of 120 mg/day.

¥ Agomelatine may be hepatotoxic and is contraindicated with any degree of liver impairment. Transaminase monitoring is required.

¥ Caution: Mefazodone can cause liver failure and has been withdrawn from the market in several countries. Refer to UpToDate topic on serotonin
|[medulators pharmacology, administration, and side effects for additional information.

T Conservative starting doses shown in table are lower than starting doses shown in some other references. For additional information, refer to
|VUpToDate topics on the treatment of depression with antidepressants as well as cyclic antidepressants and monocamine oxidase inhibitors for treatment
of adults with depression.

Data from:
1. The American Psychiatric Assodiation Publishing Textbook of Psychopharmacology, 5th edition, Schatzberg AF, Nemeroff CB (Eds), American Psychiatric Association Publishing 2017.
2. Kennedy SH, Lam RW, Mcintyre RS, et al. Canadian Network for Mood and Anxiety Treatments (CANMAT) 2076 Clinical Guidelines for the Management of Adults with Major Depressive
Disarder: Section 3. Pharmacological Treatments. Can | Psychiatry 20767 67:540.
3. Gartlehner G, Thaler K, Hill 5, Hansen RA. How should primary care doctors select which antidepressants to administer? Curr Psychiatry Rep 2012; 14:360.
A4 UpToDaote Lexidrug. More information availoble ot https:#online. lexi.comy.
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Symptom-Based Algorithm for Antidepressants Part One:
Deconstructing Most Common Residual Diagnostic Symptoms

concentration

FIGURE 12-121 Symptom-based algorithm for antidepressants, part 1. Shown here is the diagnosis of major
depressive disorder deconstructed into its symptoms [as defined by the Diagnostic and Statistical Manual of
Mental Disorders, fourth edition (DSM-IV)]. Of these, sleep disturbances, problems concentrating, and fatigue are

the most common residual symptoms.
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Symptom Based Algorithm for Antidepressants Part Two:
Match Most Common Residual Symptoms to Hypothetically
Malfunctioning Brain Circuits

fatigue (physical)

interests
concentration fatigue/energy el g — g,
interest ;

fatigue (mental)

SC———— fatigue (physical)

i o,

insomnia

FIGURE 12-122 Symptom-based algorithm for antidepressants, part 2. In this figure the most common
residual symptoms of major depression are linked to hypothetically malfunctioning brain circuits. Insomnia may
be linked to the hypothalamus, problems concentrating to the dorsolateral prefrontal cortex (PFC), reduced
interest to the PFC and nucleus accumbens (NA), and fatigue to the PFC, striatum (S), NA, and spinal cord (SC).
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Svympitom-Based Algorithm for Antidepressants Part Three:
Target Regulatory Neurotransmitters With Selected Pharmacological Mechanisms

" cheantoion NE/DA A bupropioni

NE/DA A bupropioni

+5HT 1A agonist

sedating antidepressants ; o o
(e.g.. trazodone, mirtazapine) A Vortioksetiini (SSRI, 5SHT1A agonisti ym)

slop sctivating . aantidyprossant A Aripipratsoli (D2 osittaisagonisti+5HT1A osit

FIGURE 12-123 Symptom-based algorithm for antidepressants, part 3. Residual symptoms of depression can
be linked to the neurotransmitters that regulate them and then, in turn, to pharmacological mechanisms. Fatigue
and concentration are regulated in large part by norepinephrine (NE) and dopamine (DA), which are affected by
many antidepressants, including norepinephrine dopamine reuptake inhibitors (NDRIs), selective norepinephrine
reuptake inhibitors (NRIs), serotonin norepinephrine reuptake inhibitors (SNRIs), and monoamine oxidase
inhibitors (MAOIs). Augmenting agents that affect NE and/or DA include modafinil, stimulants, serotonin
dopamine antagonists (SDAs), lithium, thyroid hormone, L-5-methyl-tetrahydrofolate (MTHF), and serotonin
(5HT) 1A agonists. Sleep disturbance is regulated by S5HT, gamma-aminobutyric acid (GABA), and histamine and
can be treated with sedative hypnotics, sedating antidepressants such as trazodone or mirtazapine, or by
discontinuing an activating antidepressant.
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Sympitom-Based Algorithm for Antidepressanits Part Four:
Deconstruct Into Common Non—DSNM-IV Residual Sympitoms

non—DSM-IV/
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vasomotor

. concentration

depressed
mood : interest/
: S pleasure

guilt/worthlessness
== = = sexual
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FIGURE 12-124 Symptom-based algorithm for antidepressants, part 4. There are several common symptoms
of depression that are nonetheless not part of the formal diagnostic criteria for major depressive disorder. These
include painful physical symptoms, excessive daytime sleepiness/hypersomnia with problems of arocousal and
alertness, anxiety, vasomotor symptoms, and sexual dysfunction.
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Sympitom Based Algorithm for Antidepressants Part Five:
Match Common Non-DSM-IV Residual Symptoms to
Hypothetically Malfunctioning Brain Circuiis

pain
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_ y libido alertness
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alertness S :
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alertness
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pain «»;& - )

S pain
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alertness

FIGURE 12-125 Symptom-based algorithm for antidepressants, part 5. In this figure common residual
symptoms of major depression that are not part of formal diagnostic criteria are linked to hypothetically
malfunctioning brain circuits. Painful physical symptoms are linked to the spinal cord (SC), thalamus (T), and
ventral portions of the prefrontal cortex (PFC), while anxiety is associated with the ventral PFC. Vasomotor
symptoms are mediated by the hypothalamus (Hy) and sexual dysfunction by the SC and nucleus accumbens
(NA). Sleep symptoms that are part of the diagnostic criteria of depression involve mostly insomnia, linked to the
hypothalamus; however, shown here are problems with hypersomnia and excessive daytime sleepiness, which
may be beyond those symptoms included in the diagnostic criteria and be linked to problems with arousal and
alertness and to arousal pathways not only in the hypothalamus but also the thalamus (T), basal forebrain (BF),
and prefrontal cortex (PFC).
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