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Learning Objectives

* Review the updated CANMAT 2023/2024 guidelines for
diagnosing and managing Major De pressive Disorder
(MDD), including evidenc e-based treatment pathways.

* Understand and apply the principles of early
optimized treatmentand measurement-based careto
improve functionaloutcomes and remission rates in
MDD.

« Identify strategiesfor managing inadequate response
toinitialtherapy, including antidepre ssant switching,
adjunctive treatments, psychotherapy, and
neuromodulation options.
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MDD s ahighly prevalent dis order and aserious public he alth problem??

stigma Q Q Q ©

Stigma surrounding mental illness esis
of Canadans will expernce a major depressive provalent ins ociety, and presents a large
episodein theirlite ime’ bariier to treatme t:

MDD Unmet Needs m

Primary care practifioners have the first opportunity to intercept and optimally treat
jon eariier, potentially reducing the ial morbidity, mortality, and
functional impairment associated with MDD.?

50%  70% 40— 80% 50%
of cases'2 of cases overall® cases’ r ob abili
' gt 60% : .
60% o oo D
80-90%
28%

of primarycare patients
stop antidepressant
therapy at 1 monit

wi relapse and recurrence®” IRy

Unmet Needs in the Treatme nt of MDD m

Untrealed MDD  Non-adherence  Treatmentfalure  Recurrencefrelapse  Subsequent episode

Residual symptoms are assoc iated
ith risk of




Diagnosing MDD With DSM-5-TR

r(,@;\ 25 of the following symptoms:

Mark edy diminishe d Weight or
0 Dopessed moot e storpies o wratlectanges

556

22 insomnia or Psychomoloragitation Fatigue or

7Y Weons B o P iaete
Fengotwomiossness oy () Exeoune Recumentthoughis of deathor
e 9 =" dysfunction suicidal idea tion /att em pt

=] Symploms presentdudngsame 21 symptom mustbe"depressed mood” or
2-wo ok potiod andrepres ent achange ‘markedy diminished/loss of inte re st

from previous functioning 600 @ or pleasure’

2weeks

MDD can cause clinically signi distress or ir 7 in social,
or other important areas of functionin;

8

Whatis this Concept of Early optimized treatment

Functional Recovery in Major Depressive Disorder:
Focus on Early Optimized Treatment

Jeffrey Habert, MD, CCFP, FCFP**; Martin A. Katzman, MD, FRCPC®; Oloruntoba J. Oluboka,
Roger S. McIntyre, MD; Diane McIntosh, MD, FRCPCE; Glenda M. MacQueen, MD, PhD;
Atul Khullar, MD, FRCPCY; Roumen V. Milev, MD, PhD, FRCPC"; Kevin D. Kjernisted, MD*;
Pratap R. Chokka, MD9; and Sidney H. Kennedy, MD, FRCPC'

Early Optimized

H . “Shortening the time between onset of depre ssion and
Treatment in MDD: providing opfimize d treatment may result in better clinical

Maki ng Your outcomes, increasing the likelihood of achieving

FI rSt S h Ot full functional recovery from the depressive episode.”

the Best Shot
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Applying the Urgency t

o Treat Mindsetin MDD

9/21/2026

Recognize

Understand the consequences of NOT using the EarlyOptimized
Treatment sppreach

Adopt amirdset that ensures pafients are treated as fastand as
assertively a possitie wntil reatmentyields positive results

Ensure patierts do not remain on ineflective o poorly tderated treatmert,
Apply wtich may:
+ Debyrecovery
Heghlenthe fiskofresidual symploms and fun clional defcits
Ne gatv ely impa ct e i mind set abo ut disea se and reaiment

What are some of the reason(s) you would treat MDD
with agreater sense of urgency?

Neurogenerative Change s

Hipp ocampus 2

Inadequate Treatme nt of MDD Is Associated With

Un're ated MDD canlead toloss ofvolime in various brainregions, inclu ding:

More sever:
Prefiontal cortex

Orbito fronta cortex®

Amy gdala®

with alonger 2

Sub gen ual cing uat e corte X7

MDD teatment is generally associated with a reversal or reduction of changes tothese brin regions®

Delaying effective treatment may reduce the likelihood of asym pto matic remission
andfunctona recovery, andalso increase the fime to achieve remission. 13

E Subthe ra peutic
DV doses

Prolongediliness

+ Debyed symptom remission

Worsened fun ctional, social, andeconomic
burden of MDD

Many patients with MDD receive inadequate treatment

MDD Should be Treated With a Greater Sense of Urgency

of treament

Reducedlikelihood of futures uccess.

Muliple co s es of treat me ntover prolonge dperods are

as sociated with aprogre ssive dec rea se inthelikelihoodof

treat ments ucce ss5

Inadequate duration ﬁ Poor adherenee

treatment plan that allows

ofa
'y in the most effective and efficient manners.”
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Addres sing the Care Gaps in MDD

Hawever, ddaying i fial
assessment mayaffed patiert
f\ outcomes 3\
Low remission rates AN
E> Amore ra

Clinidans individualzed
conventionally . Failue to regain approzch o reating
usea premortid furction D reates more

“start low,go slow” uppumnues for full
approach? functional recovery

High recurrence rates j

How Can T (o] Be Maximized for Individuals with MDD?

Functional Recovery

Symplo matic Re mission

Repmtedhsmmmant, Neswraned Samd Cas, Trod ToTarst

Revin Ari

Canadian Network for Mood and Anxiety
Treatments (CANMAT) 2023 Update on
Clinical Gui of Major
Depressive Dlsorder in Adults

r les traitements de humeur ot de Manxiété
(CANMAT) 2023 : Mise 4 jour des lignes directrices cliniques pour la
charge du trouble dépressif majeur chez les adultes
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it Bhat, MD, MSc?,
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Raymond W. Lam. MD'"
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CANMAT 2023 Guidelines for Major Depressive Disorder
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CANMAT Depression Guidelines 2024

5266 studies @ CANMAT
imported for
screening [ Literature Searches from 2015 o 2023 J
3725 studies

screened

1098 full-te xt
studies
assessed for
elig bility
I 718 studies
incuded

Prioritized meta-analyses & systematic reviews
Supplemented by large RCTs forrecommendations
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CANMAT 2023 Update on Guidelines for Major Depressive Disorder

CANMAT Definitions for Level of Evidence
andLine of Treatment

Level of Evidence Ratings Line of Tre atment Recommend ations

Eudenc Citerla
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CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Primary Questions

8 primary que stions repr esent ing a patient’s care journey from
assessment th rough treatment to mainten ance

Whatare imp ortant issue sfor assessment and diagn osis?
Whatare principles for depression management?

How are treatments selected?

Whatis therole of digitalh ealth interventions?

How do you monitor treatment?

Whatdoyou do whena patientis better?

Whatdoyou do whena patientis not better ?

N YA W N e

W hat neuromod ulation treatments are available ?

(g CANMAT

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Primary Questions

8 primary que stions repr esenting a patient’s care journey from
assessment through treatment to mainten ance

Whatare important issue sfor assessment and diagn osis?
Whatare principles for depression management?

How are treatments selected?

Whatis the role of digitalhealth interventions?

How do you monitor treatment?

Whatdoyou do whena patientis better?

Whatdoyou do whena patientis not better ?

® NV AW N e

W hat neuromod ulation treatments are available ?

@ canrnn

« Collaborative Decision Making is essential

* Psychoeducation and self-managementare inte gral to MD.
man agemenl
+ Psychoeducation r frs toknowledgeand infomationaboutthe symptoms,
coping straiegies and freat ment options for depression,
+ whereas s f-management uses techniquess @ ¢, problem-solving, li € style
changes, and behaviourala civation [ BA ) tocmpower pa tiens t0 act vely
manage e 1iness andl e we l

QUGStiOﬂ 2 * Symptom remission ains a crucial clinica] target for acute.
Principles for MDD treatment, as s!f)slanl;eﬂ ev?élencq supports a lcwregr ré?( of
rinciples for relape in those who achieve remission compared with those
Management whodonot = ) TR,
+ Incontast, failue © achieve ranission isassociated with

cortinuing's ymptom burden and poor finctional outcomes.
Evidence supports :ynipmmanc remission as a realistic goal of
acute phase treatment for most patierts both in psychiatiic and
primary care settings




Risk Factors for Depression

¢ Earlyage of onset

¢ Family history

* Adverse childhood events /
maltreatment

mental health comorbidity
e Deathofa spouse

@ CANMAT
Non-modifiable Dynamic (modifiable)
* Female sex and gender issues * Chronic physical disease

* Substance usedisorders

ﬂ ® Insomnia, nightwork, later
chronotype

« Bullying / Cyberbullying

* Priorhistory of MDD, anxiety, o Stressful life events

 Jobstrain / Income inequality
e Lifestyle /Screentime

9/21/2026

Principles of
Clinical
Assessment
and
Management
of MDD

Use measurement-based
care to monitor outcomes

Principles of
Deliver evidence- I.'f ; Formulate a diagnosis &
based treatments Gl differential diagnosis

|Construct a comprehensive
safety & management plan

Conduct a thorough
- -
~ assessment ~a
- ~
.
(Obtain collateral
information

A}

T
Il

Support education &

self-management

~

Lifestyle Second Line
Interventions
in the
Treatment of

Depression

- ’
~ - - -
Establish a -
therapeutic alliance CANMAT
Line of Treatment | Lifestyle Intervention Level of
Evidence
First Line Supervised exercise (low to moderate intensity, for 30 to
40 minutes at a time, three to four times a week, for a [ ]
minimum of nine weeks) for MDE of mild severity.
Light therapy (10,000 lux white light for 30 minutes daily) ®
for MDEs with seasonal (winter) pattern.
Light therapy for mild severity nonseasonal MDE. &
Adjunctive exercise for moderate severity MDE. [ =
Adjunctive light therapy for moderate severity nonseasonal <
MDE.
Adjunctive sleep hygiene and cognitive-behavioural q
therapy for insomnia (CBT-I).
Third Line Adjunctive healthy diet (varied diet with high content of
fruit, veget nd fibre, and low content of saturated fat 4
and carbohydrates)
Adjunctive Mediterranean diet. q
Adjunctive sleep deprivation (wake therapy). q
Insufficient Probiotics. n/a
Evidence
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CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Primary Questions

8 primary questions representing a patient’s care journey from assessment through
treatmentto maintenance
Whatare importantissues forassessment anddiagnosis?

Whatare the principles for depression manageme nt?
How are treatments select ed?

Whatistherole of digital health in terventio ns?
How is treatmen t monitored?
Whatshouldbedonewhen apatientisb etter?
Whatshouldbedonewhen apatientisnotbetter?

N VA WN R

Whenshould neuromo dulation treatments be used?

@ CANMAT L ey Bt Cm o BN 27

Considerationsfor sel ecting treatment(s)

Callaborative de cision-making
Paients attitudes and prefererces
Informed awareness oftreatments
Quality of eviderce

Availaility of treatments

Riskfrom deay in reatmert init ation
Seveiity of depression

How Do You Choose the Initial Treatment?

e Depression Seveiity | Recommendatiors forlnitial Treatment !
o Mild, withlow i sk + Psychotherapy (preferred)or pharmac othera py
Cdlahﬂ"wve CAEHENAE * Exercise, certain CAM treatments, guided DHIs can
Patientatitules ard prefererces becorsideredas monctherapies®

Informed

Quality of eviderce
Avail abi ity of treatments

Riskfrom delay in treatment init ation
Severity of depression

1 There is stron ger evidence for efficacy an d safety of
ghama colherapy and psych othe apy co mpa ed 10
exer cise, com pleme niary and altem ative m edicine
re atme s, an d digital health interventions

Thelevel of eviden ce re fers tothe choiceof
tre atme nt,not tothe tr eatm ents th emselve s

P Yo

*Especialy if preferred by patients.
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How Do You Choose the Initial Treatment?

selecting Depression Severity | Recommendatiors forlnitial Treatment :

’ Mild, withlow risk + Psychotherapy (preferred)or pharmac othera py
c“!ah“',’”vf COETINGE Y * Exercise, certain CAM treatments, guided DHIs can
B e i e s beconsideredas monotherapies*

Informed
i . severe, |- o

Q.ualllyvo.fwl*'“ with low-moderate risk | (consider combination)

Avall il of trestments + Adunctivetreatment with exe Cise, certainCAM
from delay in treatment initi ation treatments, DHIs*

Seveiity of depression

1Ther is stron ger evidence for eficacy andsalety of
pha ma cother apy and psych athe apy co
exercise, com pleme iary and altem stive m edicine
roatme nts, an d digtal healt interventions

Thelevel of eviden ce e fers tothe choiceof
e atme nt, ot tot e tr ealm ents th ermselve .
*Especialy if prefer red by patients.

Q CANMAT L s A D i

u Choose the Initial Treatment?

Depression Seveiity | Recommendatiors forlritial Tre atment 1
i Mild,withlow fisk | + Psychotherapy (preferred)or pharmac ctherapy
Colaborakive declsion-makirg + Bercise,certain CAM treatments, guided DHIs can
(e A S e beconsideredas monctherapies*

Informed

Quality of eviderce
Avail ability of treatments * Adiunctivetreatment with exercise, certainCAM
Riskfrom delay in treatment initiation treatments, DHIs*

Moderateto severe, | + Prarmacctherapy or psychotherapy
with low-moderate fisk | (consider combination)

EFICHE I Severe orhigh risk + Withaut psychotic 3 mptoms: wse sequertial
phamacotherapy-py chothera py

+ With psycotic symptoms: use combination
1 There is stron ger evidence for efficacy and safey of [LICToE

jpha mma cother apy a nd psych othe rapy compa red to T ampsy:honc. N
Exer ise, com pleme iary and altem slive m edicine + For verysevere o fife-threateningsi wations,

tre atme s, an d digita| health inter ventions consider ECT

Thelevel of eviden cerefers tothe choiceof
re atme nt,no 10 the tr ealm ents th emselve s
~Especialy If prefer ed by patients.

@ canran

i Psychotherapy Recommendston Lo PsycholagelTretment

* Copritive Sehaicuraltherap (CBT)
9+ Interpersonaltheragy (BT
* Behaviouralactvaton 88)

Psychotherapy can be recommended alone
formild-to-moderate depression, or in
conjunction with mgdlcatlon for moderate and

severe depression &+ Copitive behaviouralanalsis system of
chothe (CBASP)

Various forms of psl)‘/chdher_apy for . :/‘fu::“::pg\nd:a:/' rapy (MBCT)

depression exist. The first-line options are

s + Problemsohing theragy {PST]
- she

described belo e sschadyeamic pchctherspy 5T7)
+ Cognitive-behavioural therapy (CBT): focuses on & |+ Tassdageastc pychologial reatment of
ident fying negative cognitions and behaviours amotional dorders
substituting more realisti c thinking and promoting
behavioural adtivation. Usually 12 to 16 weeky
sessions.

+ ceptance & commitment therapy (ACT)

*+ Long-term psychodynamic psychotherapy (0T)
+ Metacognitivetheragy (MCT)

+ Mothationa ierviewing (M|

+ Inferpersonal therapy: focuses on identfying and
dealing with intemersona conflicts and problems.
Usually 1410 16 weeKy sessions

Lot Leniortdoece () ot ) wowz L £ e

+ Behavioural activation: focuses o increasing and
reinfording actvit s, scheduling and monitoring, and R indicates naw since 2116
problemsolving. Usually six to eight weekly sessons

@) canmar

10



Recommendations
for Medication
Treatments

@ CANMAT

* Citalopram (SR1)

+ Escitalop ram (SSRI)

* Fluoxetine (SR1)

+ Fluvoxam ine (SSR 1)

+ Paroxetine (SSRI)

- Sertraline (SSR1

+ Dewve niafaxine (SNR 1)
+ Duloxet ne (SNR)

+ Amitiptyline, clom ipram ine,

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

no tiptyline, ot hers(TCAS)
Moclobem ide (reversib e inhib itor

+ Trazodo ne (SR1; 5-H T2 ant agonist)
* Quetiapine (DA, 5-HT a1 & a2

antagonist IR1)

o pion

Ph enelzine* (imeversible
inh bito 'MAO)

Tran ylgp rom ine

Reb oxetn e* (NRI)

T meldoninS HT, serdonin
A0,

+ Ven lafaxine (SR)

TBupmpon(ORT

* Mirtampine (az-adrenergic &
5-HTzantagonist)

* Vila don e (m ultimo dal)

* Vortiow tine (m ultm oda )

~Agomelatine® (MT1& MTzogon i
5-HT2antagonist)

* Mianserin * (az-adr energic &
5-HT2ant agonist)

* Milnacipran® (SNRI)

ist SNRI; NDR)

* Nefazodo e (sR1, 5-HT2

antagonist)

+ Seleglin e transder mal*

(irreversible inh ibito rM AO-8)

Allagents have Level 1 evidence
* Not available in Canada
Redindicatesnew since 20 16.

o
noradenalne ard dopan inoroupiate
InNbi NAD A Nmoby 1D-amarate

TCA ticklc agnt.

ety Bt Cm P @, 33

CANMAT 2023 Recommendations: Antidepressants

Algorithm for
anantid

selecting

+ Efiacy

P Yo

Sdection of an antidepressant deperds on:

Tolerakility

Concomitant medications
Cliri cal presentation

Past medication history

Cost
Patient preference

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

9/21/2026
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‘Table 3.6. Summary Medication Recommendations for DSM-5-TR Episode Specifiers and
Symptom Dimensions.

g s
[+ o s Copane |73 pe

| s | At | g
[P [ pr——e—
porvears [R———

My &
Quarer

OLlevell € Leved2 € Leveld # Leveld

SSRI, selective

toe for 8., agitation,

ideation) and potcotial switch 1o (hypo)mania.
+* Comparisans only with placebo

inhibitor; SNRI, i

L AW Kenredy SH, @ al.Cons Psseoty 224
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First-line Antidepre ssants:

CANMAT 2023 Update on Guidelines for Major De pressive Diso

ConsensusComparative
Ratings

Basedonevidence flom varied

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

First-line Antidepre ssants:

[

ConsensusComparative
Ratings

Basedonevidence flom varied
SourC es aad ex pertconsensus

P Yo

I
o C = W
o

For most adults with MDD, the choice of the first anti depressant is based
on the balance of efficacy and tolerabil ity

The table to the right summarizes efficacy and toleralility far the first-lire
antidepressants.

Perthe CANMIAT guiddl ines, agomelatine escitd opam, and vortioxetine
showed adwantages aver other antidepressants when consi deringboth
efficacy and acceptability.!

12
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Nausea Somnolence

Greaterthan 20% (>30% * Greater than 20%
» Citalopram * Sertraline « Fluvoxamine
 Paroxetine *  Venlafaxine XR* « Paroxetine
* Dewenlafaxine ¢ Vilazdone
*  Fluoxetine * Vortioxetine
¢ Minacipram)* <« Duloxetine
Less than 20% Less than 10%
* Agomelatine * Agomelatine
. . « Bupropion XL
Bu propion +  Desvenlafaxine
* Escitalopram (15%) «  Escitalopram
+ Viazodone
+ Vortioxetine

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Primary Questions

8 primary questions representing a patient’s care joumney from assessment through
treatmentto maintenance

Whatare impor tantissues forassessment anddiagnosis 2

Whatare the principles for depressionmanageme nt?
How are tr eatments selected ?
Whatisthe role of digital health in terventions?

How is treatment mon itor ed?
Whatshouldbedonewhen apatientisbetter?
Whatshouldbedonewhen apatientisnotbetter?
Whenshould neuromo dulation treatments be used?

© N WA W N

Measurement-Based Care in MDD: General Principles

* Use of routine outcome measurementsand feedback to support clinical decisions

+ Measurement-based care (MBC) has been demonstrated to improve medi cation acherence and
outcomes, especially in the pharmacological treatment of MDD

Three components:

Using the scales alongside

Regularly Ismgvahdﬁated Reviewing the scale scores clinical as sessment o

outcome scales

with patients support collaborative

patient e ncounters decis ion-making

» The use ofscales for MBC is similar to the use of laboratory tests in that the results must be
considered within the contextof clinical assessmentand care

( CANMAT

13



Meta-analysis of measurement-based care (MBC) for depression

BTics

JCP CME: META-ANALYSIS
The Efficacy of Measurement-Based Care for

ive Disorders: Systematic Review and Meta-
sis of Randomized Controlled Trials

ZnuM @ 3l Ginpsye by D21 82211144

PRISMAmethodology
diterature search of datebases to July 1, 2020
Camprefensive search terms
& studiesidentfied
(5in English literature, 2in Chinese)
©nly phamacotherapy studies were identified

9/21/2026

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Toolsto Monitor Course of Treatment

| outcome | Clinician-Rated Patient-Rat;
Symptoms/  * L HAMLT)  »
severity . g vh . Outcame Scabe {CUDOS)
{MADRS) .
= Ivantary for Dapressve Symptomatology [05) {PROMIS)
« Columbia uicide Severlty Rating Scalo [CSSRS] = Patian Health Questionnaira (PHQ-5)
= Cuick anory for Dapressiv Symptomaclogy,Sel-
Rated (QUOS-5R)
o Suicdaiy scate
Functioning = scalo .
{asie) = Shashan Disabilty Scae (SO5)
« Sodal and Dccupatianal Functioning Assossmant = WHO-DAS, saf-atod
Scale (SOFAS) = Workand Socki Adjustment Scale (WSAS)

= 1WHO Disability Assossment Scals (WHO-DAS)

Qualityof Life  » Quality of Lfe interview (QOU]

SideEflects = UKL Side Effect Rating Scale
= Toronto Side Efects Scale

@ canran

Euro0oL.50 (EQ.5D)
‘Quality of Life, Enjoyment and Sstsfaction Questionaalre
lauesa)

= Frequency, intensity and Burden of ide Effects Rating
(FIBSER)

Owe e st 2w, bow e you et ol N gty
vty g ol e ooy
[ —— « 1 1 s Uy s
L mmmum——— @ 1 1 3 [ e—— o o2
T ——— ¢ 11
[r— . 1 s
[ype————— fST——— e 12 3
ey . PG .
T a1 s « T aerg U S
T
oo v et g e s e v ' N N
P —— T [r————— ¢ 2
S S oy wropdr it "I S
e — ¢ 12
T SRR oitiage
i e anen e
S s S o {Foroficecoding: T Score T_

14



9/21/2026

Interpretation of Self-rated scales

PHQ-9 Interpretation GAD-7 Interpretation
Score Interpretation Score Interpretation
5.9 Mid 5.9 [ Mid
10-14 Moderate 10-15 [ Moderate
15-19 Moderately severe 15-21 | Severe
20-27 Severe
Q CANMAT

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

What laboratory tests do you monitor during treatment?

#No routine tests are necessary, but CBC and TSH are low -cost blood tests to
rule out me dical conditions that p rese nt with dep ressive symptoms

JOthe rbaseline tests (blood , imaging, ECG) should only be considered if history
or physicalexamin atio n indicates clinical su spicion

No routine lab tests are recommend edtomonitor antidep ressant t reatment,
exceptinspecific situations (e.g, LFTs in liver disease, electrolyt esin elde rly
patients, bloodw ork d urin g lithium t reatment)

+Metab olic monitoring (weight, gucose, lipid profile s) is recommended
because weight gain is common in depression (as a symptom, a med ication
side effect, orboth).

B, com plete blo od count;
TSH, thyr oid stim ulat ng hor mo ne;
LFTs liver fun ion tests.

LanAW, lenredy 31 etal.Cans Paehotn 2@s

@ canrnn

#Jse MBCroutinely toguide decision-making

#Ancorporate MBC tools (paper-pencil, mobile, internet)

Ancorporate MBC in EMR

#Antegrate MBCinto pathways (stepped, stratified, collaborative care)

#aboratory orimaging tests should be ordered case-by-case

#VIBC should include basic metabolic monitoring

R e

15



CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Table 5.1. Summary Recommendations for Monitoring Treatment*.

Summary Recommendations for Monitoring Level of
Evidence
Use validated rating scales for measurement-based care, ¢

Obtain laboratory and imaging tests only when clinically indicated.

Monitor weight, glucose, and lipid profiles at baseline and every 6 months when L’
prescribing medications associated with weight gain,

Qe bLova2 Crevels *Leveld

* Recommendations for principles of care generally have Level 3 or Level 4 evidence

@ CANMAT LanAW, lenrody 31 atal.CanJ Pachoty 224

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Primary Questions

8 primary que stions repr esenting a patient’s care journey from
assessment through treatment to mainten ance

Whoshould be treated for d epression?

Whatare principles for depression management?

How do you select the initialt reatment?

Whatis therole of digitalhealth interventions?

How do you monitor treatment?

What do you do when apatientis better?

Whatdo youdowhen a patientis not b etter?

® NV AW N e

W hat neuromod ulation treatments are available ?

@ canrnn

When a person achieves remission

9/21/2026

[0 Confirm Remission using M BC & CANMAT)
[0 Continue Psycho/Pharmaco- therapy for 6-12 months after achieving remission ®
[ If history of previous relapses/ recurrences suggest- maintain treatment for 2 years

orlonger &
[0 Taper medication gradually «

[ Psychological therapies may be initiated during taper of medication &

[ Reinforce lifestyle interventionsaspart of daily routine

16
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Who needs longer duration of MaintenanceTherapy (2 Years +)

CANMAT

e Major Risk Factors

* Historyof Childhood maltreat ment
* Residual symptoms

* Higher number of previous episodes
¢ Comorbid anxety

e Cther Risk Factors —

* Early age ofonset
* Longer duration of depressive episodes

* Greater severity of depressive episodes

epressant
(o
« Desvenlafaxine o @ElEuET + Bupropion OLFEETD
« Paoxetine o Bl * Mirtazapine * Fluoxetine
* Venlafaine « Vortioxetine
* Escitalopram

* Fluvaxamine

* Levomilnacipran

* Milnacipran

o Sertraline

* Vilazodone

* TCAs =3

* MAOk

Lom R, Kanedy 1 el Con s Py 2024 Q CANMAT

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Primary Questions

8 primary questions representing a patient’s care journey from assessment through
treatmentto maintenance

Whatare impor tantissues forassessment and d iagnosis ?

Whatare the principles for depressionmanageme nt?
How are tr eatments selected ?
Whatisthe role of digital health in terventions?

How is treatmen t monitored?
Whatshouldbedonewhen apatientisb etter?
. Whatshould be donewhen apatientis not better ?

N U A W N e

Whenshould neuromo dulat ion treatments be used?

P Yo
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Wrong diagn osis
Older age, female sex, greater severity ,
youngerage of onset

Psychiatric com orbidities

Medical comorbiditie s

Obesity

Substance use
Acuteorchronic stressors

Pooradheren ce
Pharmaco genetic variability

Doseis too high low
Duration is tooshort
Adherence isspo radic

Sid e effects areintolerable;

Patient Factors Medication Factors

9/21/2026

Importance of Recognizing Inadequate Response Quickly

Ifimprovement (a 20% or greater reduction in scores on a sympiom rating scale)
is notseen by 4 weeks, there is a low likelihood of response or remission
at8 to 12weeks.'

C of Not Achieving ission of D
Disease Course Costs
*  Higher risk of relapse *  Medical, psychiatric, emergency care
¢  Morerapid relapse *  Morepsychiatric hospitalizations
* Increased rate of recurrence * Increased welfare or disability
«  Shorter courseof wellintervals insurance benefits
+  Fewer symptom-freeweeks * Assodated workimpairment
* Increased risk of suicide

fal 2 ® canmar

Antidepre ssant Dose Optimization in MDD

Optimizingthe antide pres sant dose is essential for successintreatingMDD !

o What does dose optimizafon mean in MDD treatment?

Optimization means using medications that patients can tolerate
at doses sufficient for achieving remission and recovery'2

Most anfidepressants have stariing doses that are lower than the average dose required for
full response. Th us, the target dose is reached over time,and an optimized dose is achieved
when therapeutic efficacy and pafent tolerance are balanced."

18
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CANMAT Rq fionsfor R /PoorToler ability to Treatment m

Initate or change aniidepr essant treaiment

@ Ea lyimpr ovement (>20% after 2-4 woeks)?

e grEiE

Whyisitso important b haveearly inprove ment?

Early improvement, de fine d a s > 20-30 % o duc tion fiom base line ina de pre ssion rating sca le afer 2 to4 we eks
correlated with e sponseand remissionat6 to12weeks

The lack of early improvementat 2104 wee ksisalso a predictor of later antidepressantnonrespons e/
non-remis sion

Inadequate Response: Considerations before Switching

Check adherence

Consider switching or Re-assess diagnosis ‘:él;l:‘;:?;:rf;:
Ia:c{:? BT Consider comorbidities f":;" w within2-4
improve ment(to first Ensure optimal doses :rugr;sn;fisr:s

/c\:zc:::hﬁbi“-v Non-pharmacological measurement-based

interventions

care

?

Advantages of switching otherapies.

1) Noadditive side effects

2) Noincreased costs of treatment

3) Nodrug-druginteractions

4) Avoids reduced adherence to multiple agents

Advantages of adding an adjunctive age

@ CANMAT
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Switching junctive Treatment ?

Advantages of switching monotherapies.

@ CANMAT

Advantages of adding an adjunctive agent

1) Keep gainsgenerated by the first agent

2) Avoidadelay in response withimmediate ‘add-on”
3) Avoiddiscontinuation symptoms

4) Potential for complementary mechanisms of action
5

Address symptoms targeted by adjunctive agent

9/21/2026

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

New Evidence for Medication Strategies for Poor Initial Antidepressant Response

Dose-Response
* Higher than minimal therapeutic do ses are more effective butless well-tolerated

+ There is little evide nce that high doses of antidepressants (espedally SSRis) le ad to
better response (except ions of note are Ve nlafaxine, Sertraline and Vortioxe tine)

Switching antidep ressants
* RCTs show that switching the antidepre ssant doe sn ot leadto better response

* Responserates diminish witheach successive switch

LoE, Level of Evdence A rm 1 Ltz (et @ e

@ canran

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Met

ult to TreatDepression (DTD!
poor response to initial AD|

Consider: luate d D, substance abuse, anxiety)

n Stra tegies for

and tolerance /acherence ...

+ Optim ize - onedose increase wsually adequate (notable exceptions sertraline, veriafaxine)

+ Switth—for non-response (oneswitch):evidencelimited and typically for lac k of tolerabil ity

Add Adjunctive/augmentation agents- Corsi der earlier (greater cfficacy and shotter time o

response remissi on)
+ Stop: Medications that have incertain benefit e g., sl eep meds, OTC meds)
* (Consider Psyc hotherapy or Newromoduation)

P Yo pri
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Choosing Between Switching and Adjunctive Treatment CANNMAT2023

@ oy @: CONSIDER A SWITCH WHEN: @:+ @: CONSIDER ANADJUNCT WHEN:

First antd ep res sant trial
22 anti de pres sant trial s

Poorly tolerated side offocts to the ini talanti de pres sant inNalamideprssantis wENTOEaEe

s25%limorovementitoithainitiellantideres sant - >25% improvement to theinitial antide pres sant
ol owa tfora e sron 58 -+ Specificresidual symptoms orsideeffectsto theinitial
(s se vere, less func tion a im pair me )t an tide pressantthat can be targe ted

Lesstime tow aitfora response
(mores evere, more fun ctional impaim ent )t
Patient pre fers to add onanot her m edic ation

Patie nt pre fers to swilc h 1o an oth er antidep re ssant

Sug ges tonly ones witch before moving to adjunct
When s witching, con sider AD with differe nt MOA®

How can | a pply mea surement-bas ed care approaches when
considering switching oradding on therapy?

*expett consen sus as e vide nce notsupport

Follow-Up Visit — Recipe for Success: CANMAT2023,
An Example Using the PHQ-9

Follow-up after 2-4 weeks of reatment initiation:

<25% >25%

PHQ-9 score reduction PHQ-9 score reduction

>25%
PHQ-9 score reduction
(non-responder) but not at remission i
(PHQ-9 score >5

and remission
(PHQ-9 score <5

Failuretoachievethis at 2-4 wesks + Maintain dose ifpatientcontinues to + Maintain curent thermpy

strongly suggests aneed oadjust the improve andas sess recumence risk
Optimizedose to maximum tolerated + Arangeaddiional assessme nts for

Considerincreasing dose (ifnot + Consider add-on (adjuncttherapy) residual symptoms, sidee ffects,

optimized) once dose is o ptimized and adherence

or dor Maintain c urenthera py for

SwitchingAD (i ffirstA D)or not at clinical disc retion 6-9 month SAETER re s sion (f first

lerated episode)

Consider adjunctiveagent if non
responseand failed 2trials

Recommendations for Adjunctive Medications

9/21/2026

Recomm endation Adjunctive Agent Level of Target Dose
Evidence

First Line Aripiprazole 2-10mg (new lower dase range)
Brexpiprazole 12 mg

Second Line Quetiapine 100300 mg
Bupropion 150-300 mg
Intranasal Esketamine 5684mgintrnasally
IV Racemic Ke tamine 0.5-1.0mg/kgintravenously
Cariprazine 153 mg
Risperidone 13mg
Olanzapine 2510mg
Lithium g‘?jf)nmg(tmmmm\ssemm\em 0508
Mir taza pine 3060mg
Mod afinil 100-400 mg
Trilodothyronine 2550mcg
Agmtsin e arenew eom g sions ins te 206 gidsine
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CANMAT First-line
Recommendations for Adjunctive
Medications for DTD

OAEIED CEO [cgetecs Indicated as adjunct to

antidepress ants for adultMDD
Aripiprazole 2-15 mg patients with inadequate
response to prior
antidepressant treatments

Brexpiprazole 05-2mg

OTDgfeultto e deremon
D arams 70 ti from podiet monGrahesinclnimloara dm talov andato e ey baumd

LanRw, @ 4. Cans Pachoty. D690} 611.58.

Adjunctive

aripiprazole

Adunctive aripiprczole was observed to be
efficacious in routine clinical prectice, forreducing
scores on assessmentscalesincluding both

Efficacy of Homton fict g e (LA 2y
Adjunctive
Treatment Adjunctive

brexpiprazole

Adunctive brexpiprazole is efficaciousin reducing

core depressivesymptoms, ond appetite, as well

asimproving functioning, in pctients with MDD and

arxious dstress who have inadequate response to
T — first-line antidepressants

NoUs dare o203 2 (21370.3%5 . Ve Intyons ot d. |
Clinby domarmaca. 3144215310 o e,
otal DT DH:Volmo 1 537-48 Wty oA otal.

Recommendations for Adjunctive Medications

Recomm endation Adjunctive Agent Level of Target Dose
Evidence
Third Line TCA's Various
Lamotrigine 100-300mg
Other monotherapies for Various
MDD
Releasers (stim ulants) Various
Non-1V racem ic ke tamine Various
Pramipexole 14mg
Ziprasidone 20-80mg BID
Third Line in Estradiol (only during o
Subgroups pe rimen op ause) e
L-Methy | Folate (especially 15-30mg BID
with MTH R mut ation)* *associated with homocysteinuria
Experimental Psychedelic-Assiste d Therapy Moderte to high doses accom panied
with psychotherapy
NotRecommended | cannabis ke | Not applicatie
S RS S T e e e 206 g
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Anxiety Symptoms Posthoc Analysis:
Definition of Anxious Distress

The DSM-5 ‘with anxio us distress’ spedfier defines anxiou s distress as th e presence of at least two out
of five listed symptoms during the majority of days of a major d epressive episode’

This post hoc analysis used proxies for the DSM5 spe dfiers to dete mine the presence or absence of
anxious distress at base line (i., randomizafion)?

~No proxy c ould be found for ‘F eslingthat the individual might lose control of him self or herself; me aning tha tpatients were
classified as having anxious distress ifthey met crte ia for at leas ttwo outof fours ymptoms (rathe rthan two out of five

symptoms

o5 sweater oy usedin hepmthocandyss |
Feelingkeyed up or terse MADRS item 3 (nner tersion) scoreof 33
Feelingunisalyrestess IDS-SR item 24 (fedling restless )s core of22
Difficulty concentafing becatse o worry MADRS tem 6 (ccncertration dificulties) score of23
Fear that somehingawfu may hapen HAM-D item 10 (psychicanxiety) scoreof 33

Feelingthatthe indvidual mightlose contrd of himself o hersd f  No proxy coud be faund

9/21/2026

Anxie ty symptoms post hoc analysi

Change in MADRS total score — all p atie nt subgrou ps

Wwith Without With Without
ansious distress ansious distress 45 Mious depression 4y aMmious depression
2
o
<
5
mi] “
235 Y
=
§5 o
= o
25 o =
- &
5 +
10
Wodr o 1 7 5 i s e "on:soes e
- sore gmesinez) A AT+ o 2B) ) - ADT+ bo(n001)
ADTS bepprade(r90) e AOT+ repprad(025) e DT+ roppradsn2) o hOT+ pprzde(r20)

p<0.05, “p<0.01, *p<0.01 wrsuspiscaba MIR I

Respnsedeined & 2% ediola frombaselie INMADR'S tds! more

Anxbusdidressandanxousdoprsson datusmoswredat bzelhe

Themaxmumapproreddosaof brexpipros for D DInC madals 2mgidy.N 0addilond bersit vasdemonst ded 4 dows gaatr han 2maldy
Tha ot 4. Nouromsy chiat Dis 793120 B:153745.

e

Acute TEAEs in pooled short-term trials (Pyxis, Polaris, Sirius,

Delphinus)
ADT + placebo ADT + brexpiprzale
it ) 032)
A bast one TEAE 30948, 7) 506 (57.7)
Dcontinuation dvo o TEAE 506 202
patert s ineth ertramen t o up

2126) 83(8.0)

4960) 60(58)

13010 609

10012) 50(48)

6(0.7) 41(40)
Fatigve 103 228
Insomnia 17(21) 29(28)
fsety 002 223
Se daton 4(05) 2(02)

Safetypouiaton prowntador brewipramie 1-3 1
a1 atverm ewnt

Braxppramie dom 1-3 oiday
‘Themamumapprareddoseof bresiprob for MDD InG madais 2maldy N oaddilond bereft vasdemonst ded 4 dows geater han 2mgidy
Thaw ot d. Expat Opin Phamacolferapy 20 D: DO 110,100/ 155658 2010.168913 o
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Conclusion (anxious distress)?

In pafients with anxious distress a baseline, adijt iy i showed greater ir than
adjunctive placebo across various MADRS items.

In pafients with anxious distress a baseline, adi showed greater i in
functioning than adjunctive placebo (SDS Mean,SDS sodd life, and SDS amily life)

Im rovemerts with adundtive brexpiprazole were geerdlylarger in patients with anxious d sress than in those without
amxiots distress

Adjundive brexpiprazole improved anxicus distressversts adjurctive placebo, asshown by a reduced likihood of
patierts still having aniousdistresss ater 6 weeksof reatment

Adjunctive brexpiprazole is efficad ous in reducing core depressive symptoms, sleep, and appetite, and
improving functioning, in patients with MDD and anxious distress who haveinadequate response to ADTs
Furthermore,, adjuncti ve brexpiprazole reduces the likelihoo d of pa tients meeting anxious distress criteria

followin g treatment

CANMAT algorithm forsuboptimal responseto initial
antidepressant treatment

ASSESS FAGTOR STHA TCA N () LI CIGCY T O
i

&

« Adherence to reatm ent
« Other biologicaland psychosocial

factors If suboptimal dose,o r parial responseto wel- | corsoeraoons rercHomem g
olerted lower doseswihin the therapeutic ange CONSIDER ADDING PSYCHOTHERA P

- Pramn okinetc factors
pe—
e o inoeoment
() SWITGH CRADIUNGIIVE MEDCATION

Consder advantages anddr awbacks
for cach statogy

(Co3WITCH T ANOHERANTDEPRESSANT ADDANADUNCTIVE MEDICATICN o

Especially if th oro aro toler ability issuos Espocially ot sa ar tal mspo et
with th eini tial antidep ressant orno n- n tspreseintand el vel
respo nse( 20%t o the FIRST opt imized

antidepressant

@ COISDERADDING NERQHODUATIONTREATHENTSFORTRD

eof

ov

9/21/2026

Y

Lin

[ Treatment. | Complementary and Alernative Medicine (CAM)
Treatment

First Line St Jobn's wort for MDE of mild severity.

Second I Acupuncture for mild severity MDE.

SL Job's wort for moderate severity MDE.

Adjunctive scupunciure for moderate severity MDE.

Adjunctive L-meshodfolal, for mild-maderate severity
MDE.

Third Line Adjunctive S-adenosyl-L-methionine (SAM-¢) for mild ta
moderate severity MDE.

Dehydrocpiandrosterone (DHEA) for mild severity MDE

Omega-d fatly acids for mid severity MDE.

i
alalale| e|le| e e|lofd

Saflron, lavender, of roscroat for mild severity MDE.

@ree! Grewis Lol 4 Lewis

@neq SH,a al CanJ Pychiat y2@4
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Non-adherence
os.

2

tolera bility

+ Use fow est medications
possible

+ Adustdose freatment
to minimize side effects

+ Patient educaton

+ Choose drugs with betier +
+ Prolong treat ment

Inadequate
dose.

3

Increase dose

couse

Reasons Behind Lack of Remission

Patient isa
non-responder

2

+ Switch or add
thempy, depending
on clinic al sce na fio

There are several potential reasons why patients may not achieve remission: -+

Alternativeor Patient has
comarbid diagnosis  treatme nt-resistart
depression
- Corsidercommon  + Corsiderother
differential therapies e g. ECT,
diagn oses (e g. os ketamine)

ADHD, bipolar
dis ord e, substan e
abusa, pe rsonality
dis onder)

+ Treataccordingly

9/21/2026

In the patient-centred Early Op imized Treatment approach, treatment decisions are made eatlier, which can
substantially improve patients’ chances of a timely and long-lasting return to best possible functioning?+

Thank you

Quote from patient 26 yo female patient: Sept. 2025

"Priar to starting any medication far my mood, I realy thought it wasn'tthat bad.
I was rumirating mostof the time, canstanty fired and m oody, and feeling like

1 could burstinto tears at any second,
Since starting Trirtellix and Rexulti, my whole lfe has changed.
I feel better about myself and mable to let thingsgo more easily. | ddn't ealize that! was doirg Iife the hard way.

Treat-to-Target
Establish clear
goals & targets

Repe ated Asse ssments
(Every 2-4 weeks)

Track symptams over time
with repettion of
assessments

©@

Early Optimized Treatment and Urgency to Treat in MDD:
How to Implement This Strategy in My Clinical Practice

Guideline-Based Approach
Usetreatment guidelin es
and/or al gorithms

Ugency to Treat
Treat as sertively with a serse of urgency

Measure ne nt-Based Care
Useclinical scale s to ensure
objective symptom
assessment
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CLNICAL
PEARLS

3

The Early Opti

ized Treatment CANMAT based approach

to MDD man ag ement involves:

4

Using measurement-based care

Seeing patients ~2-3 weeks after reatment initiation to
optimize the antidepressant dose

Considering a therapy switch if <20% early improvement
(and first antidepressant used), as lack of ear

im provement >20% oorrelates with patients being unlikely
o achieve remission

Usirg adjundtive therapy if >25% im provement and no
remission can be effective, with dose optimization at
4-6 wee

Considering m edical P sychiatric comorbidities that can
complicate depression or explain non-response to therapy

9/21/2026
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