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Learning Objectives
• Review the updated CANMAT 2023/2024 guidelines for 

diagnosing and managing Major Depressive  Disorder 
(MDD), incl uding e videnc e-based treatment pathways.

• Understand and apply the princ iples of early 
optimi zed treatm ent and measurement-based care to 
improve functional outcomes and remission rates in 
MDD.

• Identify strategies for managing  inadequate response 
to initia l the rapy, including antidepre ssant switching, 
adjunctive treatments, psychotherapy, and 
ne uromodulation options.

1.  La m et al . Ca n J Psychi atr y .  201 6;61( 9) :5 10-523.  2. Heal t h C anada.  A  R epor t on Me ntal  I l lnesses in C anada.  O tt aw a, Can ada, 2002 . 3. Ha bert  et al.  Pr im  Car e Com pani on CN S D isor d.  2016; 18( 5) :10 .4088 /P CC. 15r 01926.

M DD is  a h ighl y p reva len t dis order and  a s er ious  pub lic  he alt h prob le m1,2

MDD Unme t Nee ds

of  Can adia ns will exp er ie nce  a ma jor dep re ssive 

ep isod e in  the ir life tim e1

Burden Stigma

Stigm a sur rou nd ing men tal illness es is 

pr eva lent  in s ociet y, a nd  p rese nt s a  la rg e 

barri er  to  t re atme nt2

Primary care practi tioners have the first opportuni ty to intercept and optimal ly treat 

depression earlier,  potential ly reducing the substantial morbidi ty, mortal ity,  and 
functional  impairment associated with MDD. 3

11.3%

5

Unme t Ne eds in the Treatme nt of MDD

1.  P att en SB.  Ca n J Psychi atr y .  200 6;51: 84 -90.  2 . Lecr ubi er Y.  J Cl in Psychi atr y .  200 7;68( Su ppl 2) :36 -41.  3.  Ca ssano P.  Ann  C li n P sychiat r y.  200 4;16( 1) :1 5-25.  4 . Lin EH . M ed Car e.  199 5;33( 1) :6 7-74.  5 . M asand  PS . Cl in  The r . 2003; 25( 8) :2289 -2304.  

6.  M cI ntyr e RS.  Ca n J Psychi atr y .  200 4;49( 3 Suppl  1): 10S -16S .  7.  Zaj ecka J.  J Cl in Psychi atr y .  201 3;75( 4) :4 07-414.

Untreated M DD

Up  to 

50%
of  case s1,2

Treatment fai lure

40–
60% 

of  case s5

Recurrence/relapse

Up  to 

80%
of  case s5

Subsequent episode

50% 

pr ob ability  

of  a 2 nd ep isod e5

80–90% 
pr ob ability  

of  a 3 rd ep isod e5

Non-adherence

Up  to 

70% 

of  case s o ver all3

60% 

stop antidepressant 
therapy befo re 

6 months4

28% 
of primar y car e patients 

stop antidepressant 

therapy at 1  month4

6

Residual symptoms are associated 
with risk of relapse and recurrence6,7
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Dia gnosing MDD With DSM -5-TR

Di agnost ic  and St at is t ical  M anual  o f Me ntal  D isor der s 5th edi ti on Text Re vis i on ( DS M -5-TR ).  Am eri can Psychi atr ic  Associ at ion,  2 022.

≥5 of the  follow ing symptoms:

De pre ssed  m ood

In som nia or 

hy per som nia

Feelin gs o f wo rth lessn ess , or  

ex cessiv e o r ina pp rop ria te g uilt

M ark edly dim inishe d

int ere st o r p leas ure

Psych om oto r a gita tion  

or  re tar da tion

Exec utive  

dy sfun ction

Weig ht or 

ap pe tite c han ge s

Fatig ue or 

los s of ene rg y

Re curr en t th oug hts  of dea th o r 

su icidal idea tion /att em pt

Sym pto ms pre sen t du rin g sa me  

2-we ek  pe ri od  an d r ep res ent  a change 

from prev ious  functi on ing

2 weeks

≥1  sym pto m mu st b e “d ep re sse d  moo d” or 

“marke dl y d imin ished /loss  of  in te re st  

o r ple asure” 

MDD can cause clinical ly signi ficant distress or impairment in social , occupational ,

or other important areas of functioning​

7

Wha t is this Concept of Early optimized treatment 

8

“Shorten ing the time between onset of depression and 
provid ing optimized treatment may result in better clin ica l 

outcomes, increasing the l ikel ihood of achieving  
ful l functiona l recovery from the depressive ep isode.”1

1.  H aber t et  al . Pr im  Car e Com pani on CN S D isor d .  201 6;18( 5) :1 0.408 8/PC C. 15r 01926.  2.  O luboka  et  al .  I nt J  N eur opsychopha rm acol .  201 8;21( 2) :1 28-144.  3. Tr ivedi  e t al.  Am  J P sychiat ry .  201 3 Jun; 170( 6) :63 3-41.  

Early Optimized 
Treatment in MDD:

Making Your 
First Shot

the Best Shot
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Apply ing the Urgency to Tre at Minds et in MDD

Implement

Apply

Understand the consequences of NOT using the Early Opti mized 

Treatment approach
Recognize

Adopt  a m indset  that ensures pati ents are treated as fast and as 

asserti vely as possibl e unt il treatment y ields posit ive results

Ensure pat ients do not remain on ineffective or poorly tolerated treatment , 

which may:
• De la y r eco ver y

• He ig hte n t he risk o f r esid ual symp tom s a nd  fun ction al d eficit s

• Ne gativ ely im pa ct p atie nt m ind set abo ut disea se and  tr eatm en t

Ha bert  et al.  Pr im  Car e Com pani on CN S Di sor d. 2016; 18( 5) :10 .4088 /PC C. 15r 01926.

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

10

Un tre ated  M DD ca n le ad to lo ss o f vo lu me  in var ious bra in r eg ions , inclu din g:

• Hipp oca mp us1-3

M ore  se ver e vo lum e lo ss with  a lo ng er dur atio n o f u ntr eate d d ep res sion 2-4

• Pre fro nta l cor tex 5

• Or bito fro nta l cor tex 6

• Sub gen ua l cing ulat e co rte x7

• Amy gda la8

Inadequate Treatme nt of MDD I s Associated With 
Neurogenerative Change s

MDD treatment is general ly associated with a reversal or reduction of changes to these brain regions 9

1.  Vi debech  P,  Ra vnk il de B.  Am  J P sychiat ry .  200 4;161 :1957 -1966.  2. M cKin non e t al.  J  Psychi atr y  Neur osc i .  200 9;34: 41 -54.  3 . M acQu een G , Fr odl  T.  M ol Psychi atr y .  2011; 16: 252 -264.  4. Shel ine  et  al .  Am  J P sychiat ry .  200 3;160 :1516 -1518.  5. Si  et  al.  Ne urop sychophar m acology.  

2004; 29( 11) :2 088-2096.  6. Scheu erecke r et  al . J Psychi atr y  N eur osc i.  201 0;35( 5) :3 11-320.  7. Dr evet s  et  al.  CN S Spect r . 2008; 13( 8) :66 3–681.  8. Ham i lt on et  al.  M ol Psychi atr y .  200 8;13( 11) : 993-1000.  9. Ol uboka et  al . I nt J  N eur opsychopha rm .  201 8;21( 2) :1 28-144.  
10.  G or ml ey et al.  J  Af f ect Di sord . 1999; 54: 49-54.  1 1. Okud a et  al.  Psychi at ry  Cl in Ne urosc i .  201 0;64: 268 -273.  12. Bukh et  al . J Af fect  D isor d .  201 3;145 :42 -48.  1 3. Ghi o et al .  J  Af fect  Diso rd .  201 4;152 -154: 45 -51.

Delaying effective treatment may reduce the li kelihood of asympto matic remission 

and functional  recovery,  and also increase the time to achieve remission.10-13

11

MD D Should be  Treated With a Greater Sense of U rgency

Prolonge d i llness 3,4 

• De la yed  sym pto m rem issio n

• Wor sen ed  fun ction al, socia l, an d e con om ic 

bu rd en of M DD

Re duce d l ike lihood of  fu tu re s uc ces s

 

M ultiple  co urs es o f tr eat me nt o ver  pr olo nge d p er io ds are  

as socia ted  with a p rog re ssive dec rea se in th e like lihoo d o f 

tr eat me nt s ucce ss5

Many patients with MDD receive inadequate treatment1,2

Subtherapeutic 
doses

Inadequate duration 
of treatment

Poor adherence

1.  K ennedy et al . Ca n J Psychi atr y .  2016; 61: 540 –560.  2. Robe rson et  al .  J Cl in Psychi atr y .  2016; 77: 359 -362.  3. McI nt yre  et  al .  Ca n J Psychi atr y .  2004; 49( suppl  1) : 10S –16S . 4. G rüt zner  e t al.  Psychi at ry  Res.  2019; 271: 343 –350.  5. Rush et  al . Am  J P sychiat ry .  2006; 163: 1905 –1917.  

6.  H aber t et  al . Pr im  Car e Com pani on CN S D isor d.  2016; 18( 5) :10 .4088 /P CC. 15r 01926.  7. Ol uboka et  al . I nt J  N eur opsychopha rm acol . 2018; 21( 2) :12 8-144.

Successful management of MDD necessitates development of a personalized treatment plan that allows 

individuals to achieve ful l functional recovery in the most effective and efficient manner.6,7

12
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Addres sing the Care Gaps in MDD

A more rapid,  
individualized 

approach to treating 
MDD creates more 

opportuni ties for full 

functional  recovery1 

1.  H aber t et  al . Pr im  Car e Com pani on CN S D isor d .  201 6;18( 5) :d oi: 10. 4088/ PCC .1 5r01 926. 2.  G hi o et  a l.  J Af fect  D isor d .  201 5;175 :224 -228.  3. Rom er a et al.  J Af fect  D isor d .  201 2:143 ;47 -55.  4 . Gor m ley et  al . J Af fect  D isor d .  199 9;54: 49 -54.

Clini cians 
conventionally 

use a 
“start low, go slow” 

approach1

However,  delay ing ini tial 
assessment may affect pat ient  

outcomes1-4 

• Low remission rates

• Failure to regain 
premorbid function

• High recurrence rates

13

Ada pted  f rom  DS M-5-TR . AP A, 2022 . * Ea rl y  di agnosi s  f oll owe d by r apid,  opti m al tr eat m ent.  
† 

Al phabet ica l orde r.

Ha bert  et al.  P ri m Car e Com pani on CN S Di sord.  201 6;18( 5) :1 0.408 8/P CC .15r 0192 6. Ol uboka et  al . I nt J  N eur opsychopha rm acol .  201 8;21( 2) :1 28-144.  Bli er  et  a l.  I nt J  Psychi atr y  C li n Pr act . 2019; 23( 1): 2 -13.  H aber t et  al . BM J Inno v.  202 0;6: 39 -43.

How Can Treatment Outcomes Be Maximized for Individuals with MDD?
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P sych om o to r a git a ti on  

or  r et ar da ti on  

D im i ni she d

ab il it y t o 

t hi nk/ co nce nt ra t e,  

i nde cis ive ne ss

We ig ht , ap pe ti t e cha nge

G ui lt / Fe el in g of  

w or t hl essn ess

S le ep di st ur ba nc e
A nhe do ni a

E arl y 

O pt i mi zed  

T re at me nt *

14
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CANMAT 2023 Guidelines for Major Depressive Disorder

CANMAT Depression Guidelines 2024
 

718 s tudies 

include d

5266 studies 

imported for 

screening

3725 studies 

screened

1098 full-te xt 

studies 

assessed fo r 

elig ibility

Prioritized meta-analyses & systematic reviews
Supplemented by large RCTs for recommendations

Literature Searches from 2015 to 2023 

Level of Evidence Ratin gs Line  of Tre atment Recommend atio ns

CANM AT Def initions for Level of Evidence 

and Line of Treatment

Level Evidence Criteria Line of Tr eatment Evidence Level

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 , in  pr ess . 18

CANMAT 2023 Update on Guidelines for Major Depressive Disorder
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What are important issues  for assessment and diagnosis?CANMAT 2023 Update on Guidelines for Major Depressive Disorder

1.

2. W hat are principles for depres sion management?

3.  How  are treatments  s elected?

4.  What i s the r ole of d igi tal h ealth  interventions?

5.  How  do  you monitor treatment?

6.  W hat d o you do wh en a patient i s better?

7. W hat d o you do wh en a patient i s not better ?

8. W hat n euromod ulat ion  treatmen ts are available ?

Primary Questions

8 primar y que stions repr esent ing a patient’s care jo urney fr om
assessment th rough treatment to  mainten ance

What are imp ortant issue s for  assessment and diagn osis?

What are important issues  for assessment and diagnosis?CANMAT 2023 Update on Guidelines for Major Depressive Disorder

1.

2. W hat are principles for depres sion management?

3.  How  are treatments  s elected?

4.  W hat i s the r ole of d igi tal h ealth  interventions?

5.  How  do  you monitor treatment?

6.  What d o you do wh en a patient i s better?

7. W hat d o you do wh en a patient i s not better ?

8. W hat n euromod ulat ion  treatmen ts are available ?

Primary Questions

8 primar y que stions repr esent ing a patient’s care jo urney fr om
assessment th rough treatment to  mainten ance

W hat are imp ortant is sue s for  assessment and diagn osis?

• Collaborative Decision Making is essential 

• Psychoeducation and self-management are inte gral to MDD 
management

• Psychoeduc ation re fers t o knowledge and informat ion about t he symptoms, 
coping strategies and treatment  opti ons for depression, 

• whereas se lf-management uses t echnique s (e .g.,  proble m-solving, li fe styl e 
changes, a nd behavioural a ctivat ion [BA]) t o empower pa tients t o actively 
manage the ir il lness and l ive  we ll

• Symptom remission remains a crucial clinical target for acute 
treatment, as substantial evidence supports a lower r isk of 
relapse in those who achieve remission compared with those 
who do not

• In contrast, failure to achieve remission is associated with 
continuing symptom burden and poor functional outcomes. 
Evidence supports symptomatic remission as a realistic goal of 
acute phase treatment for most patients both in psychiatric and 
primary care settings

  

21
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Risk Factors for Depression

Non-modi fiable

• Female sex and gender issues
• Early age of onset
• Family history
• Adverse childhood events / 

maltreatment
• Prior history of MDD, anxiety, 

mental health comorbidity
• Death of a spouse

Dynamic (modifiable)

• Chronic  physical disease
• Substance use disorders
• Insomnia, night work, later 

chronotype
• Bullying / Cyberbullying
• Stressful life events
• Job strain / Income inequality
• Lifestyle / Screen time

Principles of 
Clinical 
Assessment 
and 
Management 
of MDD

Lifestyle 
Interventions

in the 
Treatment of 
Depression

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. 
 

Second Line 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 

therapy for insomnia (CBT-I). 
 

Third Line Adjunctive healthy diet (varied diet with high content of 

fruit, vegetables, and fibre, and low content of saturated fat 

and carbohydrates). 

 

Adjunctive Mediterranean diet.  

Adjunctive sleep deprivation (wake therapy).  

Insufficient 

Evidence 

Probiotics. n/a 
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Primary Questions 

8 primary  questions representing a pat ient’s care journey from assessment through 
treatment to maintenance

1. Wh at are impor tant i ssues fo r assessment and d iagnos is?

2. Wh at are the p rinciples  for depression man ageme nt? 

3. How are treatmen ts select ed?

4. Wh at i s th e role o f digi tal health  in terventio ns?

5. How is  treatmen t monitored?

6. Wh at should b e don e w hen a patient i s b etter? 

7. Wh at should b e don e w hen a patient i s n ot b etter?

8. Wh en shou ld neuromo dulat ion treatments  be used?

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 . 27

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Considerations for selecting treatment(s) 

• Colla borative decision-mak ing

• Pa ti ents’ a ttitudes a nd preferences

• Informed awa reness of treatments

• Quality of  evi dence

• Avail abi lity  of  treatments

• Risk from delay  in trea tment initi ation

• Severi ty  of depression

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 . 28

How Do You Choose the Initial Treatment?

Considerations for selecting treatment(s) 

• Colla borative decision-mak ing

• Pa ti ents’ a ttitudes a nd preferences

• Informed awa reness of treatments

• Quality of  evi dence

• Avail abi lity  of  treatments

• Risk from delay  in trea tment initi ation

• Severi ty  of depression

1 Th ere  is stron ger evidence  for efficacy an d safe ty of 

pha rma cother apy a nd psych othe rapy co mpa red t o 
exer cise, com pleme ntar y and altern ative m edicine 

tre atme nts, an d digita l health  inter ventions . 

Th e level o f eviden ce re fers t o the  choice o f 
tre atme nt, no t to t he tr eatm ents th emselve s.

29

How Do You Choose the Initial Treatment?

Depressi on Severi ty Recommendations for I ni tia l Treatment 1

Mi ld, with low ri sk • Psyc hotherapy (preferred) or pharmac othera py
• Exercise, c erta in CAM treatments, guided DHIs ca n 

be considered a s monotherapies*

C AM ,  C om pl em e nt ar y an d A lt er na ti ve  M e di cin e;  DH I s,  d ig it al  hea lt h i nt er ve nt io ns;  EC T,  el ect r oc onv uls ive  th er ap y.

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 .

* Especially if prefer red by patients.
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Considerations for selecting treatment(s) 

• Colla borative decision-mak ing

• Pa ti ents’ a ttitudes a nd preferences

• Informed awa reness of treatments

• Quality of  evi dence

• Avail abi lity  of  treatments

• Risk from delay  in trea tment initi ation

• Severi ty  of depression

1 Th ere  is stron ger evidence  for efficacy an d safe ty of 

pha rma cother apy a nd psych othe rapy co mpa red t o 
exer cise, com pleme ntar y and altern ative m edicine 

tre atme nts, an d digita l health  inter ventions . 

Th e level o f eviden ce re fers t o the  choice o f 
tre atme nt, no t to t he tr eatm ents th emselve s.

30

How Do You Choose the Initial Treatment?

Depressi on Severi ty Recommendations for I ni tia l Treatment 1

Mi ld, with low ri sk • Psyc hotherapy (preferred) or pharmac othera py
• Exercise, c erta in CAM treatments, guided DHIs ca n 

be considered a s monotherapies*

Moderate to sev ere, 
with low-modera te  ri sk

• Pharmac othera py  or psychothera py  
(consider combination)

• Adj unctive trea tment wi th exerc ise, certa in CAM 
treatments,  DHIs*

C AM ,  C om pl em e nt ar y an d A lt er na ti ve  M e di cin e;  DH I s,  d ig it al  hea lt h i nt er ve nt io ns;  EC T,  el ect r oc onv uls ive  th er ap y.

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 , 

* Especially if prefer red by patients.

Considerations for selecting treatment(s) 

• Colla borative decision-mak ing

• Pa ti ents’ a ttitudes a nd preferences

• Informed awa reness of treatments

• Quality of  evi dence

• Avail abi lity  of  treatments

• Risk from delay  in trea tment initi ation

• Severi ty  of depression

1 Th ere  is stron ger evidence  for efficacy an d safe ty of 

pha rma cother apy a nd psych othe rapy co mpa red t o 
exer cise, com pleme ntar y and altern ative m edicine 

tre atme nts, an d digita l health  inter ventions . 

Th e level o f eviden ce re fers t o the  choice o f 
tre atme nt, no t to t he tr eatm ents th emselve s.

31

How Do You Choose the Initial Treatment?

Depressi on Severi ty Recommendations for I ni tia l Treatment 1

Mi ld, with low ri sk • Psyc hotherapy (preferred) or pharmac othera py
• Exercise, c erta in CAM treatments, guided DHIs ca n 

be considered a s monotherapies*

Moderate to sev ere, 
with low-modera te  ri sk

• Pharmac othera py  or psychothera py  
(consider combination)

• Adj unctive trea tment wi th exerc ise, certa in CAM 
treatments,  DHIs*

Severe or high risk • Wi thout psychotic sy mptoms:  use sequential  
pha rma cotherapy-psy chothera py

• Wi th psyc hotic  symptoms:  use  combination 
antidepressa nt + antipsychotic

• For very severe or life-threa tening si tuations, 
consider E CT

C AM ,  C om pl em e nt ar y an d A lt er na ti ve  M e di cin e;  DH I s,  d ig it al  hea lt h i nt er ve nt io ns;  EC T,  el ect r oc onv uls ive  th er ap y.

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 , 

* Especially if prefer red by patients.

Psychotherapy can be recommended alone 
for mild-to-moderate depression, or in 
conjunction with medication for moderate and 
severe depression.1

Various forms of psychotherapy for 
depression exist. The first-line options are 
described below:9

• Cogni tive-behavioural therapy (CBT): focuses on 
identi fy ing negative cognit ions and behaviours, 
subst itut ing more realisti c thinking and promot ing 
behavioural act ivat ion. Usually 12 to 16 weekly 
sessions.

• In terp er so nal th erapy: focuses on identif y ing and 
dealing with interpersonal  conflicts and problem s.  
Usuall y 14 to 16 weekl y sessi ons.

• Behaviou ral activation: focuses on increas ing and 
reinforci ng activ iti es,  scheduling and monitori ng,  and 
problem solv ing. Usually  s ix to eight weekly sessions.

Psychotherapy
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La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 , 33

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Recommendations 

for M edic ation 
Treatments

• Cit alopr am ( SSR I)
• Escitalop ram  (SSRI)
• Fluoxet ine ( SSR I)

• Fluvoxam ine (SSR I)

• Par oxetine  (SSRI)
• Ser tr aline (SSR I)

• D esve nlafaxine ( SNR I)
• D uloxeti ne (SNRI)
• Levom ilnacip ran ( SNRI)
• Ven lafaxine ( SNR I)
• Bu pro pion ( ND RI )

• M irt azap ine (2-adr ener gic & 
5-H T2 ant agonis t)

• V ilazo don e (m ult imo dal)
• Vo rt ioxe tine  (m ultim oda l)
• A gomelat ine* ( MT 1 & M T2 agon ist ; 

5-H T2 ant agonis t)
• M ianserin * (2-adr ener gic & 

5-H T2 ant agonis t)

• M ilnacipr an* (SNRI )

• A mitr ipt yline, clom ipram ine, 
no rt ript yline, ot her s ( TCA s)

• M oclobem ide ( rever sib le inhib itor  
M AO-A )

• Trazodo ne (SR I; 5-H T2 ant agonis t)

• Quet iapine  (DA , 5-H T, α1  & α2 
ant agonis t;  NR I)

• D extr om eth orp han-bu pro pion * 

(NM D A an tagon ist; SNR I; NDR I)
• Nefazodo ne* (SR I, 5-H T2 

ant agonis t)

• Selegilin e tr ansder mal* 

(ir rever s ible inh ibito r M AO -B)

• Ph enelz ine* ( irr evers ible  
inh ibito r M AO)

• Tran ylcyp rom ine
• Reb oxetin e* (NRI)

Line
nd
Line

rd
Line

st

1

All ag en ts h ave Lev el 1 evide nce         

*  Not  ava ilable  in Cana da . 

Re d i nd ica te s new  since  20 16.

M T, m elatonin; 5 -HT, s erotonin; 

M AO, m onoam ine oxidase; ND RI, 

noradrenal ine and dopam ine reuptake 

inhib i tor; N MD A, N-m ethy l-D-aspartate 

rec eptor; SNR I, s erotonin and 
noradrenal ine reuptak e inh ib i tor; SRI, 

s er oton in reuptak e inh ib ito r; SSR I, 

s elec tiv e serotonin reuptak e inh ib i tor; 

TCA, tric yc l ic  agent.

2 3

Slide du plicated at :

An tide p res sa nt Da ily  do se 1 M ec h an ism
Le v el  

o f ev id e n ce

C it alo pra m 2 0-4 0 m g S SR I

E sci ta lo p ram 1 0-2 0 m g S SR I

F lu o xe tin e 2 0-6 0 m g S SR I

F lu vo xa m in e 1 00 -3 00  mg S SR I

P aro xe tin e 2 0-5 0 m g S SR I

S ertra l in e 5 0-2 00  mg S SR I

De sve n la fax ine 5 0-1 00  mg S SR I

Du lo x etin e 6 0-1 20  mg S SR I

Le vo m iln ac ipra n * 4 0-1 20  mg S SR I

Ven lafa xin e-X R 7 5-2 25  mg S SR I

B up ro p io n 1 50 -4 50  mg 2 NDR I

M itraz ap in e 3 0-6 0 m g α2 a nta go n ist; 5 -HT 2 a nta go n is t

Vi la zo d on e * 2 0-4 0 m g S RI; 5-HT 1A ag o nist

Vo rtio x etin e 1 0-2 0 m g
S RI; 5-HT 1A, 5-HT 1B  ag o nist; 

5-HT 1D, 5-HT 3A, 5-HT 7 a nta go n is t

Ago m ela tin e# 2 5-5 0 m g
M T1 , MT 2  a go n ist; 

5-HT 2 a nta go n is t

M ian se rin # 3 0-9 0 m g α2 a nta go n ist; 5 -HT 2 a nta go n is t

M iln ac ipra n# 5 0-2 00  mg S NRI

CANMAT 2023 Recommendations: Antidepressants

34 5-HT: 5-hydroxy try ptamine receptor; α2 =alpha-2 adrenergic receptor; MT: m elatonin receptor; NDRI: norepinephrine-dopamine reuptake inhibi tor; SNRI: serotonin-norepinephrine reuptake  inhibi tor; SRI: serotonin 
reuptake inhibi tor; SSRI: se lective  s ero ton in  reuptak e inh ib i to r
Lam RW, et a l . Can J Psy chiatry  2024;0(0). doi :10.1177/07067437241245384

Le ve l 1 

# Not av ai lab le  in  Ca na da .

1Do se ran g es ar e tak en  fr om  p ro du ct mo n og rap hs ; in cl ini ca l  

ca re, do se s be low a nd  a b ov e the  ran ge  may  be  u se d.

2Dai ly do se s ab ov e 3 00  m g sh o uld b e giv en  in  d ivide d  d os es.

B y co nv en tion , th e  o rd er of re co mm en da tion s within  e ac h 
l in e  o f t rea tme nt i s li ste d fi rst by  a va ila bi l ity  in  C a na da , th en  

b y class , an d  th e n b y alph ab e tic al  ord er. 

* Star red  i te ms ind ica te ch an ge s sinc e CANM AT 20 1 6 

gu ide l in es , b ase d  o n  u pd a ted  e vid en ce .

Summary Recommendations for A ntidepressant s: First  Line

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 . 35

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Algorithm f or selecting 

an antidepressant

Selection of an antidepressant depends  on: 

• Efficacy
• Tolerability
• Concomitant medications
• Clinical presentation
• Past medication history
• Cost
• Patient preference 
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L am  RW , Ke n ne d y SH, et a l. Ca n  J  Ps yc h ia try  2 02 4

1 Ef f ica cy r ef er s  t o  r es po ns e r at es  i n m et a-an alyse s ; 2 Acc ept abi li t y  r ef er s  t o  al l-cau se d iscon t inu at io n ra te s  i n m et a-an alyse s ; 3 O th er  To le ra bil i ty  r ef er s  t o  s i de ef fe ct s  ot h er  t han  sed at io n,  w ei ght  gain , and  se xual  d ys fu nct io n.  
4 I ndi cat es  re com m en ded m oni t or i ng fo r  pr o lon gat io n of  Q Tc in te rv al ;  5 I ndi cat es  re com m en ded m oni t or i ng of  l iv er  f un cti on  t est s ;  6 Cl ear  squar e s  i ndi cat e neu tr al  r a ti ngs  and  d o n ot  i m pl y i nt er m ed ia te  f avou r abi li t y r at in gs .

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24
37

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Fir st-l ine Antidepre ssants: 
Co nsen su s C ompar ative  
Ra tings

Base d o n e vide nce  fro m var ied 

so urc es an d ex per t co nse nsu s

38

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Fir st-l ine Antidepre ssants: 
Co nsen su s C ompar ative  
Ra tings

Base d o n e vide nce  fro m var ied 

so urc es an d ex per t co nse nsu s

1
 Ef f ica cy r ef er s  t o  r es po ns e r at es  i n m et a-an alys e s ; 

2
 Acc ept abi li t y  r ef er s  t o  al l-cau s e d is con t inu at io n ra te s  i n m et a-an alys e s ; 

3
 O th er  To le ra bil i ty  r ef er s  t o  s i de ef fe ct s  ot h er  t han  s ed at io n,  w ei ght  gain , and  s e xual  d ys fu nct io n.  

4 I ndi cat es  re com m en ded m oni t or i ng fo r  pr o lon gat io n of  Q Tc in te rv al ;  5 I ndi cat es  re com m en ded m oni t or i ng of  l iv er  f un cti on  t est s ;  6 Cl ear  squar e s  i ndi cat e neu tr al  r a ti ngs  and  d o n ot  i m pl y i nt er m ed ia te  f avou r abi li t y r at in gs .

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 .

For most adults with MDD, the choice of the first antidepressant is based 
on the balance of efficacy and tolerabil ity.1 
The table to the right summarizes efficacy and tolerabi lity for the first-line 
antidepressants.1

Per the CANMAT guidel ines, agomelatine, escitalopram, and vortioxetine 
showed advantages over other antidepressants when considering both 
efficacy and acceptability.1
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Nausea    Somnolence

Greater than 20%

• Citalopram             
• Paroxetine
• Desvenlafaxine
• Fluoxetine
• Milnacipram)*

• Sertraline 
• Venlafaxine XR* 
• Vilazodone
• Vortioxetine
• Duloxetine

Less than 20%

(>30% *)

• Agome latine
• Bupropion
• Escitalopram (15 %)

Greater than 20%

• Fluvoxamine
• Paroxetine

• Ago melatine
• Bu propion XL
• Desvenlafaxin e

• Escitalopram
• Vilazodon e 
• Vor tioxetin e

Less than 10%

Primary Questions 

8 primary  questions representing a pat ient’s care journey from assessment through 
treatment to maintenance

1. Wh at are impor tant i ssues fo r assessment and d iagnos is?

2. Wh at are the p rinciples  for depression man ageme nt? 

3. How are tr eatments selected ?

4. Wh at i s th e role o f digi tal health  in terventio ns?

5. How is treatment  mon itor ed?

6. Wh at should b e don e w hen a patient i s b etter? 

7. Wh at should b e don e w hen a patient i s n ot b etter?

8. Wh en shou ld neuromo dulat ion treatments  be used?

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 , 40

Slide  du plica ted at :

Measurement-Based Care in MDD: General Pr inciples

• Use of routine outcome measurements and feedback to support  clinical decisions

• Measurement-based care (MBC) has been demonstrated to improve medication adherence and 
outcomes, especially in the pharmacological treatment of MDD

Three components:

• The use of scales for MBC is  s imilar to the use of laboratory tests in that the results  must be 
considered within the context of clinical assessment and care

41

Regularly using validated 
outcome scales during 

patient encounters

Reviewing the scale  scores 
with patients

Using the scales alongside 
clinical assessment to 
support collaborative 

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

PRISMA methodology

Literature search of databases to July 1, 2020

Comprehensive search terms

7 studies i dentif ied

(5 in English literature,  2 i n Chinese)

Only pharmacotherapy studies were identi fied

Zhu M  et a l , J  Cl in Ps yc h ia try  2021; 82:21r14034

Tools to Monitor Course of  Treatment

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 ,. 43

CANMAT 2023 Update on Guidelines for Major Depressive Disorder
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Interpretation of Self-rated scales

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 o ut me dical co ndition s that p rese nt w ith  dep ress ive symptoms

Othe r basel ine tests  (blood , imaging, ECG) shou ld only be co nsidered  i f history
or phys ical examin atio n indicates  clinical  su spicion

No routine lab tests  are  recommend ed t o mon itor  antidep ressant t reatment,
excep t in specific si tuatio ns (e.g.,  LFTs  in  l iver disease, electrolyt es in elde rly
patients , blo odw ork d urin g l ithium t reatment)

Metab olic monitoring (w eight , glucose, lipid  pro file s) i s recommended
because w eight gain is  common in  dep ress io n (as a s ymp tom, a med ication
side effe ct,  o r bo th).

CB C, com plet e blo od cou nt;

TSH , thyr oid s tim ulat ing hor mo ne;

LFTs, liver  fun ct ion t ests .

L am  RW , Ke n ne d y SH , e t a l. Ca n  J Psyc h ia try  2 02 4

SUMMARY

Use MB C routinely to guide dec ision-making

Incorporate MBC tools (paper-pencil, mobile, internet)

Incorporate MBC in EMR

Integrate M BC into pathway s  (stepped, stratified, collaborative care)

Laboratory or imaging tests should  be ordered case -by-case

MBC should include basic metabolic monitoring
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CANMAT 2023 Update on Guidelines for Major Depressive Disorder

.

.

.

.

L am  RW , Ke n ne d y SH , e t a l. Ca n  J Psyc h ia try  2 02 4

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

1. W ho s hou ld be treated for d epres sion?

2. W hat are principles for depres sion management?

3.  How  do  you select  the in itial t reatment?

4.  W hat i s the r ole of d igi tal h ealth  interventions?

5.  How  do  you monitor treatment?

6. What do you do wh en a pa tien t is better ?

7. Wh at do you d o w hen a patient i s not b etter?

8. W hat n euromod ulat ion  treatmen ts are available ?

Primary Questions

8 primar y que stions repr esent ing a patient’s care jo urney fr om
assessment th rough treatment to  mainten ance

Slide du plicated at:

When a person achieves remission

▪ 2

 Confirm Remission using M BC

 Continue Psycho/Pharmaco- therapy for 6-12 months after achieving remission

 If history of previous relapses/ recurrences suggest- maintain treatment for 2 years 

or longer

 Taper medication gradually

 Psychological therapies may be initiated during taper of medication

 Reinforce lifestyle interventions as part of daily  routine
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Who needs longer duration of MaintenanceTherapy (2 Years +)

• History of Childhood maltreatment 
• Residual symptoms 

• Higher number of previous episodes 
• Comorbid anxiety 

Major Risk Fa ctor s

• Early  age of onset 

• Longer duration of  depressive episodes 

• Greater severity of depressive episodes 

Other Risk Fa ctor s 

Managing Discontinuat ion Symptoms by Antidepressant 

Hig h Risk

• Desvenlafaxine
• Paroxetine
• Venlafaxine 

Moderate risk  

• Citalopram
• Duloxetine

• Escitalopram
• Fluvoxamine

• Levomilnacipran

• Milnacipran
• Sertraline

• Vilazodone

• TCAs
• MAOIs

Low Ri sk

• Bupropion
• Mirtazapine 

Mi nimal/No Risk

• Agomelatine
• Fluoxetine
• Vortioxetine 

Lam RW, Kennedy SH , et al. Can J Psychiatry 2024

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

Primary Questions 

8 primary  questions representing a pat ient’s care journey from assessment through 
treatment to maintenance

1. Wh at are impor tant i ssues fo r assessment and d iagnos is?

2. Wh at are the p rinciples  for depression man ageme nt? 

3. How are tr eatments selected ?

4. Wh at i s th e role o f digi tal health  in terventio ns?

5. How is  treatmen t monitored?

6. Wh at should b e don e w hen a patient i s b etter? 

7. What shou ld  be don e when  a p atien t is not better ?

8. Wh en shou ld neuromo dulat ion treatments  be used?

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 53
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Poor Response to Initial Treatment

• Wr ong d iagn osis 

• Older age, female sex, greater sever ity , 
youn ger age of o nse t

• Psychiatric com orbidities

• Med ical co morb iditie s

• Obe sity

• Sub stance u se

• Acu te o r chron ic stressors

• Poo r ad heren ce
• Ph armaco genetic variab il ity 

Patient Fac tors

• Dose is too high /low

• Duration  is  to o shor t

• Adher ence is spo radic

• Sid e effects are into lerab le;

Medication Factors

Slide du plicated at:

If improvement (a 20% or greater reduction in scores on a symptom rating scale) 
is not seen by 4 weeks, there is a low likelihood of response or remission 

at 8 to 12 weeks.1

• Higher risk of relapse

• More rapid relapse

• Increased rate of recurrence

• Shorter course of well intervals

• Fewer symptom-free weeks

• Increased risk of suicide

Costs

• Medical, psychiatric, emergency care

• More psychiatric hospitalizations

• Increased welfare or disability 
insurance benefits

• Associated work impairment

55

Importance of Recognizing Inadequate Response Quickly

Adap ted  from :
1. Lam RW, et a l . Ca n J P sych ia try 20 24 ; 1-47; do i:10.1177/07067437241245384; 2. Cu lpep pe r L et al .  Am J Me d. 20 15 ; 12 8(9A):S 1-15

Consequences of Not Achieving Remission of Depression2

Disease Course

Antidepre ssant Dose Optimization in M DD

Op ti mi zin g t he  an t ide pres sa nt  do se  is  es sen ti al f or  s uc ce ss i n t reat in g M DD 1

1.  M anni ng JS . J  Cl in Psychi atr y.  201 0;71( suppl  1 ): 10 -15.  2 . Rush et  al . Up ToDat e.  U nipo lar  m aj or depr ess i on i n adult s :  C hoosin g i nit ial  t r eat ment .  A vail able f rom : ht tps: / /w ww .upt odat e. com/ cont ent s/uni pol ar-m ajor -depr ess i on-in -adul ts -choosi ng-in it ial -

t reat m ent ?topi cRe f=17 21&sour ce=see _li nk.  

What does dose optimization mean in MDD treatment?

Optimization means using medications that patients can tolerate 

at doses sufficient for achieving remission and recovery1,2

Most antidepressants have starting doses that are lower than the average dose requi red for 

full response. Th us,  the target dose is reached over time, and an optimized dose is achieved 
when therapeutic efficacy and patient tolerance are balanced.1

56



9/21/2026

19

CANMAT Recommendations for Inadequate Response/Poor Tolerability  to Treatment

No te:  I n cases of inad equat e r esponse , alw ays recon sider  t he dia gnosis  and th e pr esence  of  com or bi d m ent al heal th condi ti ons.

CA NM AT , Cana dian Ne tw ork fo r M ood a nd A nxiet y  Tre atm ent .
Ada pted  f rom  Lam  et  al,  C AN MA T, 2024 

Ea rly impr ovement (>20% after 2–4 weeks)?YES 

Optimize dose 

Monitor at o ptimized dose 

Optimize dose 

Good tolerability?

NO

1. 

Optimization

• Early  impro ve me nt , de fine d a s > 20–30 % re duc tion  fro m base line  in a  de pre ssio n r ating  sca le a fter  2 to 4  we eks,  

co rre lat ed  wi th  re sp o ns e an d  remiss io n a t 6  t o 1 2 w eek s

• T he la ck of  ea rly  imp ro ve men t at  2 t o 4  wee ks is a lso a p re di cto r  of  la ter  a nt id ep re ss an t n on resp o ns e/

n on-remis sio n

Why is it so important to have early improvement?

Initiate or change antidepr essant treatment

57

Slide du plicated at:

58

When initiating first 
adjunct treatment, 
follow up within 2-4 
weeks to assess 
progress using 
measurement-based 
care

Consider switching or 
adjunct treatment* if 
lack of 
improvement(to f irst 
AD) or tolerability 
concerns

• Re-assess diagnosis

• Consider comorbidities

• Ensure optimal doses

•  Non-pharmacological 
interventions

• Check adherence

Inadequate Response: Considerations before Switching

Switching vs Adjunctive Treatment ?
Advantages  of switching  monothe rapies. 

Advantages of adding an adjunctive agent

1) No additive side effects

2) No increased costs of treatment
3) No drug-drug interactions    

4) Avoids reduced adherence to multiple agents 

1) Maintain gains generated by the first agent

2) Avoid a delay in response with immediate ‘add-on’

3) Avoid discontinuat ion symptoms 

4) Potential benefit  of complementary mechanisms of act ion

5) Address symptoms targeted by adjunctive agent 
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Switching vs Adjunctive Treatment ?
Advantages  of switching  monothe rapies. 

Advantages of adding an adjunctive agent

1) No additive side effects
2) No increased costs of treatment
3) No drug-drug interactions    
4) Avoids reduced adherence to mult iple agents 

1) Keep gains generated by the f irst agent

2) Avoid a delay in response with immediate ‘add-on’

3) Avoid discontinuation symptoms 

4) Potential f or complementary mechanisms of action

5) Address symptoms targeted by  adjunctive agent 

New Evidence for M edication Strategies for Poor Initial Antidepressant Response

Dose-Respo nse

• Higher  than  min imal therapeu tic do ses  are mo re effect ive bu t less wel l-tolerated 

• There is  l ittle  evide nce that high doses of antidepressants  ( especially SSRIs ) le ad  to 
better  response (except ions  of note are Ve nlafaxine, Sertral ine and Vortioxe tine)

Switchin g antidep ressants

• RC Ts  sh ow that switching th e antidepre ssan t doe s n ot lead to  better  response

• Response rates  diminish  with e ach success ive switch

R C T,  r a ndo m iz ed co nt r ol led  tr i al

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 , in  pr ess . 61

CANMAT 2023 Update on Guidelines for Major Depressive Disorder

LoE, Level of Evidence

M edication Stra tegies for  Difficult to  Trea t Dep ress io n (DTD) 

(po or re sp on se to  initial AD)

• Consi der:  Re-evaluate diag nosis, c o-morbidities (ADH D, substance abuse, anxi ety) 

      and tolerance/adherence ………….

• O ptim ize – one dose increa se usua lly adequate (notable  exceptions sertral ine, venl afa xine)

• Swi tc h – for non-response (one switch): evidenc e l imited and ty pica lly for lac k of  tol erabil ity 

• Add Adjunctiv e/augmentation agents - Consi der earl ier  (grea ter effi cac y and short er t ime  to 

      response/ remissi on)

• Stop: Medica ti ons that hav e uncerta in benefi t (e .g ., sl eep meds,  OTC meds)  

• (Consider Psyc hotherapy  or Neuromodula tion)

La m  RW , K enn ed y SH ,  e t al .  C an  J P syc hia t ry  20 24 62

CANMAT 2023 Update on Guidelines for Major Depressive Disorder
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Choosing Be tween Switching and Adjunctive Trea tment 

• F irst ant id ep res san t tr ial

• Po orly to lerat ed  si de  ef fec ts  to  th e ini tia l an ti de pres sa nt

• < 25% i mp rov emen t to  th e i nit ial  an tid e pres san t*

• M ore  tim e t o wa it fo r a  re spon se 

(le ss se ver e, less f unc tion al im pair me nt)†

• Patie nt pre fer s to  switc h to  an oth er ant idep re ssan t

CONSIDER AN ADJUNCT WHEN:+

• ≥2  an ti de pres san t tr ial s

• In iti al a nt idepre ss an t is  we ll t ol erate d

• > 25% i mprov ement to  the i nit ial  an tide pres san t

• Spe cific r esid ual symp tom s o r s ide e ffe cts to  th e in itial 
an tide pr essa nt t hat  can  be  tar ge ted

• Le ss tim e to w ait fo r a  re spo nse  

(m or e s eve re,  mo re  fun ction al im pa irm ent )†

• Patie nt pre fer s to  ad d o n a not her  m edic ation

*  T he evi den ce f or t he ef f icacy  of  sw it ch in g ant i dep ressant s  is  i ncon s is t en t.  Met a-an al yses  sh ow  t h at  sw i tc hi ng t o anot h er a nt id epressa nt  i s  not  sup erio r t o con ti nu i ng

t he sam e one  an d t here app ears  t o b e di m in ish in g resp onserat es  f or ant i dep ressant  m on ot herap y beyo nd t he f irst  sw i t ch

CA NM AT , Cana dian Ne tw ork fo r M ood a nd A nxiet y  Tre atm ent .

Lam  et al,  CAN MA T 2023.

How can I apply measurement-based care approaches when 
considering switching or adding on therapy?

CONSIDER A SWITCH WHEN:

63

CANMAT 2023 

• Sug ges t on ly on e s witch bef ore  m oving  to  ad junc t

• Whe n s witchin g, con sider  AD with  diff ere nt MOA*

*exp ert  con sen sus as e vide nce  no t sup po rt

Follow-up after 2–4 weeks of treatment initiation:

• F ailur e t o a chiev e th is at  2–4 week s 

str on gly su gg ests a n eed  to  ad ju st  th e 

tre atme nt  pl an  

• Co nside r increa sing  dose  (i f not  

o pt imized )

or  

Swit ch in g AD   (i f f irst A D) o r  no t 

to le ra te d

• Co ns id er  ad ju nc tiv e a ge nt  if  no n-

resp o ns e a nd  f aile d 2 t ria ls 

• M ain ta in dose  if p atie nt c ont inue s to  

im pro ve

• Opti mi ze dose to  ma ximu m tole rat ed 

• Cons ider add-on (a dju nct t her ap y) 

on ce dose  is o ptim ized  

an d/o r 

at  clinica l disc ret ion

>25% 
PHQ-9 score reduction 

and remission 

(PHQ-9 score <5)

• M ain ta in cu rre nt the rap y 

an d as se ss re cu rren ce  r isk  

• Arr an ge a dd ition al as se ssme nt s f or  

resi dual symptoms, side e ff ect s, 

an d  ad he ren ce

• M aint ain c urr en t th era py for  

6–9 mo nth s AFTER  re mis sion (if f irst 

ep isod e)

<25% 
PHQ-9 score reduction

(non-responder)

PH Q,  Pat ient  H eal th Qu esti onnai re.

Lam   et  al .  Ca n J Psychi atr y .  202 3
.

Follow-Up Visit – Rec ipe for Success: 
An Example Using the PHQ-9

>25% 
PHQ-9 score reduction 

but not at remission 

(PHQ-9 score >5)

64
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Recommendations for Adjunctive Medications 
Recomm end ation Adju nctive  Agen t Level o f 

Eviden ce

Target  Do se

First Line Aripipr azo le 2-10 mg (new lower dose range)

Brexpip razo le 1-2 mg

Second Line Qu etiap in e 100-300 mg

Bup rop io n 150 – 300 mg 

Intr anasal Esketam in e 56-84 mg i ntra na sally

IV Racemic Ke tamine 0.5-1.0 mg /kg intra venously

Ca ripraz ine 1.5-3 mg

Rispe rid on e 1-3 mg 

Olan zap in e 2.5-10 mg 

Lit hium 
600-1200 mg (thera peutic serum level:  0. 5-0.8 
mmol /L ) 

M ir taza pine 30-60 mg 

M od afin il 100-400 mg 

Triio do thyr on in e 25-50 mcg 

Ag en ts  in  re d  a re  n e w re co m me n d atio n s sin ce  the  2 01 6  gu id el in es
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CANMAT First-line 
Recommendations for Adjunctive 
Medications for DTD

66

A djunct ive ag ent  Target  d ose *

Ar ip ip ra zo le 2–15 m g

Brexp ip ra zole  0.5–2 m g

Ind icated as adjunct  t o 
antidepress ants for adult M DD 
pat ients with inadequate 
res ponse to prior 
antidepress ant treatments

DT D=d iffic u lt-to-tre at d ep re ss io n

*D os e ra ng es  are  tak en  from  pro d uc t mo n og ra ph s ; in c lin ica l c a re, d os es  be low  a n d a bo ve  the  ran ge  ma y b e u se d .

L am  RW , et al. Ca n  J Psyc h ia try. 20 24 ;6 9(9 ):64 1-6 87 . 
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Adjunctive 
aripiprazole 
Adjunctive aripiprazole was observed to be 
efficacious in routine clinical practice, for reducing 
scores on assessment scales including both 
Hamilton Anxiety Rating scale (HAMA)  and 
Hamilton Depression Rating scale (HAMD)

Adjunctive 
brexpiprazole 
Adjunctive brexpiprazole is efficacious in reducing 
core depressive symptoms, and appetite, as well 
as improving functioning, in patients with MDD and 
anxious distress who have inadequate response to 
first-line antidepressants

Efficacy of 
Adjunctive 
Treatment

L ee  SH, et a l. Clinic al Psyc h o ph a rma c olo gy  a n d 
Ne u ros cie nc e  2 0 24 ;22 (2 ):3 7 0-3 75 . ; Mc In tyre  RS , e t al.  J 
Clin Psy ch o ph a rma c ol . 20 24 ;4 4(2 ):13 3-1 40 . Th a se  ME , 
e t a l. NDT . 20 18 ;Vo lu m e 1 5:3 7-4 5; Mc Inty re RS, e t a l.  
Jo urn a l o f Affe ctive  Dis o rde rs. 20 16 ;2 01 :1 16-1 23 . 

Recommendations for Adjunctive Medications 
Recomm end ation Adju nctive  Agen t Level o f 

Eviden ce

Target  Do se

Third Line TCA’s Various

Lamo trigin e 100-300 mg

Ot her  mo no th erap ie s for 

M DD
Various

Rele ase rs  (stim ulant s) Various

No n-IV racem ic ke tamine Various

Pr amipexo le 1-4 mg

Zipra sido ne 20-80 mg BID

Th ird  Line in 

Su bgro up s

Estrad io l (on ly du ring 

pe rimen op ause)
2 mg

L-M ethy l Folate (esp ecia lly 

wit h MTH FR mut atio n)*
15-30 mg BID
*associated with homocysteinuria

Exp erimen tal Psyched elic-Assiste d Ther apy
Modera te to high doses  acc om pa nied 

with psy chothera py

No t Recom men ded Ca nn abis Lac k of  effi cacy;  
potenti al harm Not Applica bl e

Ag en ts  in  re d  a re  n e w re co m me n d atio n s sin ce  the  2 01 6  gu id el in es
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Anxiety Symptoms Post hoc Analysis: 
Definition of Anxious Distress

● The DSM-5 ‘with anxious distress’ speci fier defines anxious distress as the presence of at least two out 
of five l isted symptoms during the majority of days of a  major depressive episode1

● This post hoc analysis used proxies for the DSM-5 speci fiers to determine the presence or absence of 
anxious distress at baseline (i.e., randomization)2 
– No  pr oxy c ould  be  fou nd  for  ‘F eelin g th at the  ind ividua l m ight  lose  con tro l of him self or her self ’,  me an ing tha t pa tien ts we re 

cla ssified  as hav ing anxio us distr ess if th ey m et crite ria  for  at  leas t two  ou t of  fou r s ymp tom s ( ra the r th an two out  of five 

sym pto ms )2 
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N o pr ox y cou ld  b e fo un d fo r  t he  D S M-5 cr i te r ion  “F ee li ng  t ha t t he  i nd ivi du al  m i gh t l ose  co nt r ol  o f h im se lf  or  her se lf . ”

D SM -5,  D ia gno st ic  a nd S ta t ist i cal  M a nu al  o f M en t al D is or de rs , F if t h Ed it io n ;  H A M-D , H am i lt o n De pr es sio n R at in g Sc al e;  I D S-S R,  I nve nt or y of  De pr ess ive  Sym p t om at ol og y,  S el f -R ep or t;  M A DR S , M o nt gom e r y-Å sbe rg  D ep re ssi on  R at i ng S cal e;  

S TA R *D,  Se qu enc ed T re at m en t A lt er na t ive s to  R e li eve  D e pr ess ion .   

1. A PA .  D S M-5,  20 13

2. T has e et  a l.  N eu ro psy chi at r D is T re at 20 19 ;1 5: 37 – 45

DSM-5 speci fier Proxy used in the post hoc analysis

Feeling keyed up or tense MADRS item 3 (inner tension) score of ≥3

Feeling unusually restless IDS-SR item 24 (feeling restless) score of ≥2

Dif ficulty concentrating because of worry MADRS item 6 (concent ration diff iculties) score of ≥3

Fear that something awful may happen HAM-D item 10 (psychic anxiety) score of ≥3

Feeling that the indiv idual might lose control of himself or hersel f No proxy could be found
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Anxie ty symptoms post hoc analysis: 

Cha nge in MADRS total score – all p atie nt su bgrou ps
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*p<0.05, **p<0.01, *** p<0.001 vers us p lac ebo; M MR M

Res pons e defined as  ≥50% reduc tion from basel ine in  M ADR S tota l  sc ore

Anx ious d istres s and anx ious depres s ion status m easured at bas el ine

 
Thase et al . Neurops y chiatr Dis  Trea t 2019;15;37–45.

The m axim um approv ed dos e of brexpipraz ole  for MD D in C anada is  2 m g/day . N o addi tional  benefi t was demons tr ated at doses  greater than 2 m g/day .
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Acute TEAEs in pooled short -term trials (Pyxis, Pola ris, Sir ius, 

Delphinus)

n  (%)
ADT + p lac eb o

(n  =  81 9)

ADT  + b re xp ip ra zol e 

(n  =  10 32)

At  least one  TEAE 399 (48. 7) 595 (57. 7)

Discontinuation due to TEAE 5 (0.6) 23 (2.2)

TEAEs occurring in ≤5 % of patient s in either treatment group

Akathisia 21 (2.6) 83 (8.0)

Headache 49 (6.0) 60 (5.8)

Weight increased 13 (1.6) 60 (5.8)

Other TEAEs of in teres t 

So mnole nce 10 (1.2) 50 (4.8)

Restlessness 6 (0.7) 41 (4.0)

Fatigue 11 (1.3) 29 (2.8)

Insomnia 17 (2.1) 29 (2.8)

An xiety 10 (1.2) 24 (2.3)

Se dation 4 (0.5) 2 (0.2)

Safety population; presented for brexpiprazole 1–3 mg

AD T = antidepress ant trea tm ent; TEAE = treatm ent-em ergent adv erse event

Thase e t al .  Ex pert O pin Pharmac otherapy 2019; DO I 10.1080/14656566.2019.1638913 

Brex piprazole dose 1–3 mg/day

The m axim um approv ed dos e of brexpipraz ole  for MD D in C anada is  2 m g/day . N o addi tional  benefi t was demons tr ated at doses  greater than 2 m g/day . 
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Conclusion (anxious distress)1

● In patients with anxious distress at baseline,  adjunctive brexpiprazole showed greater improvements than 

adjunctive placebo across various MADRS items

● In patients with anxious distress at baseline,  adjunctive brexpiprazole showed greater improvement in 

functioning than adjunctive placebo (SDS Mean, SDS social  l ife,  and SDS family l ife)

● Im provements with adjunct ive brexpiprazole were generall y larger in pati ents with anxious di stress than in those without 

anxious distress

● Adjunctive brexpiprazole improved anxious dist ress versus adjunctive placebo, as shown by a reduced likelihood of 

pat ients st ill having anxious distress af ter 6 weeks of  treatment 
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A DT =a nt id ep re ssa nt  t r ea tm e nt ;  M A DR S =M o nt go m er y–Å sbe rg  D ep re ssi on  R at i ng S cal e;  M D D =m aj or  de pr ess ive  dis or de r;  S DS = Sh eeh an D i sab il it y Sc al e

1. M cI nt yr e e t al .  J C l in P sych op har m a col  20 24 ;4 4( 2) : 133 –14 0

• Adjunctive brexpiprazole is efficacious in  reducing core depressive symptoms, sleep, and appetite, and 
improving functioning, in patients wi th MDD and anxious distress who have inadequate response to ADTs

• Furthermore, adjunctive brexpiprazole reduces the likelihood of patients meeting anxious distress criteria  
following treatment

CANMAT algorithm for suboptimal response to initial 
antidepressant treatment

CANM AT , Ca n ad ia n Ne two rk for Mo o d  a n d Anx ie ty Diso rd e rs.
 Ad ap te d fro m La m  RW  e t al. Can  J Ps yc hia try 20 2 4;6 9 :6 4 1-8 7. 
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ASSESS F ACT OR S T HA T CA N 
INT ERF ERE WIT H T REATM EN T 
RESPO NSE

Fa ilu re t o a chi eve r es po nse  or  
R em iss ion  re mi ssio n 

OPTIMIZE DOS E

SWITCH OR  A DJ UNCTIV E MEDICATION

CONSIDER ADDING PSYCHOTHERA PY

SWITCH TO ANOTHER  A NTIDEPR ESSANT ADD A N ADJUNCTIVE MEDICATION

CONSIDER ADDING NEUR OMODULATION TR EATMENTS FOR  TR D

If suboptimal dose, o r partial response to well-
tolerated lower doses within the therapeutic range

• Psychiatr icand medical comorbidit ies
• Adherence to treatm ent
• Other biologicaland psychosocial 

factors
• Pharm acokinetic factors

Consider  advantages and dr awbacks
for each strategy

Especially if th ere are toler ability issues 
with th e ini tial antidep ressant or  no n-

respo nse ( <20% ) t o the FIRST opt imized 
ant idepressant  

Especially if th ere is a par tial respo nse t o 
initia l an tidepr essan t and it is wel l 

tole rated

These are generally considered after  on e of the swit ch or  adjunct ive medication options

Consider  psychotherapy earlier rather
than later in treatment  

P
C

Lam  RW, Kennedy  SH, et a l. Can J  Psy c hiatr y 2024
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Rea sons Behind Lack of Remission

AD HD , at tent io n-def ic i t/ hyper act iv i ty  disor der ;  EC T,  el ect ro -convul s ive t hera py. 

1.  M anagi ng depr ess ion  i n pr i mar y care:  achiev i ng rem i ss ion. Pr im  Car e Com pani on J C li n P sychiat r y.  200 6;8( 2) :88 -97.  2 . Kenned y et  a l.  Ca n J Psychi atr y .  201 6;61( 9) :5 40–560.  3. Habe rt  e t al.  Pr im  Car e Com pani on CN S D isor d .  201 6;18( 5) :1 0.408 8/PC C. 15r 01926 .  
4.  O lub oka et  al.  I nt J  N eur opsychopha rm acol .  201 8;21( 2) :1 28-144.

In the patient-centred Early Op timized Treatment approach,  treatment decisions are made earl ier, which can 

substantially improve patients’ chances of a timely and long-lasting return to best possible functioning3,4

There are several  potential  reasons why patients may not achieve remission:1-4

Non-adherence  

is sues 

Inadequa te  

dos e

Pat ien t is a  

non-responder

Alt erna tiv e o r  

comorb id  di agnosis

Pat ien t ha s 

tre atme nt-resi sta nt  

d ep re ssi on

• Ch oose  dr ug s with  be tter  

to lera bility

• Use  few est med icat ions 

po ssible

• Adju st d ose /tre atm en t 

to  min imize  side  ef fect s

• Patie nt edu cat io n

• In cre ase dos e 

• Pro long  tr eat me nt 

co urs e

• Switch  or  ad d 

th era py, d ep end ing 

on  clinic al sce na rio

• Co nside r c om mo n 

diff ere ntia l 

dia gn oses  (e .g.,  

ADHD, bipo lar  

dis ord er, sub stan ce 

ab use , pe rso na lity 

dis ord er )

• Tr ea t ac cor ding ly

• Co nside r o the r 

th era pie s (e .g.,  ECT, 

es keta min e)
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Quote from patient 26  yo female pa tient : Sept. 2025   

"Prior to s tart ing any medication for my mood, I  really  thought  it  wasn’t that  bad.  

I was rumi nating most of  the t ime,  constantly tired and m oody, and feeling like 

I could burst into tears at any second. 

Since starting Trintel lix and Rexul ti, my whole lif e has changed. 

I feel better about myself and I’ m able to let things go more easily. I didn’t realize that I  was doing life the hard way. ”

Thank you 

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

*  E arl y  diagno s is  fol low ed by  r api d, opt im al  t rea tm ent .

Ha bert  et al.  Pr im  Car e Com pani on CN S D isor d .  201 6;18( 5) :1 0.408 8/P CC .15r 0192 6. Ol uboka et  al . I nt J  N eur opsychopha rm acol .  201 8;21( 2) :1 28-144.  Bli er  et  a l.  I nt J  P sychiat r y  C li n P ra ct.  201 9;23( 1) :2 -13.  H aber t et  al . BM J Inno v.  202 0;6: 39 -43.  

Early 

Optimized 
Treatment*

Guideline-Based Approach
Use treatment gu idelines 
and/or algorithms 

Measurement-Based Care
Use clinical scales to ensure 
objective symptom 
assessment

Treat-to-Target
Establish clear 

goals & targets

Repeated Assessments
(Every 2-4 weeks)

Track symptoms over t ime 

with repetit ion of 
assessments

Urgency to Treat

Treat assertively  with a sense of urgency
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Clinical Pearls 

The Early Optimized Treatment CANMAT based approach  

to M DD man ag ement involves:

1. Usi ng measurem ent-based care 

2. S eei ng patients ~2-3 weeks after treatm ent  i ni tiat ion to 

optim ize the antidepressant dose

3. Considering a therapy switch if  <20% early improvement 

(and fi rs t antidepressant used), as lack of early 

im provement ≥20% correlates with patients being unlikely 
to achieve remi ssion

4. Usi ng adjunct ive therapy if  >25% im provement and no 

remissi on can be effect ive, wi th dose opt imization at 
4-6 weeks 

5. Considering m edical /Psychiat ric  comorbidit ies that can 

complicate depression or explai n non-response to therapy


