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saiAsk
SSRI: fluoxetine, sertraline, paroxetine, citalopram, escitalopram, fluvoxamine
SNRI: venlafaxine, desvenlafaxine, duloxetine, levomilnacipran
TCA: amitriptyline, nortriptyline, imipramine, desipramine, clomipramine, doxepin, trimipramine, protriptyline, amoxapine
Tetracyclic: maprotiline ‘mirtazapine _bals ki jltetracyclic o spharmacologically NaSSA
Atypical/other: bupropion, mirtazapine, trazodone, nefazodone
Serotonin modulators: vortioxetine, vilazodone
MAOI: phenelzine, tranylcypromine, isocarboxazid, selegiline patch

Newer: dextromethorphan/bupropion <esketamine



SSRI — J sal

SERT inhibition 4 ¥ sserotonergic neurotransmission

B2 J3) LAMDD () fasal YA 5 5l

&L nausea «Gl symptoms <insomnia/somnolence <sweating <tremor <sexual dysfunction
a¢=: serotonin syndrome <hyponatremia/SIADH <bleeding risk <activation/mania

Paroxetine discontinuation ¢l s yiinfluoxetine <ile 4half-life JieS Y sh



Fluoxetine

Mechanism: SSRI ¢half-life s =Y shnorfluoxetine

& 54 20 mg/day Y sexe £20-60 2 _» fformulations b80

FDA: MDD <OCD <bulimia nervosa ¢<panic disorder <PMDD L ¢tolanzapine <! xbipolar depression sTRD
Pearls: activating ¢discontinuation ¢Sinteraction tail &Y sk

u=_l se: nausea <insomnia <activation ¢<sexual dysfunction

Interactions: CYP2D6 inhibitor ¢{MAOI ‘washout Y sh



Sertraline

Mechanism: SSRI ¢interaction aS Ui

g 54 25-50 W2 ¢50-200 mg/day

FDA: MDD «OCD ¢<panic disorder <PTSD ¢social anxiety disorder <PMDD
Pearls: 2zl)) 4y Rcardiac disease ¢25 mg 3Gl sensitivity

u=a_lse: diarrhea/Gl upset <sexual dysfunction <tremor <insomnia
Interactions: MAOI/serotonergic drugs



Paroxetine

Mechanism: SSRI ¢CYP2D6 inhibitor Ui ¢sedating

& 5581 10-20 ¥ sexa Sla 10 £20-50 mg/day

FDA: MDD <OCD ¢<panic disorder «<SAD <«GAD <PTSD «PMDD 4:4iwformulation
Pearls: discontinuation <weight gain santicholinergic burden

u=a_l se: sedation <weight gain «sexual dysfunction «dry mouth

Interactions: CYP2D6 ¢{MAOI ¢pregnancy considerations



Citalopram

Mechanism: SSRI

& 9 20 e £20-403kdls 50 ¢/ (i Y sera 52 120
FDA: MDD

Pearl: QTc dose-dependent
o= s=: nausea ¢sexual dysfunction «QTc prolongation

Interactions: QT-prolonging drugs <electrolyte abnormalities <MAOI



Escitalopram

Mechanism: S-enantiomer citalopram ¢SSRI

g 94 5-10 Sl 2 £10-20

FDA: MDD «GAD

Pearls: ¥sexa so3luwell tolerated

u=a_l se: nausea ¢«sexual dysfunction <insomnia/somnolence

Interactions: serotonergic drugs ¢QTc s 3l 8 )



Fluvoxamine

Mechanism: SSRI ¢CYP1A2/2C19 inhibitor

& 5% 50 W2 ¢100-300

FDA US: OCD

Pearls: ! »MDD _2US indication ¢2_lxinteraction burden Yu
u=a_l se: nausea ¢«sedation/insomnia ¢sexual dysfunction

Interactions: clozapine <theophylline ¢35 sl 5,2 SMAOI



4ulsaSSR L

Fluoxetine: long half-life + activation + CYP2D6
Sertraline: Gl effects + interaction »S Ui

Paroxetine: discontinuation + weight + anticholinergic
Citalopram: QTc

Escitalopram: sealuwell tolerated

Fluvoxamine: OCD + interaction burden



SNRI — J sl

SERT + NET inhibition ¢‘component noradrenergic (! % Ldose yius »
N lisMDD Lanxiety/fatigue ¢duloxetine _2pain

nausea ¢sweating «dry mouth «constipation ssexual dysfunction
BP/HR L U= sad4venlafaxine

Discontinuation u=_s<=s4wvenlafaxine



Venlafaxine

Mechanism: SNRI

g 90437.5-75 S 2 ¢75-225 mg/day

FDA: MDD ¢<GAD <SAD ¢panic disorder

Pearls: BP ¢24d Cultaper age

u=a_l se: nausea «sweating «sexual dysfunction «BP increase

Interactions: MAOI ¢<serotonergic drugs



Desvenlafaxine

Mechanism: SNRI ¢active metabolite venlafaxine

s & sostarget J sexs: 50 mg/day A _» ¢labels 1100

FDA: MDD

Pearls: 50 mg —&ltarget ¢renal dosing

u=a_l se: nausea «sweating «sexual dysfunction «BP increase

Interactions: renal impairment ¢serotonergic drugs



Duloxetine

Mechanism: SNRI + descending pain inhibition

& 5530 Y sexs ¢60 > tindications 1120

FDA: MDD «GAD «diabetic peripheral neuropathic pain «fibromyalgia <chronic musculoskeletal pain
Pearls: depression + pain ¢liver disease/age IS (& is Co_juaa

u=_lse: nausea «dry mouth <constipation <sweating

Interactions: CYP1A2/2D6 ¢liver disease ¢discontinuation



Levomilnacipran

Mechanism: SNRI MNET—predominant

£ 9520 stitrate W2 ¢40-120

FDA: MDD

Pearls: _ <l (Swsfatigue/low energy 254 claa

w=a_l se: tachycardia <BP increase <sweating <nausea <constipation

Interactions: renal dosing ¢{MAOI/serotonergic drugs



Bupropion

Mechanism: NDRI ¢direct serotonergic action 2_)i

& 55150 Y sexs ¢300 > _» ‘formulations 450

FDA: MDD _seasonal affective disorder ¢smoking cessation s2,51 % ,3SR indication 418l
Pearls: sexual dysfunction/weight gain ¢_«Sactivating

u=a_lse: insomnia <tremor «dry mouth <anxiety ¢seizure dose-related

Contraindications/interactions: seizure disorder <eating disorders <MAOI ¢CYP2D6



Mirtazapine

Mechanism: NaSSA ¢a2 antagonism + 5-HT2/5-HT3 antagonism ¢H1 blockade
g 5915 mg (Al ¢2d15-45

FDA: MDD oYL )5 0

Pearls: sedation + appetite/weight increase ¢15 mg _ sl s> Y sara

u=a_l s somnolence <appetite/weight gain «dry mouth ¢rare neutropenia

Interactions: MAOI ¢CNS depressants



Vortioxetine

Mechanism: SERT inhibition + multiple 5-HT receptor modulation
& 9510 Lle 2 ¢10-20

FDA: MDD

Pearl: nausea &L

o= s=: nausea <headache «dizziness <sexual dysfunction

Interactions: CYP2D6 ¢strong inhibitors ¢serotonergic drugs



Vilazodone

Mechanism: SSRI + 5-HT1A partial agonist

& 5910 mg/day S0 ¢ L20-40

FDA: MDD

Pearl: pge 136 L8 jina

o= se: diarrhea <nausea <vomiting <insomnia
Interactions: CYP3A4 ¢MAOI/serotonergic drugs



Trazodone

Mechanism: SARI ¢5-HT2A antagonism + weak SERT inhibition ¢tH1/al blockade
MDD: Jse=sg 54150 mg/day _2divided doses ¢‘outpatient 150-300

FDA: MDD

Pearl: low-dose insomnia off-label ¢priapism ag<

u=_l s somnolence <orthostasis «dizziness «dry mouth <priapism

Interactions: MAOI ¢QT ¢serotonergic drugs



Nefazodone

Mechanism: SARI ¢5-HT2 antagonism + monoamine reuptake inhibition
& 55100 mg BID Y sexe £200-400/day

FDA: MDD

Pearl: &le 435350 3 pachepatotoxicity

o= s=: sedation «dizziness <hypotension <liver injury

Interactions: CYP3A4 inhibitor ¢liver disease ¢contraindicated combinations



Dextromethorphan/Bupropion

Mechanism: NMDA antagonist + sigma-1 agonism ¢bupropion exposure 2 < Yu
& 504 1 tablet/day ¥ sexs Luss «BID Jilas ¢2/day

FDA: MDD oYWS )3 0

Pearls: newer mechanism tinteraction review s =

u=a_l se: dizziness <headache <nausea <somnolence «dry mouth

Interactions: MAOI <CYP2D6 «<seizure/BP/serotonin syndrome «mania/psychosis



Tetracyclicls

FDA Jsx saTricyclic/Tetracyclic smaprotiline Bsl a1 stetracyclic 1o Jsaa o sla sl 4y stricyclic 2iS e (8 s,
Maprotiline: tetracyclic + NET-predominant ¢seizure risk a¢=
Amoxapine: cyclic antidepressant Lmetabolite J=édopamine-blocking sxirdik ttetracyclic alie (5 » 2

Mirtazapine: tetracyclic chemical structure 2sNaSSA pharmacology



Maprotiline

Mechanism: tetracyclic ¢predominantly NET inhibition

& 5 125-75 a2 ¢75-150 U o ailia $225

Indication: historically depression ¢ s« ¢US availability 2 s3se s/ a8
Pearl: seizure risk dose-related

o= s=: sedation <anticholinergic <weight gain ¢seizures «<cardiac toxicity

Interactions: MAOI ¢seizure risk toverdose



Amoxapine

Mechanism: cyclic antidepressant ¢metabolite L J=édopamine blockade
=238 51 5920 50 mg TID Y sase ¢ 5 »5200-300/day

Indication: MDD/major depressive illness _labeling 26

Pearl: EPS/TD sseizure risk

u=a_l se: sedation <anticholinergic <EPS ¢<seizures <orthostasis

Interactions: MAOI ¢antipsychotic interactions ¢cardiac/seizure risk



Mirtazapine — classification

B Jlchemical structure <l slasls jlea
_Bi Jlelinical pharmacology: NaSSA
oY ) 38 & jle s “tetracyclic structure / NaSSA pharmacology”

FDA =58 )2, latypical antidepressants s 23S« s ygdindication (IMDD <l (YW 30 50



TCA — J sl

SERT + NET inhibition ¢tertiary amines Sbmserotonergic s »sedating/anticholinergic_s

Secondary amines Ji«nortriptyline/desipramine ;\SMNET—predominant

H1 - sedation/weight tM1 = anticholinergic ¢al - orthostasis

Overdose: sodium-channel blockade <«QRS widening <ventricular arrhythmia <hypotension <seizures

J3suicide risk i J ol Jad Y gaza YU



Amitriptyline

Tertiary TCA ¢SERT+NET + H1/M1/al blockade
& 5 525-50 (il ¢i75-150 U ¢300 lie ,3/labels
FDA: MDD _»labeling sl ¢pain uses off-label

Pearl: _lusedating/anticholinergic

o=l se: sedation <weight gain «dry mouth <constipation <orthostasis ¢<cardiac toxicity



Nortriptyline

Secondary TCA ¢NET>SERT

& 9525 Sl 2 ¢50-150

FDA: MDD

Pearl: _Ssedating/anticholinergic {TDM —ulic 3 )) 50 3
u=a_lse: dry mouth <constipation <orthostasis <arrhythmia
Interactions: CYP2D6 ¢tMAOI



Imipramine

Tertiary TCA

g 5525-50 (ke 2 £100-200 U ¢300

FDA: MDD ¢enuresis nocturna _formulation/label =
Pearl: ¢ ise 5 cadenuresis 48l )50

u=a_l se: anticholinergic <sedation <orthostasis <cardiac toxicity



Desipramine

Secondary TCA ¢NET-predominant

& 9 525-50 e 2 ¢100-200 Y ¢300

FDA: MDD _»labeling

Pearl: iﬁeu—'*activating

u=a_l se: anticholinergic <arrhythmia <orthostasis
Interactions: CYP2D6 inhibitors ¢tMAOI



Clomipramine

TCA LSERT potency Yu

& 9425 Sl ;2 ¢100-250 Sl €250

FDA: OCD

Pearl: L2 Jise JwsOCD ¢TCA toxicity pee

u=a_l se: anticholinergic <sedation <weight gain ¢seizures «sexual dysfunction

Interactions: MAOI ¢serotonergic drugs ¢CYP2D6



Doxepin

Tertiary TCA ¢H1 blockade ¢ 5

& 9 25-75 Sle 1 ¢75-300

FDA: MDD _formulation antidepressant ¢low-dose insomnia indication 4&las
Pearl: _lwusedating

w=_l se: sedation <anticholinergic <weight gain

Interactions: MAOI ¢CNS depressants



Trimipramine

Tertiary TCA ¢receptor blockade prominent
& 5 850-75 ke 2 £150-300

FDA: MDD

Pearl: 2 s oaldin) yiaSos )5 sl

u=a_l se: sedation <anticholinergic <orthostasis <cardiac toxicity



Protriptyline

Secondary TCA ¢NET-predominant
& 9515 Sle 2 ¢60—100 B ¢150
FDA: MDD

Pearl: iﬁeu—'*activating

u=_l se: insomnia <agitation <tachycardia <anticholinergic <cardiac toxicity



TCA — 4uleq

Tertiary: amitriptyline <imipramine <clomipramine <doxepin <trimipramine - sedation/anticholinergic iy
Secondary: nortriptyline <desipramine ¢<protriptyline - NET-predominant

olaile: anticholinergic burden <orthostasis sfalls

Overdose: 4«aTCAs SU i o @l



MAOI — J gl

Phenelzine <tranylcypromine <isocarboxazid: irreversible nonselective MAOI
Selegiline patch: dose-dependent interaction profile

Hypertensive crisis Ltyramine/sympathomimetics

Serotonin syndrome Lserotonergic drugs

Washout _3switching ¢s_s=fluoxetine <le 4shalf-life ool age (S sk



Phenelzine

Irreversible nonselective MAOI

g 5515 mg TID S ¢45-90/day

FDA: MDD

Pearl: L depression astis/atypical 23 i3 2l 55 o«

u=a_l se: orthostasis <weight gain <insomnia/somnolence <sexual dysfunction

Interactions: tyramine <sympathomimetics <serotonergic drugs <meperidine



Tranylcypromine

Irreversible nonselective MAOI

¢ 5510 mg BID % _» ¢30-60/day

FDA: MDD

Pearl: activating ¢insomnia a¢=

u=a_lse: insomnia «agitation <orthostasis <hypertensive crisis

Interactions: tyramine <sympathomimetics ¢<serotonergic drugs



Isocarboxazid

Irreversible nonselective MAOI

¢ 5510 mg BID % » ¢40-60/day

FDA: MDD

Pearl: <@ ypaqaS s )5 !

o=l se: orthostasis <insomnia <weight gain

Interactions: tyramine <serotonergic/sympathomimetic drugs



Selegiline transdermal

MAOI patch

& 5456 mg/24h %1 ¢6-12 mg/24h

FDA: MDD

Pearl: dietary interaction %6 mg ¢l Gglaia VL sl j 53 Llabel wl g5 3831
u=a_l se: application-site reaction <insomnia <orthostasis

Interactions: serotonergic drugs <sympathomimetics ¢washout



Tyramine sMAOI

JesMAQO »25,/ 38> catecholamine surge
Hypertensive crisis: severe headache <palpitations <diaphoresis <chest pain <neurologic symptoms
slalieagged/fermented/high-tyramine ssympathomimetics lage

FDA s Jityramine sdecongestants 313 aSt



FDA indications — az_ 44

Fluoxetine: MDD/OCD/bulimia/panic/PMDD ¢+ olanzapine <! xbipolar depression/TRD
Sertraline: MDD/OCD/panic/PTSD/SAD/PMDD

Paroxetine: MDD/OCD/panic/SAD/GAD/PTSD/PMDD <4: 4iwformulation

Citalopram: MDD ¢Escitalopram: MDD/GAD ¢Fluvoxamine: OCD

Venlafaxine XR: MDD/GAD/SAD/panic ¢Duloxetine: MDD/GAD + pain
Desvenlafaxine/Levomilnacipran: MDD

Bupropion: MDD/SAD ¢Mirtazapine/Vortioxetine/Vilazodone: MDD
Trazodone/Nefazodone: MDD ¢Clomipramine: OCD ¢MAOI/Selegiline: MDD



bl cliSilphenotype

Insomnia + poor appetite/weight loss - mirtazapine

Fatigue/hypersomnia + sexual dysfunction concern = bupropion _Slcontraindication 2,
MDD + neuropathic/musculoskeletal pain = duloxetine

OCD - SSRI Ldose ¢—lisclomipramine caulic 3 ) s 2

SSRI sexual dysfunction = switch/dose adjustment Lbupropion augmentation «ulic Hjlen )
Cardiac risk = avoid/limit TCA ¢citalopram QTc

High overdose risk - safer agents



Discontinuation syndrome

Paroxetine svenlafaxine W p yiage

Symptoms: dizziness <electric shocks «flu-like feeling <insomnia ¢irritability <anxiety
Fluoxetine e 4shalf-life JSuia  5ieS ¥ sana (Y 5ha

Relapse ) I_withdrawal Ltiming ssymptom pattern a2 3l sl

Taper W) ndrug <dose ¢<duration Jlex



Serotonin syndrome

Mental-status change + autonomic instability + neuromuscular hyperactivity

Clonus shyperreflexia pge Lo
Ol _naie: SSRI/SNRI/MAOI <clomipramine <trazodone ¢linezolid > _» <opioids sdextromethorphan

253 )l e 3 9 el se adadsupportive/critical care



QTc soverdose

Citalopram: QTc dose-dependent
TCAs: sodium-channel blockade - QRS widening sventricular arrhythmia
TCA overdose: life-threatening ¢sodium bicarbonate ¢ (w cardiotoxicity

Electrolytes sQT-prolonging drugs 28 ) » )



Sexual dysfunction

SSRI/SNRI: decreased libido «delayed orgasm <erectile/ejaculatory dysfunction
Paroxetine Y sexsburden 2, s i
Bupropion Y sexssexual/weight profile 3,12 5y slaa

Ole2: dose adjustment «switch Laugmentation Jlen (sbal »



Weight sappetite

Weight gain i%&w: mirtazapine <paroxetine «_kww sTCAS
Bupropion ’\J;mweight-neutral Lweight-lowering tendency

Baseline BMI «<metabolic risk spatient preference ilage laisl s



Switching

Direct switch «cross-taper Ltaper-and-switch s_la 53 40 4%
MAOI transitions i iwashout (382

Fluoxetine <le 4half-life Cusdifin Y sk
Paroxetine/venlafaxine taper xa) s3 o yiaiual

Interaction + withdrawal + relapse risk wsiuw Gl yea |



Adequate trial

Diagnosis <adherence «dose sduration ) in ! treatment failure 258 Sw b
Partial response Lno response <l & sldia
Symptom targets: mood <anhedonia ¢sleep <anxiety «function <suicidality

as yXfailure: bipolarity <substances «<medical causes sadherence S ow ) »o b))



:. u
w >
%

¢ 54 Ol J#: diagnosis <bipolarity <suicide risk <medical comorbidity smedication reconciliation
g s ) ama/ il H): activation <suicidality <adverse effects sresponse
SNRI: BP/HR ¢mirtazapine: weight ¢cardiac-risk drugs: ECG/electrolytes o«t! »risk

Ohiddla: hyponatremia «falls <anticholinergic burden



&y SIMDD

1) 2.MDD 3R/O bipolarity/secondary causes

2) symptom profile scomorbidity

3) bl ililefficacy + safety + preference

4) s s <follow-up

5) partial response = optimization/augmentation

6) no response = switch

7) treatment resistance - 5 o=x333 S jbstrategies evidence-based



Summary

Fluoxetine = long half-life + activation

Paroxetine = discontinuation + weight + anticholinergic
Citalopram = QTc

Sertraline = interaction »S Ui

Fluvoxamine = OCD + interactions

Venlafaxine = BP + discontinuation

Duloxetine = depression + pain

Bupropion = NDRI + seizure risk

Mirtazapine = H1/a2/5-HT2/5-HT3 + appetite/sleep
Clomipramine = OCD + TCA toxicity

TCAs = anticholinergic + cardiac/overdose toxicity

MAOI = tyramine + washout



THE END.



