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Prescribing a Psychotropic Agent
After Diagnostic Assessment

Choose a medication based on FDA approval

Family or personal hx of response
Adverse effects vs. key symptoms
Starting dose

Monitor side effects & clinical response
Adjust dose if needed




Pharmacological treatment of Depression in Adults

Pharmacological Treatment of

Depression in Adults

FIRST LINE
pram, Fluoxetine or Sertraline

SECOMND LIME
Alternative SSRI or Venlafaxine or Mirtazapine

THIRD LINE
™ line agent (see above)
Consider vortioxetine* or other options [MAOI, TCA)

Alternative 2

sider a combination of two different
antidepr
Consider augmentation with an antipsychotic or lithium
with appropriate phys

Patients under 18 ypears
Fluoxetineg i t ecarmemended firs
ireatsrent in pa
licensed for the treatrment of moderate
depression fram 8 years vards, See section

Irmapramineg, nortriptyline and sertral
considerad safest in breastfesadi e 2 £ EERON
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NHS

Weorking in partnership:

Hertfordshire Partnership University NHS Foundation Trust
East and North Hertfordshire Clinical Commissioning Group
Herts Valleys Clinical Commissioning Group

Guidelines on Choice and Selection of Antidepressants for the

Management of Depression




Guidelines

Pharmacological treatment recommendations for the unipolar depressive disorder

Guideline organization First line medication

APA

American Psychiatric Association S, SRS, MITAEFE[RINS, o propIe

CANMAT SSRIs, SNRIs, Mirtazapine, bupropion,
Canadian Network for Mood and vortioxetine
Anxiety Treatments

TMAP SSRIs, SNRIs, Mirtazapine, bupropion
The Texas Medication Algorithm Project

RANZCP
Royal Australian and New Zealand
College of Psychiatrists clinical
practice guidelines for mood disorders

SSRIs, Mirtazapine, bupropion



Table 1 Recommendations for Switd'llng A0T

[nitial Treatment Trst Intention
S5R1 =  DDulexenne

. =  Escitalopram

Tricyclic ADT = Duloxetine

alaniagonist®

* Switching from an ol -snagonist 10 anather ane B nab recomims nded



* Duloxetine hydrochloride (DUL) is an antidepressant
included in the pharmacological class of
serotonin—norepinephrine reuptake inhibitors
approved for the treatment of major depressive
disorder, generalized anxiety disorder, diabetic
peripheral neuropathic pain, fibromyalgia, and
chronic musculoskeletal pain.



duloxetine

Figure 7-31. Duloxetine. Duloxetine inhibits reuptake of both
serotonin (SRI) and norepinephrine (NRI). Its noradrenergic actions
may contribute to efficacy for painful physical symptoms. Duloxetine
is also an inhibitor of CYP 2Dé.



SNEI Action

Figure 7-33. SNRI actions. In this figure, the dual actions of the serotonin-norepinephrine reuptake inhibitors (SMAL) are shown, Both the
serctonin reuptake inhibitor (SR portion of the SNRI molecule (left panel) and the norepinephrine reuptake inhibitor (MRI) portion of the
5MRI molecule {right panel) are inserted into their respective reuptake pumps. Consequently, both pumps are blocked, and the drug mediates
an antidepressant affect



* Since DUL is extensively metabolized by the
liver, any degree of hepatic insufficiency is a
contraindication to treatment.



 The drug is generally safe and well tolerated
across all approved indications in adults at doses
ranging from 60 to 120 mg/day.

* The most commonly reported adverse reactions
(5% and at least twice the incidence of placebo
patients) were nausea, dry mouth, somnolence,
constipation, decreased appetite, and
hyperhidrosis, which occurred mainly in the early
stages of the assumption and disappeared after
the first weeks of treatment.



* |n the longerterm therapy (for at least 6
months to 1 year), frequent treatment
emergent adverse events observed in adult
patients were palpitations, blurred vision,
vertigo, weight gain/loss, chills/rigors, and
pruritus.



* Regarding cardiovascular safety, a
pooled analysis of clinical trials on MDD
showed that DUL had modest effects on heart
rate and blood pressure and no clinically
meaningful effect on electrocardiogram (ECG)
profiles; the cardiovascular effects of DUL
were comparable with other antidepressants



* Overall, DUL is considered to be relatively safe
in the case of overdose, but the possibility of
fatal outcomes increases with concomitant
assumption of multiple drugs.

 Symptoms of DUL overdose are somnolence,
hypotension or hypertension, vomiting,
tachycardia, syncope, serotonin syndrome,
seizures, and coma.



* Duloxetine has not been recommended as a
routine first-line acute treatment for major
depression.
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Antidepressants:
Ranking of Side Effects

Class Drug

Citalopram

Escitalopram

Fluoxetine

Fluvoxamine

Paroxetine

Sertraline

SMRI Duloxetine

Venlafaxine

Desvenlafaxine

Others Bupropion

Mirtazapine

o-9% [ 10-29% [ | mﬁgn e *Based on unadjusted rates from Product Monographs



Table 3 Recommendations for clinical dimensions of major depresive disorder

Dimension First Intention Second Intention
With marked anhedonia S5R! or SNRI a2-antagonist or agomelatine
With marked psychomator refardation SNRL SS5RI Tricydlic or a2 antagonists
With marked sleep disturbances SSRI or SNRI or a2-antagonist Tricyclic ADT

or agomeiatine
With atypical features SS5RI ar SNR Tricyclic or agomelatine

(nyperphaga, hypersomniaj
With psychotic featunes

With anxious features
With high suicidal risk

SNRI in monatherapy or S5RI
in combination with an atypical
antipsychotic

S5R! or SNRI or a2 antagonist
S5R! or SNRI or a2 antagonist

S5R|, tricyclic ADT or a2-antagonist,

in monotherpy or in combination
with AAP

Tricyclic ADT

Tricyclic ALT or potentiation strategies
wath kthium or AAP

AAP Atypical Antipsychotic, SN Dual serctonin and nore pinephrine reuptake inhibitors, SR/ Selective serotonin reuptake inhibitors
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FIGURE 3. Forest Plots of Network Meta-Analysis of All Trials for
Efficacy (A) and Acceptability (B)
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Efficacy (response rate)
Amitriptyline —— 213(189-241)
Mirtazapine - 189(1.64-220)
Dubaxetine —_— 185 (1-66-2-07)
venlafaxine —— 178 (1-61-1-96)
Paroxptine - 1.75(1-61-1.90)
Milnacipran —a— 174 (1-37-2-23)
Huvaxamine — - 1-69 (1-41-2-02)
Fscitalopram - 168 (150-187)
Mafarodone = 167(132-212)
Sertraline - 167 (1-49-1-87)
Vot ometine - 1.66 (1.45-1.82)
Agomelatine - 165(144-1.88)
Vilzzodone —— 1-60 (1-28-2-00)
Levomilnacipran - 159 (1-24-2-05)
Bupropion —— 158 {135-186)
Fluoxetine . 152 (1.40-166)
Citalogram —— 152(1-33-1-74)
Trazodone = 151(125-1.83)
Clomipramine _ 149 (1.21-1-85)
Desvenlafaxine ————— 149 (1-24-1-79)
Reboxotineg e 137 (1-16-1-63)
1
—



B OR (95% Cri)
Acceptability (dropout rate)
Agomelatine -~ 084 (072-0:97)
Fluaxetine = 088 (0-80-0 96)
Escitalopram T 0-90 (0-80-1-02)
Nefazodone R 093 (072-1-19)
Citalopram — 0-94 (0-80-1.09)
Amitriptyline 095 (0-83-1-08)
Paroxetine 095 (0-87-1-03)
Mubnaciran 095 (0-73-1-26)
Sartraline 096 (0-85-1.08)
Bupropon 096 (0-81-114)
Mirtazapine 0-99 (0-85-1-15)
Vortioxatine 101 (0-86-119)
Venlafaxine 104 (0-93-115)
Desvenlafaxme e 108 (0-BB-1.33)
Dulcxetine o 109 (0-96-1:23)
Fluvoxamine — 1 110 {0-91-1:33)
Vilazodone B 114 (0-88-1-47)
Trazodone —_— 115(0-93-1-42)
Reboxetine e 1-16 (0-96-1-40)
Levomilnacipran  ~ ——s—1 — 119 (0-93-1-53)
Clomipraming ———@——— 1-30 (1-01-1-68)
2 !5 1.0 UI-E
B —
Favours placebo Favours active drug

Antidepressants were compared with placebo, which was the reference
compound. OR=odds ratio. Crl=credible interval. A color version of the
figure, as originally published, appears in the online version of this article
(focus.psychiatryonline.org).



FIGURE 4. Head-to-Head Comparisons for Efficacy and Acceptability of the 21 Antidepreszants
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