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DEPRESSION
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OBJECTIVES

Review first line treatment of depression
Understand the basics of treatment selection

Discuss duration of treatment
Serotonin syndrome

Learn when to consider switching versus
augmentation in treatment resistant
depression

. Review augmentation options
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TREATMENT SELECTION

 Mild depression:

>  Psychotherapy alone OR
» Meds alone OR
» Combination

e Moderate-Severe depression:
» Meds alone OR

» Meds with psychotherapy

* Psychotic depression

>  Antidepressant + Antipsychotics
> ECT
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FIRST LINE ANTIDEPRESSANTS

SSRI

e Except Fluvoxamine

SNRI

e Except Milnacipran (Fibromyalgia)

Bupropion

Mirtazapine
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ALL ANTIDEPRESSANTS HAVE FAIRLY SIMILAR
EFFICACY...

So what factors go into choosing the right
antidepressant?

— patient tolerance
— Age, sex, cost

— dosing schedules (once daily, twice daily, three times
daily?)

— possible drug interactions, side effects
— past response to med
— family member’s response to med

— Comorbidities (medical/psychiatric)
M uw PACC



What You Should Know

Weight Change

Stopping Approach

Some people may experience weight change. It is most
likely to occur over six to twelve months and depends
on your actual weight. The chart below is based on a

Some people may experience sleepiness or insomnia
because of their antidepressant.

Quitting your medicine all at once can make you feel
sick, as if you had the flu (e.g. headache, dizziness,
light-headedness, nausea or anxiety).

Will this medicine work for me?

+ The antidepressants presented in this decision aid

all work the same for treating depression. 150 Ib person.
+ Most people with depression can find one that can < [nsomnla Sleeplness »
make them feel better. Welght loss Welght galn _— More  Sick If
- - {1105 1bs) € Nore —> 11455 1pg) MO0 1aly  you skip
+ 6 out of 10 people will feel better with the first Citalopram
antidepressant they try and the rest will have to try Celexa®) ‘
other antidepressants before they find the one that é Citalopram an cm?cggﬂ ad
i right for them. Esch!&l{’am ; el ‘
Escitalopram a0 Escitalopram 1
Fluoxetine (12 (leprc’
How long hefore | feel better? {Promac’)
: - Fluoxetine a Fluoxetine
Most people need to take an antidepressant regularly Fluvoxamine ozt (Prozac®
for at least 6 weeks to begin to get the full effect. {Luvor®)
Fluvoxamine Fluvoxamine ]
Paroxetine (Lwae) (Lova]
Understanding side effects (Paxit)
- Paroxetine an Paroxetin? g ®
* Most people taking antidepressants have at least Sertraline Pil®) (Puil)
one side effect. [Zaloft?)
. Sertraline 4 Sertraline d
+ Many side effects go away after a few weeks, Desvenlafaxine ot (Zoloft®
but some only go away after you stop the medicine. (Pristig¥ ‘
2 Desvenlafaxine Desvenlafaxine 1
Duloxetine % (risig?) {Pristiqf)
(Cymbalta¥) £
! Duloxetine na Duloxeﬂn? 1
Venlafaxine Kynbta) (cymbalt¥)
(Effexor®)
Venlafaxine a Vanla(fgf:!onrg oo @
Bupropion == (Efeca® -
{Wellbutrin®)
. Bupropion 1
a Bupropion BE i
Mil’t?}lﬂpll:: 10 o (Welboutrin {Wellbutrin®
lemern =
0 Mirtazapine 1
° Mirtazapine 44 et
Amitriptyline | (Remeron')
or Nortriptyline Amitriptyline 1
(Bavil® or Aventyt HCI¥) o Amitriptyline | or Nortriptyline
ff or Nortriptyline (Bavil*or Avantyl HCF)
I= (Blavil* or Aventyl HCF)



Keep in Mind

Sexual Issues

Some people may experience loss of sexual desire
{libido) or loss of ability to reach orgasm because
of their antidepressant.

Depression medicines may cause some:
- constipation, diarhea and nausea
+ Increased risk of suicldal thoughts and behaviors (18- to 24-year-olds)

These figures are estimates and are for comparative
reference only. Actual out-of-pocket costs vary over time,
by pharmacy, insurance plan coverage, preparation

and dosage. + harm to an unborn child
« fisk of developing serotonin syndrome, a potentially Iife-threatening condition
Less - More - possible drug-drug Interactions
libido libido Less <€—>» More
Additional conslderations
i Citalopram $4/month - Super- Citalopram tan cause problems with your heart
crtahpram : theIm(a " d stores drug program tclgmca') p Yo
. H Escitalopram Currently no other Issues
Escitalopram = Escitalopram [ [ $100 /month tLeEapro'J
(Lexapro®)
Fluoxetine More likaly to interact with ther drugs you are takin
) . %4/ month - Supar- 5 YO E
Fluoxetine : Fl“ﬂl:)?:::l; stores drug program (Prozac®)
Fluvoxamine More likaly to cause constipation, diarthea or nausea
H Fluvoxamine 103E $75 /month (Luvox*)  Not officlally recognized as & treatment for Majer
Fluvoxamine : (Lunvox®) Depressiva Disorder
i . ) &4/ month - Super- Paroxetine Ifyou are pragnant, this medicine Is more likaly to cause
Paroxetine == PEWX?F‘!;IEI_'IIE - storas drug program [Paxil®)  problems with your unbom child
) Sertraline wore ikaly to cause diamhea
Sertraline E 59“5";"? d 325 fmanth (Zoloft®)
o
De lafaxi : . . §150/ manth - Desvenlafaxine i your daator If you have high blood pressure
sven Xine Desmnlal:ggqr!? ]nn Mo generic available {Pristig®
. . : Duloxetine can help with pain
L §150/ month
Duloxetine E Dulm:m &+ (CymBI*) Gl yourdostor I you have high blood prssure
Venlafaxine E Venlafaxine 0 $125/ month Venlafaxine More likslyto causs nausea and vomting
| Effieseor®) (Effexor®  Can cause problems with your haart
. ; Tell your doctor If you have high blood pressure
Bupropion Bupropion 1] 50 / month
Wellbutri .
(Welloutrin® Bupropion Higher risk of sslures
Mirtazapine E Mirtazapine  [J[7 $50/manth (Wellbutrirt
(Remeron} Mirtazapine Starts to work mora quickly
{Remeron®
Amitriptyline =k Amitriptyline [ sores crug program
or Nortriptyline or Nortriptyline Amitriptyline More likely to cause constpation, dianhes ar nausea

(Elavil* or Aventyl HCI®

or Nortriptyline
(Elawil® or Aventyl HCI®)

Can halp with paln

Ifyou are elderly, this medication may not be
tha bast aptlon
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ADEQUATE TRIAL

4-8 weeks on therapeutic dose

> If partial improvement in
6-12 weeks then increase the
dose

e Continue for 6-12 months

 Long term use for second or
third episode of depression




TREATMENT Unsatisfactorily response to at
RESISTANT | least 2 trials (> 6 weeks) of
DEPRESSION antidepressant monotherapy
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THINGS TO CONSIDER

v h B

Diagnosis Comorbidity  Adherence
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NEXT STEP

Switch &« Augment
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Switch Augment

Intolerance of Partial benefit
adverse effects Adverse effects but
No improvement in improved symptoms
symptoms
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Results: Four randomized controlled trials were included in

the strict analysis and 8 in the broad analysis. In both analyses,
switching was not superior to continuation: the standardized
mean difference in the strict analysis was —0.17 (95% CI, —0.59

to 0.26; P=.45; [? = 77.8%) and in the broad analysis was 0.031
(952 Cl, —0.26 to 0.32; P=.836; [? =85.3%). All secondary outcome
analyses (response and remission rates, low risk of bias studies
only, leave-one-out analysis, dropouts) supported the results.
There was no indication of publication bias.



|!| REVIEW ARTICLE See commentaries by Nierenberg et al, Kocsis, and Shelton

Comparative Efficacy, Acceptability, and Tolerability of
Augmentation Agents in Treatment-Resistant Depression:
Systematic Review and Network Meta-Analysis

Xinyu Zhou, PhD;: Arun V. Ravindran, PhD; Bin Qin, MD; Cinzia Del Giovane, PhD;
Qi Li, PhD; Michael Bauer, PhD; Yiyun Liu, MD; Yiru Fang, PhD; Tricia da Silva, MA;
Yuging Zhang, MD; Liang Fang, FhD; Xiao Wang, MD; and Peng Xie, MD

Reswults: A total of 48 trials consisting of 6,654 participants were
eligible. IN terms of the primary efficacy, guetiapine (OR=1.92:
A5245 Crl, 1.39—3.132), aripiprazole (OR=1.85;: 95295 Crl, 1.27-2.27).
thwvroid hormone (OR=1.84: Q5%4 Crl, 1.06—2.5&6), and lithiwurm
(OR=1.55; 95%: Crl, 1.05—2.55) were significantly more effective
than placebo. Sensitivity analvses indicated that efficacy estimates
for aripiprazole and gusetiapine were more raobust thamn those

for thhwroid horrmone and lithiurmm. TN terms of acceptability, Nno
significant difference vwas found betwween active agents and
placebo. Im terms of tolerability, compared to placebo, guetiapine
(OR=32.85;:95%24 Cril, 1.92—-8.332), clanzapine (OR= 2.3&;: 9524 Crl,
1.80—2.61), aripiprazole (OR=2.51;25%5 Crl, 1.11—-7.69), and

lithviurm (OR=2.30; 952 Crl, 1.04—&.032) were significantly less well
tolerated.
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SWITCHING OPTIONS

Different
SSRI

Mirtazapine @ Bupropion
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AUGMENTATION: OPTIONS

Bupropion or Atypical
Mirtazapine Antipsychotics

Thyroid
Hormone (T3)

Lithium
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SEROTONIN SYNDROME

* |t can occur after starting or increasing a single
serotonergic medication or adding another med

e Other non psychiatric meds which increase
serotonin:

» antiemetic (ondansetron, metoclopramide)
» antimigraine (sumatriptans)

» antibiotics (linezolid, ritonavir)

»  OTC (dextromethorphan)
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SEROTONIN SYNDROME

 Mental status changes
confusion” agitation delirium
* Neuromuscular changes
hyperreflexia, clonus, myoclonus, shivering,
tremor
e Autonomic instability
tachycardia, diaphoresis, fever, diarrhea
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ATYPICAL ANTIPSYCHOTIC

Strong evidence for efficacy

Aripiprazole, (brexpiprazole), Olanzapine (in combination with
fluoxetine), Quetiapine, Risperidone

16 randomized trials, Remission occurred in more patients who
received an adjunctive antipsychotic compared with placebo (31 versus
17 percent)

Duration: Consider taper (after response) 3-6 months to reduce
exposure to side effects

M UW PACC
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ARIPIPRAZOLE

QUETIAPINE

RISPERIDONE

OLANZAPINE
(WITH

FLUOXETINE)

More positive trials
than other atypicals

Improved
functioning and
quality of life *

2mg- 15mg,

Akathisia

High efficacy

start 25-50mg, max
dose 300mg

Sedation
Dry Mouth
Dizziness

Better tolerability

start 0.25mg, max
dose 3mg

Prolactinemia
EPS
Dry Mouth

Olanzapine FDA
approved only aug
to fluoxetine.

in combination with
fluoxetine, 6-18 mg

Metabolic
Syndrome

M UW PACC
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1. Metabolic Syndrome

2. EPS

3. Cardiovascular Events (QTc
prolongation)

4. Agranulocytosis

5. Increase risk of Mortality

weight, waist circumference, blood pressure,
fasting plasma glucose, fasting lipid profile

AIMS

EKG (Baseline, steady state, if any symptoms)

CBC

Black Box warning, 1.6-1.7 fold increase in
Dementia —related psychosis
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LITHIUM AUGMENTATION

Second best augmentation except in patient at risk of suicide

Limitations: Risk of toxicity, monitoring, adverse effects

Dosing: 150-300 mg ,level 0.5-0.8

Duration: 1 year if responds

Monitoring: Li level, Cr, TSH, ECG, Ca, CBC—every 6-12 months
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LITHIUM

Interactions:

Increase Li: NSAIDS, ACE inhibitors, HCTZ, fluid loss, low Na diet .
Decrease Li: caffeine

Rapid discontinuation increases the risk of relapse and possibly
suicide

Contraindications: renal impairment, hyponatremia, dehydration,
significant CV disease

M UW PACC
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THE THYROID (T3 LIOTHYRONINE)

Evidence is overall supportive but a little mixed

Predictors of response: subclinical hypothyroidism

Dosing-T3 Start at 25mcg qday. (12.5mcg in elderly) Titrate to
50mcg if needed after 1-2 weeks.

Response: within days, full-in 4-6 weeks . Duration: 1 year if
working No taper needed

Monitoring: baseline TSH, 1mo and Q6 Reduce dose if TSH <
lower limit of normal (0.5 mIU/L
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THYROID (LIOTHYRONINE)

Side Effects: tremor, palpitations, heat
intolerance, sweating, inc bowel movements,
arrhythmias

Contraindications: adrenal insufficiency,
unstable angina, recent MI, caution in elderly
and DM (increase in insulin requirements?)
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NEWER ANTIDEPRESSANTS

Vilazodone  20-40 mg with Less risk of sexual side effects Gl side effects
(Viibryd) food Less risk of weight gain

Vortioxetine  5-20 mg Pro-cognitive effects Gl side effects
(Trintellix) Less risk of weight gain Sexual side effects

M UW PACC
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e Superior efficacy when
compared to medication

ELECTROCONvUL | M multiple trials
SIVE THERAPY | * Limitations:

(ECT) - Significant side effects
- Access

- Stigma
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THANK YOU!
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