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Pharmacotherapy of Anxiety

Objectives

(" At the conclusion of this \
activity, the pharmacist
participant will be able to:

Identify the different types of anxiety

Describe the agents that have long-

term effectiveness for each type of

iety disorder..

Advocate for use of the most effective

and least toxic pharmacotherapy.

\ -

/ At the conclusion of this 23
activity, the technician
participant will be able to:

List the different types of anxiety
disorders.

List agents used to treat anxiety
disorder.

Identify the most effect and least toxic

agents for treatment of anxiety
disorder.

& >

2

Clinical Presentation of Generalized Anxiety Disorder

Psychological Cognitive
[ ¢ Concentration
o Worries ¢ Blank Mind
* keyed Up
Physical Function
¢ Restlessness e Social
¢ Fatigue / Sleep ¢ Family
¢ Muscle Tension e Work
¢ [rritability
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Medical Causes of Anxiety Symptoms
Need to be Ruled Out

Neurologic Respiratory

Metabolic Anemia

SLE

Symptoms Cancer

Medications Can Cause Anxiety Symptoms

Antibiotics Bronchodialators ‘
Caffeine Corticosteroids ' Dopamine A Herbals lllicit

Norepinephrine A Nicotine NSAIDS Thyroid Toxicity
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Pharmacotherapy of Anxiety

Pharmacotherapy Overview of Anxiety Disorders

March 10, 2015

Copyright ©2015 Stephen R. Saklad, Pharm.D., BCPP <Saklad@uthscsa.edu> Licensed under CC 3.0 BY-NC-ND Unported. Additional Rights by Request.

Long-term
Goal is
Remission

Drugs of Choice 2nd Tier Alternatives

Duloxetine Benzodiazepines Hydroxyzine
Generalized |Escitalopram Buspirone Pregabalin
Anxiety Paroxetine Imipramine Quetiapine
Disorder Sertraline

Venlafaxine XR

SSRIs Alprazolam Phenelzine
Panic Venlafaxine XR g:talqpram_
Disorder omipramine

Clonazepam
Imipramine

Escitalopram Clonazepam Clonazepam
Social Fluvoxamine Citalopram Gabapentin
Anxiety Paroxetine Mirtazapine
Disorder Sertraline Phenelzine

VenlafaxineXR Pregabalin ?

Generalized Anxiety Disorder
o~ Y
Antidepressant
Onset is 2-4
Weeks
v
/ Y
— 4

2
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Metabolic
* Weight, Glucose, Lipids

* Orthostasis, '| *ED, Priapism,
Hypertension, QTc U Anorgasmia

- " "

Autonomic

Nervous System
 Anticholinergic,

Non-Benzodiazepines for GAD

Common Brand Name
(All Generic Except as Noted)

Duloxetine 60-120
Escitalopram 10-20
Imipramine i 75-200
Paroxetine Paxil, Pexeva 20-50
Sertraline Zoloft 50-200
Venlafaxine XR Effexor XR 275-225
Buspirone BuSpar 15-60

Vistaril, Atarax 200-400
Lyrica (generic 2018) 150-600
Seroquel (IR now; XR 2017) 150-300 ?

Dosage Range

Generic (mg/day)
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Benzodiazepines for GAD

Common Brand Name
(Generics Available)

Dosage Range Equivalent Dose
(mg/day)

Generic (mg/day)

Chlordiazepoxide |Librium

Clonazepam Klonopin, Klonopin Wafers (ODT)

Clorazepate Tranxene, Tranxene SD 7.5-60 7.5
Diazepam 2-40 5
Lorazepam 0.5-10 1
Oxazepam 30-120 15

Pharmacokinetics of the Benzodiazepines

Generic Metabolism

Tmax (hr)

Alprazolam Oxidation
1-4 5-30 N-Dealkylation, Oxidation
1-4 30-40 Nitroreduction
1-2 20-80 Oxidation
0.5-2 20-80 Oxidation
2-4 10-20 Glucuronidation
2-4 5-20 Glucuronidation
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Algorithm for
Treatment of
Generalized Anxiety
Disorder

(See End of Handout)

http://www.ipap.org/

Panic Disorder

Clonazepam or
Antidepressant Alprazolam ER
Onset is 8-12 for
Weeks Breakthrough
Panic Sx

W -
\/ \/ Rx Duration
Unknown
e Treat 12-24

Long-term Months, then
Goal is \(Lo Taper 4-6 Months

Remission

2
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Pharmacotherapy of Anxiety

Clinical Presentation of Panic Disorder

Psychological
¢ Depersonalization

Derealization
* Fear of
e Losing Gontrol
® Going Crazy

» Dying

Physical

Chest Pain
Chills
Dizziness

Hot Flushes
Nausea

Abdominal Distress

Feeling of Choking

Paresthesias
Palpitations
Shortness of Breath
Sweating
Tachycardia
Tremor

March 10, 2015

Pharmacotherapy of Panic Disorder

Starting Dose

Dosage Range

Generic Gommon Brand Name (mg/day) (mg/day)
Citalopram Celexa 10 20-40
Escitalopram Lexapro 5 10-20
Fluoxetine Prozac 5 10-30
Fluvoxamine Luvox 25 100-300

. Paxil, Pexeva 10 20-60
Falueile Paxil CR 125 2575
Sertraline Zoloft 25 50-200
Venlafaxine XR Effexor XR 37.5 75-225

Xanax 0.75 (0.25 TID) 4-10
allprarlen Xanax XR 0.5-1 1-10

- 0.25 Daily or

Clonazepam Klonopin 0.25 BID 1-4
Diazepam Valium 6-15 (2-5TID) 5-20
Lorazepam Ativan 1.5-3 (0.5-1 TID) 2-8
Imipramine Tofranil 10 75-250
PPhenelzine Nardil 15 45-90
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Social Anxiety Disorder (SAD)

Antidepressant
Onset is 8-12
Weeks

After
Improvement:
>1 Year
Maintenance
Rx

Long-term
Goal is
Remission

Clinical Presentation of Social Anxiety Disorder

° Sqrutinized
* Embarrassed
e Humiliated

Copyright ©2015 Stephen R. Saklad,

Fear of Being

Fear of Physical Sx
Situation * Blushing
(1,2ar. Generalized) o “Butterflies”
° Eat_ll_lg o Diarrhea
. ertmg_ e Sweating
. ::\_uthorlty e Tachycardia
) pﬁﬂzs e Trembling
Speaking
¢ Talking to
Strangers

o Public Toilets

2
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Pharmacotherapy of SAD

Generic Common Brand Name  tarting Dose Dosage Range
(ma/dav) (ma/day)

Citalopram Celexa * 20 20-40
Escitalopram Lexapro 5 10-20
Fluvoxamine CR Luvox CR 100 100-300

. Paxil, * 10 10-60
Paroxetine Paxil CR * 12.5 12.5-37.5
Sertraline Zoloft * 25-50 50-200
Venlafaxine XR Effexor XR * 75 75-225
Phenelzine Nardil 15 45-90
Buspirone BuSpar * 20 (10 BID) 45-60
Clonazepam Klonopin * 0.25 1-4
Gabapentin Neurontin * 300 (100 TID) 900-3,600
Mirtazapine Remeron * 15 30
Pregabalin Lyrica 300 (100 TID) 600
Quetiapine Seroquel * 25 25-400

Social Anxiety Disorder Treatment
Should Improve Three Areas

Copyright ©2015 Stephen R. Saklad, Pharm.D., BCPP <Saklad@uthscsa.edu> Licensed under CC 3.0 BY-NC-ND Unported. Additional Rights by Request.

Functioning
Anxiety - J [ Feeling of
Symptoms ) 4 Well-being
L
Improvement
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1. Diagnosis of Generalized Anxiety

Pharmacotherapy 8 AnKiety
v
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CONSIDER AT EACH STAGE:

| A. comorbid diagnosis

| B. suicidality

| C. insomnia

| D. substance abuse

| E. treatment non-adherence

| F. women of childbearing potential

| G. elderly patient

| H. cultural issues

Insomnia

A

9. Hypnotics: non-BZD GABAergic hy pnotic|
drugs, BZD, trazodone, mirtazapine: Lifesty le]
changes: alternatively a sedating AH can be
added.

childbearing potential, elderly patient. cultural issues.

2. Evaluate for comorbidity. suicidality. insomnia, substance abuse. non-comp liance.

Medical

v

5. SSRI/SNRI: 4-6 week evaluation with
adequate dosing.

Inadequate trial

6. Assessment for
Initial Resnomse

Adequate trial 7a. Continue treatment for at
& Good response least one vear.

Partial response «—— Adequate trial ———————» Non-response

N. Assessment for Full symptom

Partial Response persistence

10. Augment with AAP or add an BZD,
AH. buspirone or tiagabine {with caution).
PST could be added.

11. Switch to another AD (within
class or to a different class, SSRI to
SNRI or SNRI to SSRI).

Partial or

Non-response

13. Evaluate for
signficant
comorbidity

No

.

12. Assessment for Improved or

7h. Continue treatment for at

Response Remission

least one year.

] I

Comorbid Comorbid
depression stable bipolar

i disorder

!

Comorbid
other anxiety
disorders

¥

17. Switch to another combination that
includes SSRI, SNRI, NaSSa or TCA oradd a
third drug of different class from other two.
PST can also be added.

15. Add mood stabilizer.
anticonvulsant or AAP.
May need laboratory
monitoring.

14. Adequate dose AD or ation with
bupropion, buspirone or AAP or chromium
picolinate. Severe depression may need ECT .

16. For panic disorder, add TCA, SSRI/SNRI or BZD: for
SAD. add BZD. SRI, AAP, pregabalin, or LEV: for OCD,
add SSRI or CMI: for PTSD, add SSRI. SNRI. AAP or
prazosin.

[ I
v

18, Assessment for
Response

Partial or Non-response

v

19. Re-evaluate diagnosis. |

Adequate

Te. Continue treatment for at
least one year.

KEY: AAP = atypical antipsychotic: AD = antidepressant: AH = antihistamine: BZD = benzodiazepine: CM1 = clomipramine; ECT = electroconvulsive therapy:
GAD = gneralized anxiety disorder: LEV = levetiracetam: NaSSa = noradrenergic and selective serotonergic
antidepressant: PST = psychosocial treatment: SAD = social anxiety disorder: SNRI = serotonin and noradrenaline reuptake inhibitor: SRI = serotonin reuptake
inhibitor: SSRI = selective serotonin reuptake inhibitor: TCA=tricyclic antidepressant.
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