
Severe 
anxiety

Adequate response
(≥ 50% decrease in

symptoms)

Inadequate response
(< 50% improvement)

No

No

Inadequate   response

Inadequate response   after trying both agents

Consider TCA prior 
to chronic benzodiazepines

Yes

Partial Response

On SSRI/SNRI? On buspirone 
monotherapy?

No

Inadequate   response

Yes

Yes

Partial
response

Adequate response
(≥ 50% decrease in

symptoms)

Combination

Generalized Anxiety Disorder

Consider adjunctive prn
Benzodiazepine:

Clonazepam or Lorazepam;
ideally <4 weeks

SOR A

Psychotherapy:
1. Cognitive behavioral therapy (SOR A)
2. Acceptance and commitment therapy (SOR B)

SSRI or SNRI
SOR A

Follow up and titrate dose
as appropriate q 1-2 weeks for active

medication management

Maintain effective pharmacotherapy for
minimum of 12 months;

if asymptomatic for 4-6 months, 
consider slow taper

SOR A

Max dose achieved
with inadequate 
response (<50%
improvement)

Buspirone
montherapy?

First time failing an
SSRI or SNRI?

Discontinue 
current

medication

Begin Mirtazapine
SOR B

Stop Mirtazapine and start either:

Pregabalin/Gabapentin
SOR A

Quetiapine
SOR A

Try other agent

Stop above agent and start either:

TCA
SOR C

Imipramine most studied, 
other TCAs reasonable

Benzodiazepine

Lorazepam Clonazepam

Switch to 
SSRI/SNRI

Partial Response 

Continue SSRI/SNRI;
augment with Buspirone

Follow up and titrate dose
as appropriate q 1-2 weeks for active

medication management

Continue SSRI/SNRI and
Buspirone

Continue Buspirone;
add SSRI/SNRI

Buspirone
SOR A

SSRI/SNRI
SOR A

Buspirone offers m ore 
benign SE profile 

Less effective w ith hx of
Benzodiazepine use

Max dose NOT
achieved due to

side effects 

Trial of different
medication

Comorbid
depression?



Anxiolytic DOSING: Start 5mg twice daily scheduled and additional 5mg dose as needed daily. Increase to 10mg twice daily 
scheduled and additional 10mg dose as needed daily if clinically indicated and tolerable in 2-3 days. Subsequent 
increase to 15-20mg twice daily scheduled and additional 15-20mg dose as needed daily if clinically indicated and 
tolerable in 2-3 days. Max dose 60mg/day.
SIDE EFFECTS: (common) dizziness/lightheadedness, nausea, headache, excitement/jitteriness.
NOTE: May be taken with or without food, however, increased absorption occurs up to two-fold with food. Patient 
should be consistent on if they take with or without food.

Buspirone
BuSpar

Atypical (SGA) 
Antipsychotics

DOSING: IR - Start 50mg/day. Increase by 50-100 mg/day in single or divided doses in minimum one week as 
clinically indicated and tolerable. Max dose 300mg/day. 
XR - Start 50mg/day. Increase by 50-100 mg/day in minimum one week as clinically indicated and tolerable. Max 
dose 300mg/day.
SIDE EFFECTS: (common) dizziness, sedation, weight gain, constipation, hypotension; (rare, serious) orthostatic 
hypotension, cataract formation - conflicting data exists surrounding cataract formation.
MONITOR: Atypical (SGA) antipsychotic monitoring:  
BMI monthly for 3 months, then every 3 months. 
Blood pressure, lipids, HbA1c upon initiation, after 3 months, then annually. 
Consider ECG upon initiation. 
Monitor for extrapyramidal symptoms.

Quetiapine
Seroquel

SIDE EFFECTS: (common) 
insomnia, headache, nausea, 
sexual side effects; (rare, serious) 
bleeding (especially GI bleeding- 
increased risk with NSAIDs/
antiplatelets/anticoagulants), 
hyponatremia/SIADH, serotonin 
syndrome, seizure.

SSRI 
Antidepressants

DOSING: Start 10mg/day. Increase by 10mg/day in minimum one week 
as clinically indicated and tolerable. Max dose 40mg/day.
NOTE: black box for suicidality <24 years old. 
https://medlineplus.gov/druginfo/meds/a699001.html

DOSING: Start 10mg/day. Increase by 10mg/day in minimum one week 
as clinically indicated and tolerable. Max dose 20mg/day.
NOTE: black box for suicidality <24 years old. 
https://medlineplus.gov/druginfo/meds/a6903005.html

DOSING: Start 10-20mg/day. Increase by 10-20mg/day in minimum one 
week as clinically indicated and tolerable. Max dose 60mg/day.
NOTE: black box for suicidality <24 years old. 
https://medlineplus.gov/druginfo/meds/a689006.html

DOSING: Start 25mg/day. Increase by 25-50mg/day in minimum one 
week as clinically indicated and tolerable. Max dose 200mg/day.
NOTE: black box for suicidality <24 years old. 
https://medlineplus.gov/druginfo/meds/a6997048.html

Citalopram
Celexa

Escitalopram
Lexapro

Fluoxetine
Prozac

Sertraline
Zoloft

SNRI 
Antidepressants

DOSING: Start 30-60mg/day in single dose or divided dose. Increase by 30mg/day in single or divided increments in 
minimum one week as clinically indicated and tolerable. Max dose 60mg/day.
SIDE EFFECTS: (common) nausea, dry mouth, diarrhea, decreased appetite, insomnia, sweating, dizziness, sexual 
side effects; (rare, serious) elevated LFTs, hepatitis, hepatic failure, orthostatic hypotension, urinary retention, 
serotonin syndrome, syncope
NOTE: black box for suicidality <24 years old. https://medlineplus.gov/druginfo/meds/a604030.html 

DOSING: ER - Start 37.5-75mg/day. Increase by 75mg/day in minimum one week as clinically indicated and 
tolerable. Max dose 225mg/day.
SIDE EFFECTS: (common) nausea, dry mouth, diarrhea, decreased appetite, insomnia, sweating, dizziness, sexual 
side effects; (rare, serious) hypertension, SIADH, suicide Black Box
NOTE: Black box for suicidality <24 years old. 
https://medlineplus.gov/druginfo/meds/a604020.html

Duloxetine
Cymbalta

Venlafaxine
Effexor XR

Atypical 
Antidepressant

DOSING: Start 15mg once daily at bedtime. Increase by 15 mg/day every 1-2 weeks if clinically indicated and 
tolerable. Max dose 45 mg/day.
SIDE EFFECTS: (common) nausea, insomnia, headache, somnolence, weight gain; (rare, serious) agranulocytosis, 
severe neutropenia
MONITOR: weight and BMI at each office visit
NOTE: black box for suicidality <24 years old. https://medlineplus.gov/druginfo/meds/a697009.html

Mirtazapine
Remeron

GENERALIZED ANXIETY DISORDER
Adult



Novel 
Anticonvulsants

DOSING: Start 100-300mg at bedtime. Increase by 100-300mg towards three times daily dosing in minimum one 
week as clinically indicated and tolerable. Max dose 3600mg/day in three divided doses.
SIDE EFFECTS: (common) dizziness, sedation, CNS depression, ataxia, weight gain; (rare, serious) DRESS
NOTE: FDA warning (2019): Caution when using concurrently with other CNS depressents (eg. opioids, 
benzodiazepines, alcohol) due to increased risk of respiratory depression. 

DOSING: Start 75mg twice daily. Increase by 75-150mg/day in minium one week if clinically indicated and tolerable. 
Max dose 600mg/day in 2-3 divided doses.
SIDE EFFECTS: (common) peripheral edema, dizziness, weight gain; (rare, serious) hypersensitivity reactions, 
angioedema.

Gabapentin
Neurontin

Pregabalin
Lyrica

Tricyclic 
Antidepressant

DOSING: Start 25-50mg/nightly. Increase by 25-50mg/nightly every 2-3 days as clinically indicated and tolerable. 
Max dose 200mg/nightly.
SIDE EFFECTS: (common) dry mouth, blurred vision, weight gain, sexual dysfunction, constipation, urinary retention, 
headache, dizziness, somnolence; (rare, serious) arrhythmia, cardiac conduction abnormalities (including AV block), 
seizures.
MONITOR: ECG before initiation and at each dose increase.
NOTE: Increased lethality in overdose compared to other medication classes. Black box for suicidality <24 years old 
https://medlineplus.gov/druginfo/meds/a682389.html

Imipramine
Tofranil

SIDE EFFECTS: (common) 
somnolence, ataxia; (rare, 
serious) anterograde amnesia, 
paradoxical reaction, increased 
fall risk, respiratory depression

Benzodiazepines DOSING: Start 0.5mg twice daily. Increase by 0.5-1mg/day in twice daily 
dosing in minimum 3-7 days as clinically indicated and tolerable. Max 
dose 6mg/day.
NOTE: FDA has issued a Drug Safety Communication requiring an 
update to the Benzodiazepine Box Warning to include the risks of abuse, 
misuse, addiction, physical dependence, and withdrawal reactions in 
order to help improve their safe use.
FDA box warning- Risks from concomitant use with opioids. 
https://medlineplus.gov/druginfo/meds/a682279.html  

DOSING: Start 0.5-1mg twice daily. Increase by 0.5-1mg/day in twice 
daily dosing in minimum 3-7 days as clinically indicated and tolerable. 
Max dose 6mg/day 2-3 divided doses.
NOTE: FDA has issued a Drug Safety Communication requiring an 
update to the Benzodiazepine Box Warning to include the risks of abuse, 
misuse, addiction, physical dependence, and withdrawal reactions in 
order to help improve their safe use. 
FDA box warning- Risks from concomitant use with opioids. 
https://medlineplus.gov/druginfo/meds/a682053.html 

Clonazepam
Klonopin

Lorazepam
Ativan

GENERALIZED ANXIETY DISORDER
Adult (cont.)



GENERALIZED ANXIETY DISORDER RECOMMENDATIONS 

Strength of Recommendation

A

B

A

A

A

B

A

A

C

A

Recommendations with Key References

Consider CBT for the treatment of GAD1-4

ACT can be considered for the treatment of GAD5

For patients without comorbid depression, buspirone can be used for first 
choice pharmacotherapy based on combination of efficacy and tolerability6-8

SSRIs or SNRIs can be used for first choice pharmacotherapy, especially for 
patients with comorbid depression1, 2, 7, 9-12

Although short term benzodiazepine prescriptions can be offered for severe 
symptomatology, they should not be used for more than 4 weeks1, 2, 10, 13

Mirtazapine can be used as second choice treatment2, 7, 14

GABA analogs—particularly pregabalin—are effective pharmacotherapy1, 2, 7

Quetiapine is effective but should be used after failing first and second choice 
therapies due to its low tolerability and metabolic profile7, 15, 16

TCAs should be reserved for refractory cases; impramine is the most studied 
and should be considered preferentially over other TCAs2, 17

When a patient achieves remission, continue maintenance therapy for at a 
minimum 12 months for relapse prevention1, 2
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