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| Abstract |

anic disorder is characterized by acute panic attack accompanied by autonomic symptoms
Psuch as tachycardia, sweating, dyspnea, chest pain, dizziness, and tremors, as well as
anticipatory anxiety and avoidant behaviors. 30% of the general population may have suffered
isolated episodes of panic attack, and epidemiologic studies have demonstrated that the lifetime
prevalence of panic disorder is around 4.8%. Panic disorder is commonly comorbid with the
other psychiatric disorders, and 30% of patients with panic disorder show treatment resistance
and a chronic waxing and waning course. Therefore, adequate treatment guidelines and
strategies for panic disorder by evidence-based pharmacotherapy are needed and some treat-
ment guidelines for panic disorder have already been developed in foreign countries. In this
article, among the foreign guidelines for the pharmacological treatment of panic disorder, those
by World Federation of Societies of Biological Psychiatry (WFSBP) in particular were reviewed.
Also, the recently developed Korean Medication Algorithm Project for Panic Disorder 2008 by the
Korean Academy of Anxiety Disorder was reviewed.
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Table 1. Categories of evidence and recommendation grades

Category of
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Evidence Description
A Full evidence from controlled studies
B Limited positive evidence from controlled studies
C Evidence from uncontrolled studies or case reports/expert
opinion

C1 Uncontrolled studies

C2 Case reports

C3 Based on the opinion of experts in the field or clinical

experience
D Inconsistent results
E Negative evidence
F Lack of evidence
Recommendation
Based on:

Grade
1 Category A evidence and good risk-benefit ratio
2 Category A evidence and moderate risk-benefit ratio
3 Category B evidence
4 Category C evidence
5 Category D evidence

AA A 5ol Yt EAtE oz Al
Askd A5 AH F& A5 g
o] Fasjt}, wl=(8], J=[9), it
[10] SolME= o|n] F&dol 5 vt

This table was adapted from [13].
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Clinical Excellence (NICE)2] management of anxiety

J Korean Med Assoc 2010 October; 53(10): 913-921



Evidence-based pharmacotherapy for panic disorder

Table 2. Recommendations for the drug treatment of panic disorder

Drugs Examples Category Recommendation = Recommended
9 P of evidence? grade daily dose for adults
Citalopram A 1 20-60 mg
Escitalopram A 1 10-20 mg
SSRIs FIuoxetlne_ A 1 20-40 mg
Fluvoxamine A 1 100-300 mg
Paroxetine A 1 20-60 mg
Sertraline A 1 50-150 mg
SNRI Venlafaxine A 1 75-225mg
TCA Clomipramine A 2 75-250 mg
Imipramine A 2 75-250 mg
Alprazolam A 2 1.5-8 mg
Benzodia- Clonazepam A 2 1-4 mg
zepines  Diazepam A 2 5-20mg
Lorazepam A 2 2-8mg
MAQI Phenelzine B 3 45-90 mg

Abbreviations: SSRls, selective serotonin reuptake inhibitor; SNRI, serotonin norepineph-

rine reuptake inhibitor; TCA, tricyclic antidepressant; MAOI, monoamine oxidase inhibitor.

This table was adapted from [13].

2 Categories of evidence are only based on efficacy without regard to other properties (e.g.,

side effects).

Table 3. Open trials and case reports

Drugs Authors Efficacy

Panic disorder

Mirtazapine Carpenter et al. 1999 Yes (C1)

Milnacipran Blaya et al. 2007 Yes (C1)

Ondansetron Schneier et al. 1996 Yes (C1)

Bupropion Simon et al. 2003 No (E)
Primeau et al. 1990;

Valproate Keck et al. 1993; Yes (C1)
Woodman &Noyes 1994

Tiagabine Zwanzger et al. 2001 Yes (C1)

Vigabatrin Zwanzger et al. 2001 Yes (C1)

Panic disorder, treatment-resistant

Olanzapine Hollifield et al. 2005 Yes (C1)

Addition of olanzapine Chao 2004; Etxebeste et al. 2000;

to an SSRI Khaldi et al. 2003; Sepede et al. 2006  Yes (C1)

éﬁiﬁ:g;ﬁ;ix'um t© Cournoyer 1986 Yes (C2)

Valproate and clonazepam Ontiveros and Fontaine 1992 Yes (C2)

This table was adapted from [13].
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1st Line Drugs

*SSRI (paroxetine, escitalopram, sertraline,
citalopram, fluoxetine, fluvoxamine)

*SNRI (Venlafaxine XR)

STEP1 [—]

¥

Combine BZD

Increase L...p| (alprazolam, clonazepam)
Dose

v

- In acute attack
- In early phase

A

STEP 2 | Switching Among 1st Line Drugs

lq- - - -

2nd Line Drugs

*TCA (clomipramine, imipramine)
*NaSSA (mirtazapine)

*BZD (alprazolam, clonazepam)

STEP 3 [

lt- - - - -|

STEP 4 —{ Switching Among 2nd Line Drugs

g - - - -|

3rd Line Drugs

(bupropion, moclobemide, lorazepam,
diazepam, olanzapine, quetiapine,
risperidone, valproate, gabapentine)

STEP 5 |—

STEP 6 L Maintenance & Termination

— Response
----- » Partial response or treatment-resistant

Abbreviations: SSRI, selective serotonin reuptake inhibitor;
SNRI, serotonin and norepinephrine reuptake inhibitor; BZD,
benzodiazepine; TCA, tricyclic antidepressant; NaSSA, nora-
drenergic and specific serotonergic antidepressant.

Figure 1. Korean medication algorithm flow for panic disorder.
This figure was adapted from [11].
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Table 4. Dose of anti-panic drugs for initial treatment of panic disorder (Mean £ SD)

Initial starting  Maintenance dose Maximal dose (Range)

dose (mg) (mg) (mg)
Fluoxetine 12.96+4.78 25.94 +8.48 53.88+15.51 (10-80)
Sertraline 3438+12.62 7828+36.29 171.09 £ 55.07 (20-300)
Paroxetine 12.62+6.98 26.78+8.21 55.00 =+ 24.90 (30-200)
Citalopram 13.33+£5.17 26.28+8.79 50+ 14.52 (20-80)
Escitalopram  7.35+2.52 14.80+4.86 27.35+10.76 (10-60)
Fluvoxamine  44.44+2357  118.06+43.56 219.44 £64.49 (100-300)
Venlafaxine 42.50+12.89  125.30%+43.70 230.83+£63.94 (150-375)
Alprazolam 0.512+£0.24 1.02+£0.68 3.49+2.06 (1-10)
Clonazepam  0.70+0.69 1.21£0.90 3.20+£1.78(1-10)
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