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ABSTRACT

Korean Medication Algorithm for Panic Disorder 2008 : Consensus Regarding
Treatment Strategies in Cases of Non-Responsive and Comorbid Conditions

Ho-Suk Suh, MD,! Sang-Hyuk Lee, MD,! Min-Sook Kim, MD,?> Jong-Chul Yang, MD,’
Chan-Hyung Kim, MD,* Sechang Yoon, MD,’ Bum-Hee Yu, MD® and
Study Group for Korean Medication Algorithm Project for Panic Disorder 2008

Department of Psychiatry, Pochon CHA University College of Medicine, Seongnam,
“Department of Psychiatry, Inje University College of Medicine, Seoul,
3Department of Psychiatry, Chonbuk National University Medical School, Jeonju,
“Department of Psychiatry, Yonsei University College of Medicine, Seoul,
®Department of Psychiatry, Sungkyunkwan University School of Medicine, Seoul, Korea

Objective : This study investigated the consensus about treatment strategies for non-responsive and comorbid
conditions in panic disorder, which represents one subject addressed by the Korean medication algorithm project
for panic disorders 2008. Methods : The executive committee developed questionnaires about treatment strategies
for patients with panic disorder based on guidelines or algorithms and clinical trial studies previously published
in foreign countries. This study analyzed the treatment strategies in cases of non-responsive panic disorder and co-
morbid conditions accompanying panic disorder. Fifty-four (68%) of 80 experts on a committee reviewing panic
disorders responded to the questionnaires. We classified the consensus of expert opinions into three categories
(first-line, second-line, and third-line treatment strategies) and identified the treatment of choice according using
a 2 test and 95% confidence interval. Results : The consensus about first-line treatment strategies in cases of
non-responsive panic disorder included “switch from a selective serotonin reuptake inhibitor to venlafaxine XR
or vice versa” and “clonazepam or alprazolam can be combined with another drug even from the initial period”.
Second-line strategies included tricyclic antidepressants (clomipramine, imipramine) and high dosages of high
potency benzodiazepines (alprazolam, clonazepam) . The consensus about treatment strategy in cases of comorbid
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disorders (e.g., depression or other anxiety disorders) recommended antidepressants combined with anxiolytics
and cognitive-behavioral therapy as the treatments of choice. Antidepressants combined with anxiolytics were
recommended as the first-line strategy, and antidepressant monotherapy and antidepressants combined with
cognitive-behavioral therapy emerged as second-line strategies. In cases of comorbid conditions accompanying
panic disorder, paroxetine was selected as the treatment of choice. Escitalopram, venlafaxine XR, sertraline,
citalopram, alprazolam, and clonazepam were selected as first-line treatments and fluoxetine, mirtazapine, and
imipramine were selected as second-line treatments. Conelusion : This study provided information about the
consensus among Korean experts in regard to treatment strategies for non-responsive panic disorder and comorbid
conditions accompanying panic disorder. (Korean J Psychopharmacol 2009;20(1):40-51)

KEY WORDS : Panic disorder - Pharmacotherapy - Algorithm - Nonresponse - Comorbidity.
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Table 1. Questionnaire for treatment strategy in cases of comorbid conditions in panic disorder

Strategy list

Antidepressants monotherapy
Anxiolytics monotherapy

CBT monotherapy

Self-help*
Antidepressants+Anxiolytics
Antidepressants+CBT
Antidepressants+Self-help
Antidepressants+Anxiolytics+CBT
Anxiolytics+CBT
Anxiolytics+Self-help
CBT+Self-help

CHCNCNCORONONONONCORONC)
eeeeeeeeeee
CECECECRCRCRCRCNCRCONT)
®
SESESESESESESESESESAS)
@ OEE0®0@©®
CRCHCNCN NN CRCNCNCNC)

+ : Self-help means computerized CBT, bibliotherapy or self-help group. CBT : cognitive-behavior therapy

43



9199] AR HaA s=A| REH] oA
Bgap rks 22 2vidck 1 2ol 99 3
o oA, AN eREe) FRek ek o 2
AR AR TR Azl et B
95 AL D3t 4 wEe 3Rgel) 19,
S} pee) W7 2 QLABFAZ UL o

Q 01 9)\1:]‘.27,28)

o -

= 2 X
N
-

(

2 ol olrt
o Mo
o (RS

2 O

1. Nz B3Y 3871 Nel
SSRI Al¥ &2 venlafaxine XR & £ U= H4
Sk 45 o) Bl AT 02 FAYJE B8t
| 9=

AR =84 Nl uE ARl

197 SSRIE 41& Wl 294914 th& SSRIE A
A venlafaxine XRe A8l K17, venlafaxine XR
A& A9 SSRIE AHEEY 9} ‘clonazepam 2
alprazolam< %7] ©HAIRE] T2 =T WHEAL
o] 7kssity = e Qlo] MEvkEd 14k Agl
2 O e & §oE Hvk(E 2). =3, 2%
Aol &3}t glom 3ol tricyclic antidepres-
sants (clomipramine, imipramine) & AHE-3tC} ¢} 3
@Al &3} §lom 4d@AlolA high potency ben-
zodiazepine (alprazolam, clonazepam)< IEHOZ
ARGEITE of Tk 32 A9l 23k MElESgith g
AllA &ax7t §1o™ 5eAllA= monoamine oxidase
inhibitor& AR} off theh P 33} el omA

ol A g £ goE ugl.

oo rlo e oo r[r

2. BEREO| FHE P9 NEHY

Faele] AA TEAD 5 St JlE
Qo] 59 BEARe] AL A9 Ane] @Al #
B Aol el B9l Gk D AXBEA
29 WA E ASH AR Gom, F9eAls) F

Table 2. Consensus of treatment strategy in cases of non-response in panic disorder

Consensus Treatment strategy Mean SD 95% ClLo 95% ClUp 9 (%)
Firstine Sitch from a SSRI to venlafaxine XR or vice versa 7.58 1.53 7.16 8.01 25.9
treatment Conazepam or alprazolam can be combined 7.98 1.31 7.62 8.34 48.1
with another drug even from the initial period
) ) TCAs (clomipramine, imipramine) 6.64 1.59 6.20 7.08 7.4
High second-line ) _ )
treatment Hgh dosages of high potency benzodiazepines 6.85 1.57 6.42 7.28 11.1

(alprazolam, clonazepam)

SSRI : selective serotonin reuptake inhibitor, TCAs : tricyclic antidepressants, SD : standard deviation, 95% Cl Lo : 95%
confidence interval for mean lower bound, 95% ClI Up : 95% confidence interval for mean upper bound, 9 (%) :

percentage of score 9 selected

Table 3. Consensus of treatment strategy in cases of comorbid conditions in panic disorder

Consensus Treatment strategy Mean SD 95% ClLo  95% ClUp 9 (%)
Treatment of choice Antidepressants+Anxiolytics+CBT 7.98 2.41 7.32 8.65 68.5
First-line treatment Antidepressants+Anxiolytics 7.91 0.97 7.64 8.17 25.9
High second-line Antidepressants monotherapy 6.38 1.29 6.02 6.73 1.9

treatment Antidepressants+CBT 6.98 2.21 6.37 7.59 14.8
Low second-line Antidepressants+ Self-help* 4.47 2.69 3.73 5.21 0.0
treatment Anxiolytics+CBT 5.06 2.39 4.39 5.72 0.0

+ ! Self-help means computerized CBT, bibliotherapy or self-help group. CBT : cognitive-behavior therapy, SD :
standard deviation, 95% CI Lo : 95% confidence interval for mean lower bound, 95% Cl Up : 95% confidence interval
for mean upper bound, 9 (%) : percentage of score 9 selected
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Table 4. Consensus of drug selection in cases of comorbid conditions in panic disorder

Consensus Treatment strategy Mean SD 95% Cl Lo 95% CI Up 9 (%)
Tf:;irzzm of Paroxetine 8.47 0.72 8.27 8.67 58.5
Escitalopram 7.79 1.38 7.41 8.17 26.9
Venlafaxine XR 7.15 2.35 6.50 7.81 32.7
First-line Sertraline 7.13 1.78 6.64 7.62 11.3
treatment Citalopram 7.04 1.85 6.52 7.55 17.3
Alprazolam 7.34 1.33 6.97 7.71 18.9
Clonazepam 7.04 1.62 6.59 7.48 15.1
. . Fluoxetine 6.81 1.47 6.41 7.22 11.3
HT'?ehast?n‘;:d"'”e Mirtazapine 6.10 2.00 5.54 6.65 5.8
Imipramine 6.06 2.26 5.43 6.68 13.2
Clomipramine 5.46 2.21 4.85 6.08 0
Propranolol 5.19 2.13 4.60 5.78 3.8
Low second-line Amitriptyline 4.67 1.92 4.14 5.21 0
treatment Trazodone 4.56 1.97 4.01 5.10 0
Moclobemide 4.39 2.43 3.71 5.07 0
Buspirone 4.26 2.47 3.58 4.95 1.9

SD : standard deviation, 95% CI Lo : 95% confidence interval for mean lower bound, 95% Cl Up : 95% confidence

interval for mean upper bound, 9 (%)
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1stLine Drugs
=SSRl (paroxetine, escitalopram, sertraline,
STEP 1 citalopram, fluoxetine, fluvoxamine)

=SNRI (venlafaxine XR)

A Combine BZD
Increase

(alprazolam, clonazepam)

Dose g

-In acute attack

-In early phase

v

—4 Switching Among 1stLine Drugs ‘

STEP 2

lq---1

2nd Line Drugs

«TCA (clomipramine, imipramine)
STEP 3 . )
=NaSSA (mirtazapine)

=BZD (alprazolam, clonazepam)

i
v
—4 Switching Among 2nd Line Drugs ‘

STEP 4

v

3rd Line Drugs

STEP5  — (bupropion, moclobemide, lorazepam,
diazepam, olanzapine, quetiapine,

risperidone, valproate, gabapentine)

STEP 6 L —p|Maintenance & Termination ‘
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-==-P  Ppartial response or reatment resistance

Figure 1. Korean Medication Algorithm Flow for Panic
Disorder. SSRI : selective serotonin-reuptake inhibitor,
SNRI : serotonin and norepinephrine reuptake inhibitor,
BZD : benzodiazepine, TCA : tricyclic antidepressant,
NaSSA : noradrenergic and specific serotonergic anti-
depressant.
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