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Clinical Applications of
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Anxiety Disorders
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Antidepressants for panic disorder
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Selective serotonin reuptake
inhibitors (SSRIs)

Fluoxetine : 5mg/day-> 20mg/day
Sertraline : 25mg/day—> 200mg/day
Paroxetine : 10-20mg/day--> 40mg/day
Fluvoxamine : 50mg/day—> 300mg/day
Citalopram : 10mg/day--> 20-30mg/day

saC
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Paroxetine

< B OHE Eel MS5HE BB ISHEMS I

2XE2 A2 U 20-40mge] SE0A
panic-free stateE = 2!(up to 80-85%)

- CHZ SSRI X KI0l B8k asthenia, 7 &, B,

HESSN Z2 FHS0I O 25tH UEtE

- (1T (2F) (3F) ¢4F)
10mg-> 20mg-> 30mg-> 40mg

- 8 YR 0iHE= 10mg/day OIAZ DOIEISE 28

JH2 skin allergic reaction S2 X E0 LIEHLIDIS
{3
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Sertraline
- HABY
CHJl 50-100mg/day0l =&
« ParoxetineS XJ] HEHL PHEO0| iazs
BTN QSO AXNASE AFE
. B3 24, SAL 22 L3101 RRS0| 88
ZIIEEE U0} 25mg/day)t BE &
Sauc
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Fluoxetine

S8 g5 > 50%
1H 3T XA ISSM> 76%

UM O R paroxetine2Ch= Ct4 X&)t
e 2001 YU2L paroxetineE 47| 022
BAUSH REE = US

ZIIANEA ECH0ILL B2 22 2HE0| YOI X2
A RJ1€2te Jisd0l &8

A= 8% Smg/day> 10mg/day->» 20mg/day
sMC

Fluvoxamine

CHH 150mg-300mg/day)t RE 22 UHE

- AP 28, ANHERY U220 BIHAT

NZEWIHH 8N BDE

EII AHEE2 50mg/dayZ AIZHE

o, 58, 58, 0 yS, 7, 20, 8%, XX,

sme

Citalopram

CHIH 20-30mg/day)t REEHOZ UHA

10mg/dayJt A EE
UAHOZ ATIAL IsH US

- U, $8 u¥ S PRR0 2

8FFUAN XZHEEB> %4 67%
40F FIU Al XIZHSE> A 78%
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Common side effects and
withdrawal syndrome of SSRis
- Side effects

Headache, Irritability, Nausea, Other Gl complaints, Insomnia
Sexual dysfunction, Increased anxiety, Drowsiness, Tremor

-+ Withdrawal syndrome due to abrupt discontinuation
Dizziness, incoordination, Headache, Irritability, Nausea
Begin within 1 day

Peak at day 5
Resolve by day 14

sMe

Venlafaxine

» 50-75mg/day - 150mg/dayOil A &S & S8 2
- GADS HEAl S35 SWII BS 4 US

- £ 2 antipanic drug@ 2 D|= FDAS| 2018 &8

svic

Mirtazapine
+ 20-30mg/day0il Al &3 & SUE £
(74% of patients were responders)
+ Fluoxetinet2 HIMAAUA CIE 42 SO
U0 A= XH0IJF A2 LI phobic anxiety= 2381a

mirtazapine0l G 30t M LIS

- SSRISE AME¥ += 8= 32 HHRY2Z 0d
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Monoamine oxidase inhibitors

+ Moclobemide : 460mg/day
Phenelzine : 45mg/day

- SEH AT SN LIS ARHAE D48 R F24
2O LR (HE 12F FTIHX)

. DE ST XSHN BSBE 201X %= #XUA
F2=aUB Y + U

- Serious drug interactions with tyramine-rich diet,
sympathomimetic amines, decongestants,
dextromethorphan, SSRis
-> acute hypertensive crisis

sMC

TCAs

- TCAAISA 542 88 A
SELR SA>N0IBA > IUSH AL FY

« [H3H 45 014 XILIOI 2RSS DI0H, (SUAE
8-12F SO A2 &, et 2 65 e
XNESNBIIUARE 01 F3

Imipramine, clomipramine0l & IS SNE 2Y
Imipramine: start with 12.5mg/day->increase up to 150mg/day

Clomipramine: start with 10-25mg/day-Yincrease up to
150mg/day

FINFEXAT0A SSRIZL AS St ROYL D 208

sme

Factors to predict antipanic effects

20-40% of panic patients are non-responders to
pharmacotherapy

(Predictors of non-responders)
Long duration of iliness
- Agoraphobic avoidance
Personality disorder or personality trait
Comorbid depression or other anxiety disorders
- Genetic potymorphism: COMT L/L type
Reduced HRV: Reduced total spectrum and
low frequency power

sc
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Antidepressants for GAD

svc

Q3

Venlafaxine XR Efficacy,
Tolerability, and Safety

« SNRI and originally approved for treatment of major
depression

» Effective and well tolerated

- Most common side effects

nausea, somnolence, dry mouth, dizziness,
sweating, constipation, anorexia,

oceur in first 2-3 wk and decrease over time

» Low potential for drug-drug interactions

swe

HAM-A Responders (>50%)

B Placebo (n=129)

O Venlafaxine XR 37.5 mg (n=138) P<0.05*

S Venlafaxine XR 75 mg (n=130) P<0.01*
@ Vanlafaxine XR 150 mg (n=131) P<0.001***
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Hackett et al. APA 1999 (Study 378)
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Venlafaxine effects on psychological
symptoms in Korean GAD patients

3218 [--O—CGI—S —~0—~HAMA —4—HAMD -g~BAI

N
(-3

El

Symptom Severity

w

4.80 0-____.____‘:_'1:“_ 278t 242
* *

[} 4

s
Follow Up (week) sac
2005 Korean multi-center study

Response and remission rates
(Using HAMA)

(Median+S.E.) - Response: 812.19 weeks
- Remission: 24+3.26 '

1 ¢ survival function
o8 |+ censored

0.8 p———t

- |

QOne-minus Survivai

—

4 8 16 24
Follow Up (week) Qi‘wc

2005 Korean multi-center stud

Number of patients and dose of
venlafaxine-XR

Follow up
(week) 0 4 8 16 24

49.04 89.34 108.62 113.64 115.38

Dose (mo/d) 1599 13577 +51.44 +49.46 +46.14

Response(%) 23.3 58.3 60.6 71.9
Remission(%) 23 25 39.4 50
2005 Korean multi-center study sSMC
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Paroxetine

+ The second agent to be indicated in the

treatment of GAD

+ Response rate> 72%, Remission rate-> 43%

Potential risk of long-term weight gain
: >7% gain of initial weight in 20-25% of patients

- Withdrawal symptoms

(Serotonin discontinuation syndrome)
: agitation, nausea, dysequilibrium, dysphria

smec

Q83

Patients (%)

Rocca P et al. Acta Psychiatr Scand 1997:95:444

Side effects of paroxetine and TCA

60 ElParoxetine L
Olmipramine

Constipation  Drowsiness Dry mouth Nausea

sac

TCAs

- Equivalent to or greater than anxiolytic effect of Bdz

- Slower onset and more effective in psychic
symptoms rather than somatic ones

- Treat depressive symptoms, too

+ Adverse effects
Sedation, hypotension, edema, anticholinergic effects,
potential of toxic or lethal overdose

smc
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Improvement of Generalized Anxiety
Disorder With Antidepressants
100 4
gs
H »
£
R { d Di Placebo
A , svc
Rickels K et al. Arch Gen Psychiatry 1993;50.684
Antidepressants for OCD
sve
OCDa A4EX=E /A
» Optimal drug
- Optimal dose
- Optimal compliance
- Optimal duration
smc
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SSRIs for OCD

+ SSRIs
Clomipramine : up to 250mg/day
Fluoxetine : up to 80mg/day
Fluvoxamine : up to 300mg/day
Sertraline : up to 200mg/day
Paroxetine : up to 60mg/day

sac

Q43

TCAs and MAOIs for OCD

IV pulse loading or gradual infusion of clomipramine
Hiie 2RUBIBU XNISEWI UCHE =D

MAO inhibitors
phenelzine0| U F0 EUH0ISH=E 21 UA2LE OFA
=& 0 X0t UE (symmetry obsessionil 8} &1t}
ULE UL US)

sme
OCDY ¢dEXE |
- HBZ IURLSES 40-60% 0l UG
- X222 24 10-12F 0|42 o2t XE@
A BB
A& St CHet SQE OIFLLLL
1. Early onset of iliness
2. Presence of
Schizotypal p.d.
Borderline p.d.
Avoidant p.d.
smc
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SRI + Augmentation therapy

wlacker)

SR + fenfluramine (serotonin )
: B0 AT s d AU MF SN pulmonary hypertenslon]l}
valvular disease 2 A8 40l 2RI

SRI + lithium (enh ic serotonin rel
: stil) questlonablel -‘.’—§§Ol SE‘E %"ﬂ B UG > 2“:-‘

SRI + buspirone (5-HT,, agonist)
: still questionable / 1 E I 0t SWE A0 SUXY 4 UACH

SRI + pindolol { lective beta-adi gi ist &
5-HT,, agonist® antagonize &t &= Jliz)
:stillindebate/ NS B2 8 YUY & IHsH0I UB

smc

SRI + typical antipsychotics

+ Effective in OCD with a comorbid chronic tic
disorder

Haloperido! + Fluvoxamine
Pimozide + Fluvoxamine

+ Effective in OCD with a comorbid schizotypal
personality disorder (not confirmed)

svc

SSRI + Atypical antipsychotics

Risperidone2 4~ %2 SRi KA S0 & Al
S AL

- Clozapine augmentation2 2% S SA42 XI25H=0
2 &0 e sk

+ Risperidone, clozapine2 OCD S48 SRGIHLI 243
A+ ACD B8

Olanzapine2 2= X201 U 4 AL SH HA
Hel ARIL UC 2 BARLSH

+ Risperidone, Olanzapine, Clozapine 25
SRIZE FUS U0 SWIt U0

samc
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Antidepressants for Social phobia

svc

AEX =2

OR¥

=
TT

» Venlafaxine-XR
+ MAOIs

- SSRIs

- Benzodiazepines
- Beta-blockers

sac

Venlafaxine-XR(1)

+ In 271 generalized social anxiety disorder patients,
173 patients completed the 12 week placebo-
controlled study

Venlafaxine dose: 75-225mg/day

Response rate: 44%(vs. 30% for placebo) p=0.018
Remission rate 20%(vs. 7% for placebo) p<0.01

Liebowitz, et al. J Clin Psychiatry 2005 SuC
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Venlafaxine-XR vs.Paroxetine

« In 440 generalized social anxiety disorder patients,
318 patients completed the 12 week-comparative
study.

Venlafaxine-ER(mean dose: 201.7mg/day)
Paroxetine(mean dose: 46mg/day)

Response rate
Venlafaxine-ER vs. Paroxetine vs. Placebo

58.6% 62.5% 36.1%
Lisbowitz, et al. Arch Gen Psychiatry 2005 SMC
Escitalopram

.

Patients with generalized SAD were randomized
to receive placebo(n=171) or 10-20mg
escitalopram(n=181) in a 12-week, double-blind trial

Response rate: Escitalopram vs. Placebo(54% vs. 39%, p<0.01)

Kasper, et al. Br J Psychiatry 2005

5-20mg of escitalopram are effective and well
tolerated in generalized SAD patients
20mg escitalopram is superior to 20mg paroxetine

Lader, et al. Depression & Anxiety 2004 saue

&l

Fluoxetine

295 patients with generalized social anxiety disorder
were randomized to fluoxetine, placebo, CBT, or
(CBT+fluoxetine) group

Response rate
Fluoxetine: 50.9%
CBT: 51.7%
CBT+Fluoxetine: 50.8%
Placebo: 31.7%

All active treatments were superior to placebo after 12 weeks
Combined treatment did not yieid any further advantage

Davidson, et al. Arch Gen Psychiatry 2004 SVC
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MAOIs

Irreversible, Nonselective MAOIs
Phenelzine(45-90mg/day)-> 64-91% response rate

+ Reversible MAO-A inhibitors
Moclobemide{300-600mg/day) <> 18-67% response rate

Brofaromine 2 S YA QIHE 2HZ N B
+ Selective MAO-B inhibitor
Selegiline-> questionable effect

Sue

QHEY

SSRiIs

» Paroxetine
40-60mg/day-> 55-70% response rate

+ Fluoxetine
20-60mg/day-> 58-71% response rate

- Fluvoxamine
150-200mg/day-> 43-47% response rate

» Sertraline
50-200mg/day-> 53% response rate

smc

Antidepressants for PTSD

sMC
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TCAs & MAOIs

- Amitriptyline may have a preferential effect on
avoidant symptoms(50-300mg/day)

- Imipramine may affect intrusive symptoms
- Serotonergic antidepressants are more effective

than noradrenergic antidepressants(desipramine,
nortriptyline)

smc

MAOIs

» Phenelzine has superior efficacy to imipramine
(30-90mg/day)

» One study reported no difference between
pheneizine and placebo

+ Moclobemide is effective and has little adverse effect
such as acute hypertensive crisis

SMC

SSRiIs

« Fluoxetine(20-80mg/day) improved both intrusive and
avoidant symptoms

- Sertraline(50-200mg/day) resulted in global
improvement in PTSD symptoms

+ Paroxetine(mean dosage=42.5mg/day) was effective
in hyperarousal and avoidant symptoms

+ Fluvoxamine(50-200mg/day) produced significant
reduction in all PTSD symptom clusters

suc
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Other antidepressants

Mirtazapine: not so encouraging
Venlafaxine: promising, but still not proved
Nefazodone: may be effective but has hepatotoxicity

Bupropion: not effective

sae

Conclusion

Antidepressants are among the most effective ananxiety
agents avaitable

SSRIs are effective for all anxiety disorders and are very well
tolerated

Venlafaxine are effective for PD, GAD, and probably for SP,
and possibly for PTSD

TCAs are effective for PD, GAD, OCD, and PTSD, but the
use of TCAs Is restricted due to many adverse effects

MAQIs are effective for PD, and SP, and possibly for OCD
and PTSD

Mirtazapine can be used as a 2 line treatment for PD

swc
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