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== Prevalence of Anxiety Disorders

Lifetime
Prevalence

[0

Any Soclal PTSD Generalized Panic
Anxiety  Anxiety Anxiety Disorder
Disorder Disorder Disorder
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““Prevalence of Panic Phenomenology

Alt Respondents

Fearful Spefis|
15 6%

Without
—Morlpmhll
2%
~  With
Panlc | ] Agoraphohila
Attacks  Rgcurront Panic 1.5%
7.3% Panic Dlsorder
Attacks  3.5%
42%
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“=  DSM-IV-TR criteria for panic
attacks

+ UE Tt °M}2! 4ol aF2A A4S 108 ojulel Faol
Huzd olg

*Jin}{ 7ol A8 A F2A4, 94
z
: &ol Ay £EAY
4. §o] 7IBAY S e =g
S. 98l =7
6. #% £t 7t ¥42
7. AL2AE Ex &3 §0Y
8. oAU YA, g =g0) BAY 224d 2 2
0.0l EE uldAY
10. 222 3% B F AL A T A2 A
1. 88 2 48 729
12. ol 3] ERAAG GEAdE =) .
13. 87 BEAdE = svc

=== DSM-IV-TR criteria for panic
disorder

« AT (1), (27t BF &8
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ool 340l A&
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... _Morbidity of panic disorder
Data from ECA survey

Many panic disorder sufferers also experience:

Depression

Social mpaimment

Poor health perception
Financiat dependence
Emergency room visits
Alcohol abuse

Suicide attempts

40 60
% of patients
Arch Gen Psy ry 1989; 46: 884-92
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Panic disorder — comorbidity

Panic disorder ~ comorbidity

% patients
50 8%

Qtrer anxlety Depression® Alcobol sbuss and
disorderst 4spendonce’

Hlerman {19811 Kasstar ot al {1957)

s ol

Development of panic disorder

I Spontaneous panic attacks ]

ll

Repeated spontaheous panic attacks
and procipitated panic attacks

Anticipatory anxiety
Agoraphobia

Amygdala

Periaqueductal Grey

Dorsal Raphe Nucleus )
Bell and Nutt 1997 svic
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Abnormal fear network in PD

« Panic originates in an abnormally-sensitive
fear network

Fear network includes
Prefrontal cortex, Insula, Thalamus, Amygdala,
Amygdala projections to brai , Hyp r

- Panicogens is not interacting with a specific brainstem
autonomic area but, rather, activating entire fear

network
sSvC
Targets of efferents of CAN
T RR f SNS and autonomic arousal
Palbrachial | Lateral of
hypothalamus
tBP
CAN————* Locus ceruleus— + NE
Paraventricular/ ¢+ HR
N of hypo:[alamus { Behavioral
Periaqueductal gray fear
t Adrenocbrticoid H region response
defensive behavior
postural freezing
svce
Antipanic medications
* SSRI
* Benzodiazepines
+ Tricyclic antidepressants
* MAOIs
« Other pharmacotherapeutic agents
sVC
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SSRis

D ESSRIsIt 3 Ut A= X222 2dd
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: Paroxetine, Sertraline

TCAsLt benzodiazepine MM S0 HIoH X158t
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SSRis-cont'd

SHeY
8-1200a /Xl
Ol 4670 SR AETH LA Sca
taper[gng/\l S M LA rebound 849
e R

> ZE A AR IF HEO SH AN R

Al 251 018 S0 s
X UESAYE YBBA TAl AT 2EE M
SIS AETLYS A
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Antipanic Effect of SSRIs
» First-line medication for panic disorder
+ Inhibit serotonin transporter protein
transporting 5-HT back into the presynaptic

neurons

+ Increase the amount of 5-HT to bind both
pre- and postsynaptic receptors in the synapse

svc
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ParadoxA of SSRis

* Increased 5-HT in the brain induces fear and
avoidance

+ 5-HT precursors or agonists appear to increase
anxiety rather than reduce it

sSuc

Pacrasom:

—Antipanic mechanism of SSRIs

+ SSRIs stimulate the 5-HT1A receptor that may
inhibit the postsynaptic neuronal excitability in
the amygdala and prefrontal cortex

+ SSRIs interfere with the synthesis of
endogenous neuroactive steroids that
allosterically modulate GABA, receptor
function

SMC

rarTam .

3 main serotoneric projections in
brainstem raphe nucleus

= 5-HT projections to locus coeruleus Is inhibitory
increased 5-HT activity —> decreased NE activity

» 5-MT projections to periaqueductal gray region(PAG)
modify defense and escape behavicr
increased §-HT rel in PAG regi diminish PAG activity

= Inhibitory projections to hypothalamic CRF release
CRF increases firing rate of the locus coeruleus
CRF antagonists are being developed as anxiolytics

SVC
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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

Svc

Pl

SSRIs in panic disorder

Number of
controlled
Agent trials n Results
Fluoxetine 1 243 FLX>PBO
Sertraline 4 664 SER (all doses) > PBO
Paroxetine 3 774 PAR (40 mg)=CMI>PBO
Fluvoxamine 3 176 FLV>CBT, RIT, PBO
Citalopram 1 475 CIT(20-30 mg)=CMI>PBO
Side effects of SSRIs -
+ Headache
« Irritability
+ Nausea
» Other Gl complaints
» Insomnia

» Sexual dysfunction
» Increased anxiety
- Dowsiness

« Tremor

sMC
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SSRI withdrawal syndrome due to

abrupt discontinuation

= dizziness
» Incoordination
+ Headache
« irritability

nausea

begin within 24 hours, peak at day 5,
and resolve by day 14

sSvc

Paroxetine

- B OME Wel ABHE SYB XIZHY

L $XE2 F R OO0 20-40mge] B0 A
panic-free statel® 22
£ SSRI HIAi0lf HISH asthenia, 3, BlHl, MESII
2 280l O 881 UER
(1F) (2F) (3F) @F)
10mg-> 20mg-> 30mg-> 40mg
CEE8H 2 AE 10mg/daydl A & RIS S
2 4 AS
Jt & skin allergic reaction S £ 80! LIEHLIDIE 8L
svic

Sertraline

=Ygy
CHJH 50-100mg/day0l =&

Paroxetine® X7 (@ Lt 2R 80| idsE
XA PHECE YXART2 AYE

23 24, dA EE 23IIH BRSO} 28

X2 2 UM 25mg/idaylt A8

Sivic
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Fluoxetine

a

| RIS > 50%

o] X
W AT XBA ANESEYD 76%

-

YEIE O 2 paroxetine 2Lt CtA XIE& Mt
Q0= B0 Y2l paroxetine® M7 {2
sl R = US

ZIANSA BOHOILL BE 22 2XRB0 WOt XE
M EZNEHE INSH0 &S

A= 2% 5mg/day-> 10mg/day->20mg/day

smue

racm—

Fluvoxamine

47 150mg-300mg/day)t HERUYOR LA

- aze 2B, uXESaY ASZ0 HIAS
N2EW O AN 208

- EI| AR S22 50mg/day2 Al X8

. anexg
Q4,58 &Y, 0XYE, 7Y, 2O, 20, 252 @Y S

SEVIC

Citalopram
« ({74 20-30mgidaylt ZHESOR A

- ZJ|18%2 10mg/day)t AXE
SOSHNE YANEHOZ AJAY sy US

c 24,58, 4tt 52 RE80 28

« BFEFIUAN XZHERD> 267%
40F FIU Al XIZHSED 2 78%

svC
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Benzodiazepines

- enhance GABAergic transmission
M8 S 3Y SR WOIEN UGS TS @S

Alprazolamzt ClonazepamOi Jt & R 0| ALEE

- ABOEY U UL 2H
> [2tM SSRIs2 2= XSXHZ MBR AS AY

4650 NIEBH T AFSEAl A8 rebound B4
6HE 01 MBAIE UER UNE AEg HY

SvC

Benzodiazepines-cont’d

« BISBA 50% 014 0IAH 2RO SNE SEHO|
oigh

- SISOU BESSY YHOIL IEHO| U=
SYH0} X2 FLBdz A2 S8 MBI &8

. g
T, N2, ZHESE Eis(ataxia), 0S8 LM,
NAZOY, Mo o%D S

svc

Alprazolam

- SUESZ SR80 MO 2B =850t &S
« 2FOIUO ME2ENE 2010 X2 EABT WS

+ [IUBUES FL UM 1.5mgiday OILE B0 A
. B2 gusE 29

+ EOl B A 0.25mgiweek 01812 {2 30F 0l
SOl FX M5 280k i rebound B 42
GOl ots8

sve
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Clonazepam 3
other benzodiazepines

o BEREITH ROLCAJH BHROI 131 LKl 28 S0I2 &8
. 1.0-2.0mglday®l 80| & HEe

» Alprazolam0ii EE 22X £8l= &1i& £ ¢P8=
clonazepam(jl 2 X SIS L0IJIE &

+ Lorazepam(3-7mg/day), diazepam{5-40mg/day)0|
YSYSUE HE & ASU 01X EE8 HEHX US

sSMC

o TCAs

« TCAANBA B42 28 =AM
YT SAS WIEL > BEEX N B4

+ CHOH 43 olat XILIO USRS I, RUAE=
8-12F FTOl Wil &, MotA 2 65F B85
XNesnE JldE= A0 82

+ Imipramine, clomipramine0| £2 X E&S8 £
imipramine : start with 12.5mg/day-> increase up to 150mg/day

Clomipramine : start with 10-25mg/day
increase by 25mg every 3 days up to 150mg/day

svc

PacTRS Va0l

TCAs-cont’d
- BIEHDOH SSRIZC NSEWI GOADD DS

< ER|AE
e

HE AR X710) B NS YOH BRYRO
YAN=HOZ o

Q.
Z AL &

. Bpmng
2&, BYl, i B0, 4SS SO, MO B24F, B0 B0l Y,
B0S5, 08 RS, OIARE, L2, A, 1 XdiE J0H,
MBS, 41530

(Contra-Ix of TCA medication)
1. Narrow angle glaucoma
2. Prostate hypertrophy,
3. Cardiac conduction abnormality

svic
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Monoamine oxidase inhibitors

« Moclobemide : 450mg/day
Phenelzine : 45mg/day

- BEH YIS BES ANAE LB RF2
SO0 B (NE 125 FZNX)

- UGE SN XZHO S8 201X &= S8X0A
B2 IUSEUE 2 £ U

svc
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Monoamine oxidase inhibitors-
cont’'d 1

- 2ug

-> hypotension, welght gain, sexual dysfunction,
paresthesia, sleep disrurbance, myoclonic ferk,
dry mouth, edema, etc

-> electric shock sensation or carpal tunnel syndrome
(need 100-300mg vit B, and/or dose reduction}

it

P e

Monoamine oxidase inhibitors-
cont’d 2

+ Serious drug interactions with tyramine-rich

diet, sympathomimetic amines, decongestants,

dextromethorphan, SSRis

-> acute hypertensive crisis
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Other pharmacotherapeutic agents

= Venlafaxine
50-75mg/day - 150mg/dayfi Al §E2% Si@ 2

» Nefazodone
100-600mg/day(il Al 38 S0HE 22

+ Mirtazapine
30mg/day(il Al & 3E S0E 2

svic
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Other pharmacotherapeutic agents
-cont’d 1

+ Valproic acid
YE=T 45-90ug/mii A B3 LS HE 201U 2F
230 £XBi (RS, 24, B, €2 52 7
B0} AN FHN $S
+ Propranolol
SHE A2EUHGE= GE AN YERY22 8T
+ Calcium channel blockers
Verapamil0) IS &1 ACH= YR B0 UYL
O X Eatal
* Inositol
12-18g/day0i Al &3 & &1 20[0 MHEREOlcts
O UXY OLX H28 HAPFUN LIRX) @S sae

Pacres e

E)ther pharmacotherapeutic agents
-cont’d 2
+ Vigabatrin

enhance endogenous GABA through the blockade
of the GABA transaminase

+ Tiagabine
enhance endogenous GABA by inhibiting GABA
transporters

Svic
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Long-term treatment issues

« Long-term obsevations show that
50-80% of patients have residual panic-related anxiety
40% have panic attacks, 20% remain unimproved

Sexual side effects in most antidepressants and Bdz

(cf)

1. beth hol 30-1 g/day, cyproheptadine 4-12mg/day,
yohimbine 16.2mg/day, sildenafil 50-100mg/day)

2, Adding bupropion(100-200mg/day) or buspirone(30-60mg/day)

SMC

Panic disorder treatment
in pregnancy

= All medications should be avoided during 1st trimester

CBT is a good ailternative

Daily Bdz may cause physiological dependence and withdrawal

in the newborn

As-needed use of Bdz after 1™ trimester is unlikely to cause

significant problems, but should be avoided, if possible

Antipanic agents in the SSRIs and TCA class appear to be safe

and effective

o Tr with antidep ts may be reinstituted during the last
trimester in women with a history of postpartum depression

smc

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 polymorphism: COMT L/L type

Reduced HRV: Reduced total spectrum and
low frequency power

SMC
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aa4sd 13

« OlHIIZ MO0l A alprazolam 0.7Smg/day E8 & AJi2ls =248
Ch 3HE SEHE WRE,

2YZ0H WSO Y &0l paroxetine 40mg/day, alprazolam 0.5mg/day
SOISHAM IHE D01 B4 2T AHI A8, 01 alprazolam
tapering-off &t211 Ol % 6JH % 2} paroxetine 40mg/day=Z 2t S X &.

0% &= Yoz YSFOE SLYED, paroxetine SY 2 IKE
OHOl CHAl S 401 0| RECHE 2SOt ABHN O T4 TSI AIZ A,
AN YRS HOA 1B 0N SUQUS HAT A AS LA ENY
paroxetine 20mg/dayE S8 S4 A0 & N2 AUS.

suc

« ASHEonan

3N BTE YT NS p2Eo SED S8 44D 0POE 5
Y0l W21 @S0 YOl WA= 54 HSU HIAD B
gee

- AN UMM ANY & SHBO0HCH &S 21 paroxetine
20mglday @ HY WE. 22U U8 28 F3Y 5O 0 EA4S WE
SELN G 2WIA 201 O A0 HNR0 B R O@UE
SN SULDXN Y2AZ ARK SUHAN 0L FMREZ IS
0 8.

SVC
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aasd 2-2

« BEFZOH G 1Al sertraline 25mg/day, clonazepam 1.0mg/day
2 S ANFAD £ 2F NP E & sertraline 50mg/day2 &
S 0{ 3t A clonazepam & & tapering &.

- B IUYR BSY2 2F 44 HAD sertraline 50mg/day HEF 0 R
FRUD US.

svc
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a4 Ed 341
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PO By EOY S8 FAZ UREY

+ 5t FEA 2800 JI20 WAE SH0] AN £&INUIL SS 50
SN0 UCHE T &R, 012 atenolol 50mg/day S 83N B4
SEA0 JANY AUS.

¢ 38 & B4 Y0 A AMOOU NY £ 4§ NESMH MSOIEH
CHBO| AT O|F TAl B gote & OlLIEH O N2, BUE,
UFA, AZIN, PEY S SH0 JHA.

+ PSY local clinici 2 25t01 &S0l YUCHe A2l &1 nefazodone
200mg/day X0 2i8 3E HRE & REHOZ FM0| BRE.
BNE 02T ASAAR YE NOIC 4D SH0! X5 A2,
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o UR JAZRE <MFHE> <AEYAH> A JOE 22 &
=201z £330 X B0 paroxetine 20mg/day i XY 2R &
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+ 0/ % CtM alprazolam 0.75mg/dayE X $%D S 2 A &
‘;; quggﬂﬂg JHU AEUAI YR G GRE FH0 2@
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c BRU2IATN YESUE O cBOIUN A 2 JUNU TE Wot
2 ARUA IO YBN A, E!IP.‘@OIIQ} SUJOOLANR
UCHE= NG 37.5mg/ Smg/day,
alprazolam 0.75mg/day, atenolol 50mglday§ SO NRHAD © L
MEOI ALUIBHSE S42 2AHel SHO0| AAR,

L -PURL-D ] 75mg/day, metocl, Ide 5
Smg/ 1 50mglday§ S 8He1 A -Olaﬁ
20| & I!ULT.I 2!°u oge) 2H0) G P2 BSE 200 F8
AEUA QR AHARFUL 2SE WIS A BAXNER
HAYSHA LOHE AV ARG,
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Take home messages

Long-term treatment is necessary, effective and safe
Full benefits may take months
SSRI generally preferable to TCA and BZ

The starting dose of SSRI should be low and gradual titration
up to full dose is necessary

Withdrawal of medication should be slow, planned and
individualised

SMVC
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Take home messages-cont’d

» Some will require indefinite duration of treatment

+ Possible complementary benefits from psychosocial
treatment

+ Panic patients have a high relapse rate(50%) even after
acute response to pharmacotherapy, despite continued
treatment .

SvC

P

Take home messages-cont’d

« The use of combined pharmacotherapy(antidepressant
+ Bdz) don not appear to provide greater protection from
relapse than monotherapy

+ Indications of continuing medication
1. High levels of persisting symptoms
2. Comorbidity

3. Previous relapses with serious repercussions
4. Multiple stresses

* Relapse occur most frequently within 6-12 months

svic
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