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Sparsity of research data

(D General practioners see patients
(@ Diagnosis : comorbid condition

(® Pharmacotherapy is less effective

(Kaplan & Sadock 7 ed)

Change of DSM criteria
L DSM-1 J ' Anxiety Reaction J
I DSM-II: } [j Anxiety Neurosis ]
- \
GAD I
(1 Mo. Duration) Panic dis.

[)

GAD
(6 Mo. Duraticn)
({include
overanxious
disorder of child)

Anxiety disorders

DSM-1V .

NOS

(Rickels K, Rynn M, 2001)
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Lifetime prevalence rates of GAD

&Y Toble 16.2.6. Lifetime Prevalence Rates of Generalized
Anxiety Disorder per 100 Subjects

Site Females Malos Total
DSM-lII studies
United States (ECA)
Durham 73 57 66
Bt. Louis 7.8 5.2 6.6
Los Angeles 5.5 25 a1
Florence, italy 54
Taiwan
Urban 37
Small towns 105
Rural 78
Korea 386
DSM-III-R studies
United States (NCS) 6.8 386 5.1
Fiorence. itaty 3.9

Psychiatric Comorbidity Rates Brawman-Mintzer 1996)

Diagnosis

Percentage(%)

Specific phobia
Social phobia

Depressive disorders

(including dysthymia)

Panic disorder

Pure GAD

21-55
15-59
8-39

3-27
10-26

Distinguishing characteristics of GAD

Disorder Distinguishing feature
Generakzed  Wany shaut a tpseic
ariety Lencetr:

drsarde

Pamc ¢ Intense, bref, acua

EEST {} anniely, bequency of
attacks vanable, oftsn
o greciptani

Hijor
depression

Parsistently low mosd,
may be sccompamed
by persistent anxiety

Age of ouset

Simedal orset
4

3doiescence,

Associated
symploms.

Restlessness moto
tession, tatigue

Ragid hean 1ae,
Wremileg,

daphoresrs, dysprea

Nestovegetalne
symptors (29,
insoinn3, lack of
appslile, qui)

Course of

iflness Family history

Chione Gonerilized
anxety disoeder,
pamc disordsr,
alohat sbuse

aliabie Panic disorder,

periods of

missions and sleohol aluse
nlapees

Symptams
i 2l may
secut

Major depression
sloohe] abuse
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Brain Circuit of GAD

l—' Worry

Frontal / Cingulate Cortex

Hypervigilance +I l +

Temporal lobe

+
Insula
Thalamus

Motor . | Bagal Ganglia Autonomic
tension changes
+: stimulation

- + inhibition

(Nute D, Bailey JE, 2002)

Overlaping Sx of GAD and Depression

Fiquie 8
Qestan aimt iscruination of ansiety and teprssive symploms.

GAD Loprossion

.
a K N, Loss of o <N
; J Faligue N .
¢ Antoipatory ety 7 § N\ Apatrry 5,
§ Prysiviogual rousat | o ‘\ Rowamssion b
; Nerwns tonsnn. rkablity

3
t Withdramat
Smep distrnance |

{ S eprension )
B . Appatie died 1t
Y Factiessoms - Moming dopression ,!
- L Semsitviyio /
N Tension pain X nncism Puor concaedraticn ;
"\»‘ : . Soit contidence
. e
vl o

Depr Anxiety 1997;168(suppt 30)

Main Target Symptoms and their Treatments of GAD

* Worry : Cognitive therapy

* Anxiety : Pharmacotherapy

(ADs, Benzodiazepines, Buspirone)

* Tension : Behavior therapy(Relaxation),

Pharmacotherapy(Benzodiazepines,Ads)
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Pharmcotherapy of GAD (Nutt 1998)

First Line

+ SN

RI(Venlafaxine XR)

« SSRIs(Paroxetine)
» Buspirone

* TCAs

« Benzodiazepines

Second Line
« Flupenthixol
» Hydroxyzine
+ MAOIs

High

Anxiaty
level

Antidepressants

Rebound
anxiety

Buspirone

DBiscontinuation of drug

Pariod of treaunent 4 -

0 2 4 6
Tinw in weaks

Rickels et al, Arch Gen Psy 1993

Comparison of Medications in GAD Treatment

Drugs SSRI/SNRI  TCAs  Benzodiazepines Buspirone
Onset Slow Slow Fast Slow
Therapeutic No No Little No
tolerance

Abuse +

Withdrawal + + ++

Interactions + + +++ +
with ethano!

Sedation ++ ++

Amnesia - + ++

Overdose risk ++ + -
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Duration of Treatment

+ Long-term treatment and maintenance required

» At least 6 Months ~ | Year after recovery

Predictors of Treatment Outcome

+ Good Predictors Factors
- acute onset
- early intervention
- positive response to previous treatment
- good compliance
- realistic expectation from treatment
- good ego strength
- marital stability

» Negative Predictors
- co-current personality disorder

Future GAD Medication

Abecarnil — partial BDZ agonist
Tropisetrone — 5-HT3 antagonist
Serazepine — S-HT2 antagonist
Gepirone, ipsapirone — related buspirone




Experimental GAD Treatment

Valerian Extract
{Valepotriales)

Effective, Germany

Andreatini, 2002

Pregabalin

GABA analogue,
No withdrawal sx

Feltner et al 2003
Pande et al 2003

Kava extract

H1 antagonist

(piper methysticum) controversal Connor et al 2002
GABA reuptake inhibitor
Tiagabine A thal
29 Ettective, well tolerable osenthal 2003
Homeopathy Placebo like effect Bonne etal 2003
Piperazine derivative
Hydroxyzine Llorca 2002

Primary care
companion J
clinical
Psychiatry
2001:3(2)

iy STy |
ey, e

P
pont
g il

D/Dx of GAD and Tx strategy

CNICAL DIAGNOSIE

Ongamc Basis

Tesanemo Jreatmgnt

tnai
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e
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|

Farnc DIaONCER W/WD AGORAPHOMA

treter cor

fraror 1ot oo Figuirn 5.4

Figure 7.1

Treniment of undertying
medical gonds

Figure 13.3

treter t0) ———— v Figurs 13.2

| o
Puomc Omonon trator 101 Fawe 122
o
v Gmase Dwoncan trafus ta) Figura 13.4
1 -
Anurry Discnoen trefer ros Figurs 12.
Figure 1.1, Diflerontial d is of various anxiety-related disorders and treatment strutegias

{see specifiod figures in this and other chapters).




Strategy for Tx of GAD

B AL STRATE

AT ANEY a0t

Suvvorive o

rexvanser

nsuatt
{ v wtd
v

ACUTE ARaEre iham, $puenr)
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et sesponst
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¥
- BUSIRONG

ottt inspoirs el

v
» BUSPIRORE phot BEMEOATEIINE, 5naiatey
s tag BZD

rsatiens te3ponsst

v
RUSPIRONE iy BZD 151 ioneer GaniGd

b zexd ety diordes

' '
O R :
buspirone (8] |: it

. Bawbvagios
Atlas of psychotherapy,
1999 ! it (6
1 i N
D smrnsey et i 1 =
irre e Ay rapt mait .
Gvoaebe o SR o 10K busprens,
PR ey
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e
H fadrrrengs wiguiot 5} l i
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Nutt and Argyropoulos 1998
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Algorithm A. Subthreshold GAD Sx

( BDZ, 1or 2 short term, 2-4wk
Unsatisfactory response Satisfactory response
4 +

Switch /augment Tx Maintain response

With a new Tx, Without medication

AD, buspirone, psychotherapy

(Rickels K, Schweizer £, 1998

Algorithm B. Full-threshold Chronic GAD Sx(gickels 199

AD ie, venlafaxine XR, paroxetine,

sertraline, imipramine, buspirone

— T~

Unsatisfactory response Satisfactory response

+ +

Switch /augment Tx

Continue Tx 3-10mo

With a new Tx,
AD, buspirone, psychotherapy
or BDZ

(Rickels K, Schweizer E, 1998}

Conclusions

@ A few new trial drugs - updated

@ still controversial entity

® algorithm development needed

(Kaplan & Sadock 7™ ed)
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