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BENZODIAZEPIN BAGIMLILIGI
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OZET

Psikiyatride benzodiazepinlerin kétiye kullanim ve bagimiilik]
potansiyelleri nedeniyle bu grup ilaglann endikasyonlarinin uy-
gun segimi ve dozajlarinin ayarfanmast 6nemlidir. Bu yazida ben-
zodiazepin bagimliligi ile ilgili gegitli gbrisler gdzden gegirildi.

Anahtar Kelimeler: Benzodiazepia, Bagimhilik, Kotiye]
kullanim.
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SUMMARY

Benzodiazepine Dependence

Suitable choice of according to indications and adjustment]
of dosage of benzodiazepine group drugs are gaining
importance due fo abuse and dependence potentials in|
psychiatric  practice. In this article, various views on)
benzodiazepine depedency were reviewed.
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Berzodiazepinler, anksiyolitik, sedatif antikonviilsan ve kas
gevsetici Ozellikleri olan; klinik kullanimda oldukga yararh ilaglar-
dir. Oldukga emniyetli ve etkili ilaglar olmast, dier sedatif ¢ hipno-
tiklere gore belirgin avantajlaninin bulunmasi, tim diinyada her yil
ylizmilyonlarca benzodiazepin regetesinin yazilmasina neden ol-
maktadir. Ancak yiiksek dozlarda uzun siireli ve tedavi disi kulla-
nimda bagimlilik yapan, kotii kullanima miisait olan ilaglardir.

Benzodiazepin kuilanimi halen diinyada gok yaygin olmakla be-
raber, zaman zaman getirilen yasaklar, bagimlilik ve kotii kullanim-
la ilgili yaynlar bu ilaglann yazilmasinda kullanimmnda azalmalara
neden olmustur.

Diinya Saglik Orgiiti (WHO) 1976 yilinda 7 iilkede yaptis qa-
ligmada erigkinlerin %1.9'unun minor trankilizan kullandign sap-
tamig; erigkinler arasinda, hanimiann % 39.9'u, erkeklerin % 18.7-
sinin y1lda en az 2 giin doktor tavsiyesiyle benzodiazepin kullandig
ileri siirilmiigtiir. Mellinger ve arkadaglarinin 1981 yilinda yaptikla-
1 bir galiymada insanlarin % 84'iiniin zaman zamanda olsa benzodi-
azepin kullandiklann: belirtilmiglerdir.

Daha sonraki yillarda benzodiazepin kullanimlaninda azalma-
far dikkati ¢ekmektedir. Ornefin Almaya'da 1981-1984 yillary ara-
sinda benzodiazepin kullaniminin azaldi ileri siiriilmigtiir. Ingilte-
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re'de 1981-1985 yillan arasinda benzodiazepin regetelerinin 30 mil-
yondan 26 milyona distiigi belirtilmistir. Ulkemizde de benzodia-
zepinler yesil receteye baglanmadan evvel kullamim oldukga fazlay-
ken bugiin yesil regetenin biirokratik zorluklan nedeniyle liretimi
azalmig ve eczanelerde satilmaz hale gelmistir.

Benzodiazepinler, amag digi ve asin kullamldidinda, bagimlilik
yapan, ani birakildifinda yoksunluk belirtilerine ve hatta epileptik
nébete neden olan ilaglardir. Ancak terapdtik kullanimda, belirli
siire (1-2 ay) kullanildiginda higbir probleme neden olmayan ilaglar-
dir, Benzodiazepinler uzun siire kullanildiklannda veya kisa zaman-
da yliksek dozlarda kullanimda, ilacin kesilmesi halinde yoksunluk
belirtileri goriilmektedir. Bir iki yazida, normal dozlarda tedaviden
kisa zaman sonra yoksunluk belirtileri olabilecegi belirtilmigtir.

Mark (1978) benzodiazepinlerin fiziksel bafimhlik yaptifing,
kronik kullananlarda % 15-44 arasinda bagimlilik olugtugunu belirt-
migtir. Benzodiazepinlerin yoksunluk belirtileriyle ilgili olarak, pek-
gok yayin vardir. Bu yayinlardan benzodiazepinlerin teropatik kul-
laniminda 6 ay veya daha fazla kullananlann % 17sinde ilag kesil-
mesini takibeagin anksiyete depresyon ve uyku bozukluklan goriil-
mistiir. Uzun etkili benzodiazepinlerin giinde 15-25 mg dozda ok
uzun siire kullananlarda, kisa etkili benzodiazepinlerden &zellikle
Alprozolam’in 3-10 mg, 8-26 hafta arasinda kullaninlann; ilaci bi-
raktiklannda yoksunluk belirtileri ve epileptik nobet gosterdikleri
ileri siiriilmektedir.

Uzun etkili benzodiazepinlerin yanlanma Smiirlerinin uzun ol-
mast nedeniyle kisa etkili benzodiazepinlere gére daha az yoksun-
luk semptomuna yol agtig1, kisa etkili benzodiazepinlerin ani kesil-

- melerinde daha ciddi yoksuinluk belirtilerinin ortaya ¢iktif1 belirtil-

mektedir.

Amerikan Psikiyatri Birlii (APA) 1987 yilinda benzodiazepin
yazim kurallanni saptamak amaciyla bir ¢aligma grubu olugturmug-
tur. Raporun sonucunda ¢aligma grubunun tavsiyelerinin oy ¢oklu-
guyla alindi, tam bir oy birliginin saglanamadif belirtilmigtir. An-
cak tiim psikiyatristlerin tavsiyelere uymalarinin gereklilifi belirtil-
migtir.

Caligma grubunun aragtirmastna gore; yetigkinlerin bir ¢ogu-
nun ara sira benzodiazepin aldif belirtilmigtir. Tedavi amaciyla
benzodiazepin kullananlann iigte ikisinin 60 giinden daha az ilag al-
difx gdriilmiigtiir. Yetigkinlerin az bir kismunin bir y1l veya daha faz-
{a benzodiazepin kullandif1 anlagilmigtir. Bunlanin yillardir erigkin
popiilasyonun % 1.65'1n tegkil ettigini ileri siirmiigler ve bunlan 4
grupta degerlendirmiglerdir.
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Bir yil veya daha uzun siiredir ilag kullananlann birinci grubu-
nu, yaghlar olugturmaktadir. Bu kisiler tibbi hastaliklan olan ve
ilaglani psikiyatrist digindaki hekimler tarafindan yazilanlardir.

Ikinci gruptakiler ise panik bozukluklart veya agorofobisi olan
hastalardir.

Bu iki grupta da benzodiazepinlerin kéti kullanimlan nadir gé-
rilmektedir. Doz artimi sz konusu degildir. Hastalarda, hekimler-
de bu ilaglarin gerekli olduguna inanmaktadirlar.

Ugiincii gruptaki hastalar disforisi olan hastalardir. Bunlar ge-
nellikle tibbi ve psikiyatrik bozukluklan olan hastalardir. Bu grup
semptomlart kronik ve karmagik olan; uzun donem benzodiazepin
kullanim endikasyonu olmayan hastalardir. Bu grupta benzodiaze-
pinlerin k&t kullanimlan olabilir ayrica alkol ve benzeri kotiiye
kullanilan maddeleri birlikte kullanmakta olan kisilerdir.

Dordiincu grup, kronik uyku bozuklugu olan hastalardan olug-
maktadir. Aragtirma verileri devamh 30 geceden fazla alinan benzo-
diazepinlerin uzun dénemli hipnotik ¢tkisini desteklememesine ra$-
men, bazi hastalanin yatma zamam benzodiazepin almadan uyuya-
madiklarini belirtmiglerdir. Dizenli olarak gece alinan benzodiaze-
pinlerin ne dl¢liye kadar insomniayt 6nledigi veya kronik uyku bo-
zuklugunu tecavi ettigi bilinmemektedir.

Benzodiazepinlerin terap6tik kullammda da potansiyel tehlike-
leri bulunmaktadir. Kronik terapotik kullanimda ilacin ani kesilme-
si halinde hastalarda rebound, tekrar eden veya yoksunluk belirtile-
ri gorulmektedir.

Rebound semptomlar ilacin kesilmesinden sonra ilk olarak go-
rilen semptomlardrr. Bunlann ilacin ayna goriintiisii gibidir. Orta-
ya ¢ikan giddetli kaygl, uykusuzluk ve huzursuzluk hastanin tekrar
ilact dénmesini doguracak kadar giddetli olabilir. Baz1 kisa etkili
benzodiazepinlerde rebound semptomlar ilag kullanimi sirasinda
da ortaya gikabilir. Bu durum hastalar ilacs baimli hale gelmesine
ve doz artimina neden olabilir. Genellikle rebound semptomlardan
sonra ortaya ¢ikan diger kesilme semptomlan ilacin ilk yazildif1 za-
manki semptomlarla aym olabilir. Bu durum hem hastay hem dok-
toru konfiizyona sokabilir. Bu semptomlartn hastahgt tekran mi,
yoksa ilag kesilme belirtileri mi oldugunu ayrrmak zordur. {lacin ke-
silmesiyle ortaya gikan yoksunluk semptomlarinin en ciddi olan: ba-
zan goriilen epileptik nobetler ve psikozdur.

Yiiksek dozlarda, uzun siire kullanimdan sonra ilacin ani kesil-
mesi bu belirtilerin ortaya ¢tkmasina neden olur. Epileptik nobet
riski, antiepileptik ila¢ kullamlmasiyla daha fazla olmaktadir. Di-
ger yoksunluk semptomlan, kulak ¢inlamasi, depresyon ve deniz
tutmasi hissini igerir. Biitiin kesilme semptomlar &zellikle ani slag
birakilmasindan sonra olmekla birlikte yliksek dozda veya teraps-
tik dozda uzun siire ilag alanlann ilaci azaltarak keserken de gori-
Iebilir. Kesilme semptomlar hem uzun hem de kisa etkili benzodi-
azepinler igin aymidir. Ancak klinik gozlemler kisa etkili benzodia-
zepinlerin uzun etkili benzodiazepinlere gore daha giddetli ve daha
erken dénemde kesilme sendromu ortaya gikardigini gostermekte-
dir. Dozlar ¢ok yavag azaltildiginda bu kesilme semptomlarinin gid-
deti azalir. Gozlemleri destekleyen arastirma bulgulan olmamasi-
na ragmen kisa etkili benzodiazepinlerin, uzun etkililere gore ba-
gimlilik yapma olasiliginin daha fazla oldugu sanilmaktadir.

Geng ve orta yas grubunda benzodiazepin toksisitesi, difer se-
dotif hipnotik ve alkolle birlikte defilse genellikle hafiftir. Sedas-
yon, diigecekmis hissi, psikomotor aktivitede bozulma benzodiaze-
pinlerin iyi bilinen yanetkileridir. Arag kullanma becerileri, diizenli
terapotik dozda benzodiazepinlerle bozulmaz, fakat benzodiazepin
alkolle kanstinldifinda veya ilk benzodiazepin alinan giinlerde ara-
ba kullanimi tehlikeli olabilir. Doktor, hastalarint bu konularda
uyarmalidir.

Yagllarda benzodiazepin toksisitesi hem akut hem de kronik
benzodiazepin kullanimi sirasinda ciddi boyutlara ulagabilir. Kogni-
tif bozukluklarla birlikte, diigecek gibi olma, denge kaybi goriilebi-
lir. Yaglilarda benzodiazepin kullaniminda ciddi tedbirler ahinmals,
hastalar fazla doz almamalan konusunda uyanlmalidir.

Ozetle, benzodiazepinler, uygun hastalara dikkatle yazildigin-
da &nemli terapotik ilaglardir. Standart dozlarda, kisa siireli tedavi-
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lerde toksisite ve bagimhilik séz konusu degildir. Yiiksek dozlarda
veya uzun siireli kullanimda toksisite ve bagimlilik riski fazla olan
ilaglardir.

Benzodiazepinlerinkdti kullanimy, alkol, afyon, kokain, esrar
veya diger sedatif ve hipnotikleri ktii kullananlar arasinda yaygin
olmasina karsin, kotii kullanim ilaglan degildir.

Bu nedenle, doktorun uygun hastaya benzodiazepii yazarken
kendisini rahat hissetmesi énemlidir. Fakat yazmadan 6nce toksisi-
te ve bagimhlik potansiyellerini diigiinmeli, uzun siire benzodiaze-
pin veya yiiksek dozda benzodiazepin alan hastalara benzodiazepin
riskleri anlatilmalidir.
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STRATEGIES IN ANXIETY AND PANIC:
ACUTE INTERVENTION AND LONG TERM MANAGEMENT.

MYRIAM VAN MOFFAERT,M.D. PH.D.

Anxiety disorders have recently been recognized into
a new classification scheme in the third edition of the
American Psychiatric Association’s Diagnostic and Statis-
tical Manual (DSM 1It). The anxiety disorders are divided
into four categories. The term neurosis is not used in
DSM Il: conditions characterized by hypochondriacal,
hysterical, or depressive symptoms are placed under ot-
her categories. Namely axis Il personality disorders.

Classification

1- Panic disorders

The central feature of panic disorder is a series of
unprovoked anxiety attacks, involving an overwhelming
subjective feeling of panic and terror. In adiction, several
associated symptoms, mostly physical occur: dyspnea,
palpitations, chest pain or unsteady feelings, feelings of
unreality (derealization and/or depersonalization), parest-
hesias, hot and clod flashes, sweating, faintness, tremb-
ling and shaking, and a fear of dying, going crazy, or lo-
sing contro! of oneself.

2.- Phobic disorders

The phobic disorders are characterized by fear and
avoidance of certain objects or situations with subsequ-
ent restriction of a person’s normal acticvities. Agorapho-
bia is characterized by the fear of being alone or, para-
doxically, of being in a public place. This disorder usu-
ally exists with panic attacks but can occur in their 2bsen-
ce Social phobia differs from agoraphobia in that the pa-
tient has the specific thoug irrational, fear of behaving
inan embarassing or humiliating manner in public. Simp-
le phobias are associated with specific objects and tend
to be less socially incapacitating than agoraphobia or so-
cial phobia. Such simple phebias are usually focusad on
patticufar objects or animals such as snakes or spiders.

3- Post-traumatic stress disorders

Certain events such as accidents. Natural disasters,
combat, and torture. are stressful to almost all persons.
The post-traumatic stress discrders are pathologic reacti-
ons to these events and are characterized by reexperien-
cing the event through nightmares, intrusive recollecti-
ons, or "flashbacks® in which the person vididly relives
the trauma; "psychic numbing” with a constricted affect

and emotional detachment: or autonomic overactivity
with hypervigilance.insomnia , and an exaggerated
startle response to minor stimuli. The onset of these
symptoms can be acute or delayed for months to ye-
ars. This disorder has been frequently seen among
Vietnam war veterans.

4- Generalized anxiety disorder

This is the revised term for anxiety neurosis. is
characterized by socially disabling anxiety without an
identifiable cause that persists for at least 1 month.
Increased psychomotor tension Yshakiness, jitteri-
ness, fidgeting), autonomic overactivity, apprehensi-
veness, and hypervigilance are common.

Other, less common, anxiety subtypes are Obses-
sive-compulsive disorder (characterized by recurrent
ideas. thoughts, images, or impulses (obsessions)
that incessantly invade the consciousness and seem
senseless or repugnant to the person. These obsessi-
ons are usually accompanied by ritualistic stereoty-
ped behaviours {compulsions) and Atypical anxiety
disorder (a category reserved for patients who appe-
ar to have primary anxiety but do not meet the crite-
ria for any fo the above conditions.

Epidemiology

According to the National Institute of Mental He-
alth (NIMH) sponsored Epidemiologic Catchment
Area (ECA) study, anxiety disorders are now recogni-
zed as the largest single psychiatric disorder group
in the Unitad States, with a one-manth prevaience of
7.3 % of the population.Total anxiety disordar ratzs
for women are higher in those bstweasn the ages cf
18 and 44 years (10 % to 12%) than in those agsd
45 years and older (7% to 8%).

Among men, rates for any anxiety disorder are in
the 5% range between the ages of 18 and 64 years,
with a significant drop to 3.6 %for those aged 65 ye-
ars and older.

Specific aspects of panic disorder: the panic his-
tory Althought the first attack and most subsequent
panic attacks are unprovoked, adverse life situations
and events are often present in the background

(*) Professor of Psychiatry, Psychiatrische Kliniek Universitalr Ziekenhuis
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when panic attacks first appear. Not uncommonly,
the first panic attack occurs during a life-threatening ill-
ness. following an accident, or at the loss of a close inter-
personal relationship.

Subsequent panic attacks

After the first panic attack, the patient usually forgets
about the incident and anxiety returns to a normal level,
without evidence of serious anxiety symptoms. A few
days to weeks later, however, a second spontaneous pa-
nic attack occurs. Each panic attack tends to include the
same cluster of symptoms for each specific patient.

Postatack events

In some patients the disorder becomes static at this
stage; panick attacks continue, but patients return to nor-
mal between attacks. Atthough their ability to function is
not seirously disrupted, such patients view the panic at-
tacks as both painful and feared.

Most patients develop some degree of anticipatory
anxiety after repetitive panic attacks; so, with each suc-
cessive attack, rather than returning to a baseline state,
the intermittent level of anxiety rises. Careful questioning
of these patients reveals that this anxiety is generated by
the fear of having another anxiety attack.

Phobic avoidance behaviour

The development of phokias in patients with panic di-
sorder is influenced by the number and severity of panic
attacks, the treatment received, the attitudes of important
people in the patient's life, and the patient’s personality.

Patients with panic disorders are probably more pro-
ne to develop depression than are normal individuals.
Because of this, the suicide rate of this group may be
higher than normal.

A serious complicating factor in both panic disorder
and agoraphobia is the development of drug and aico-
hol abuse.

A final common complication of panic disorder and
agoraphobia is the development of pathological depen-
dency.

Anxiety attacks presenting as a medical emergency

Psychiatrists see acute anxiety attacks with a conside-
rable delay. as they remain longer in the care of primary
physicians because of the dominant somatic presentati-
on of the disorder. The diversity of somatization profiles
allocates those patients to disparate medical specialies
(pneumology. cardiology, emergency departments. neu-
rology) where the physician tends to be more impressed
by the symptom pattern that is specific for his particular
field than by the psychological anxiety features. Psychiat-
rists working in institutions or in general psychiatric de-
partments seldom see these patients in the early phases.
Unless their disorder has lead to complications such as
depression. hypochondriasis or agoraphobia. the pati-
ents are not routinely referred for psychiatric consultati-
on.

The biology of panic attacks

The strongest argument for the biclogical basis of pa-
nic attacks is Pitts and McLure’s finding (1967) which
shows that sodium lactate infusion precipitates an anxi-
ety attack with the same clinical sensations as the spon-
taneous panic or the phobic reaction in individuals with
panic disorder, but generally fails to do so in non-panic
patients. Drugs which block "natural® panic attacks also
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block the lactate-induced anxiety crises.

The mode of action of lactate is noé +e_astablished; it
has been suggested that alterations Ca~ , pH and re-
dox reactions contribute to the anxiogenic effect. Howe-
ver, none of these hypotheses are as yet been confir-
med.

Interestingly, treatment with antidepressants not only
prevents spontaneous panic attacks but also panic indu-
ced by lactate.

Other stimuli that can induce anxiety in panic disor-
der patients are yohimbine (an alpha-adrenoceptor ants-
gonist), caffeine and CO,.. Since all three treatments in-
duce an increase in brain noradrenergic neurons origina-
ting in the locus coeruleus, these findings are compatib-
le with the concept of an increased brain noradrenergic
activity in panic. Also the beta-adrenoceptor antagonist
isoproterencl is anxiogenic - the putative involvement of
beta-adrenoceptors in the pathophysiology of panic at-
tacks is, however, refuted by the lack of effect of beta-ad-
renoceptor antagonists in spontaneous as well as lacta-
te-induced panic.

Strategics in the treatment of acute anxiety states

{n treating anxiety, the physician must be prepared to
(1) assess the efficacy of treatment over time; (2) deter-
mine when prolonged use is warranted; (3) discern if the
patient is developing a tolerance to medication; (4) res-
pond quickly and appropriately if a withdrawal syndrome
become evident upon discontinuation of therapy

General principles of benzodiazepine anxiolytic effi-
cacy

Benzodiazeines work by binding to specific CNS re-
ceptor sites, which are enriched in cortical and limbic-fo-
rebrain areas.c The net effect of the interaction of benzo-
diazepines with their receptors is to enhance the inhibi-
tory properties of the neurotransmitter gammaaminobuty-
ric acid (GABA).

GABA is the primary inhibitory neurotransmitter in the
brain. GABA is known to increase the permeability of ch-
loride ions through its receptor located on the chloride
ion channel.

When a benzodiazepine binds to its receptor, GABA
ergic neurotransmission is facilitated, and the rate of ch-
loride ion transport accross the cell membrane is increa-
sed. The net effect is to hyperpolarize the cell andrender
it less excitable.

Recent experiments with benzodiazepine receptor an-
tagonists suggest that an alteration in the GABA/benzo-
diazepine receptor complex itself may underlie the deve-
lopment of tolerance and perhaps dependence.

Specific tactics in panic

Tricyclic antidepiesswits, moncaming oxidzse in,.hi-
tors, and triazolobenzodiazepines. Exposure, cognitive,
and behauiour therapies complete the adjunctive treat-
ment regimen.

Advantages and disadvantages of tricyclic antidepres-
sants are: delayed onset of action, exacerbation of anxi-
ety symptoms, anticholinergic side effects, and other di-
sadvantages are aiso discussed here.

Monoamine oxidase inhibitors are of questionable va-
lue in combating phobias. Dietary restrictions, delayed
onset, weight gain, and other disadvantages outnumber
the advantages.
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Triazolobenzodiazepines have the advantage of ra-
pid onset and are well tolerated. Some dependence/-
withdrawal symptoms and sedation are among the disad-
vantages.

Triazolobenzodiazepines

Although classical benzodiazepines decrease the
free-floating anxiety symptoms of panic attack patients,
they have been reported as ineffective for treating the
symptom cluster that is related to panic specifically. In a
novel category of benzodiazepines. the triazolobenzodi-
azepines. Alprazolam has been extensively investigated
and proven to be an effective arti-panic drug in world-wi-
de trials. The efficacy ot Alprazolam and its superiority
over placebo especially for spontaneous panic attacks,
is clear iiowever, it 15 not be forgotten thet Alprazolam
<oses between 2.5 to 6 mg are needed, with some pati-
ents needing up to 9 mg/day, which is higher than the
average anxiolytic dose. A positive aspect of Alprazolam
treatment is its quick onset of action, within the first we-
ek of treatment, and the low drop-out rate due to a parti-
cularly weel-tolerated drug regimen. The most frequently
reported side effect is sedation, which, tends to diminish
spontaneously or after dose reduction.

Tolerance for Alprazolam is very rare: patients are re-
ported to be on Alprazolam for 6 to 7 months without de-
veloping tolerance. In fact, after this long treatment a do-
se decrease with the same effect is reported as possible.
Dependence is an important issue. After 1 year of treat-
ment dependence will have deleloped in 30% to 50% of
all patients. So the tapering period must be particularly
monitored with a lowering of the daily regimen by 0.5
mg every 4 days as a rule. The differential diagnosis bet-
ween rebound, relapse or withdrawal is difficult. if symp-
toms start soon, withdrawal is the most plausible expla-
nation, while in a relapse, symptoms, which wil be
known symptoms, will start later. For a differential diagno-
sis the symptoms should be observed during up to 3 we-
eks. If they remain, a relapse is probable; If they subsi-
de, they are withdrawel symptoms. tegretol and Clonidi-
ne have both been used to get through the withdrawal
state rapidly,In the choice of drug regimen the associa-
ted symptomatology decisive. If obsessive-compulsive fe-
atures are associated, the use of imipramine should be
given priority because Alprazolam has no particular ef-
fect on obsessive-compulsive features. On the other
hand, Alprazpolam is particularly effective on the somati-
zation, and is consequently a first choice when multiple
somatic anxiety symptoms are present.

The minimum treatment period is 6 months; triazolo-
benzodiazepines are the first choice of medications: the
need for a slow taper period is indicated. Alprazolam
and certain other benzodiazepines also have been fo-
und to be as effective as tricyclic antidepressants (TCAs)
in the treatment of panic disorder. recent studies have
demonstrated alprazolam’s .clinical efficacy across the
full range of panic disorder symptoms, as well as an on-
set of action more rapid than that of imipramine, the
TCA considered the "gold standard" for treatment of pa-
nic disorder.

Side effects

Clinical studies have shown that alprazolam has a si-
de effect profile similar to that of other benzodiazepines.

although drowsiness and lightheadedness occur less fre-
quently than with diazepam. Experience with overdosa-
ge is limited but serious adverse events have not been
reported to date. Side effects may be accentuated in the
elderly or debilitated patient. As other benzodiazepines
are known to reach the placenta and be excreted in bre-
ast milk, alprazolam should also be avoided in preg-
nancy, and in nursing mother until full human distributi-
on data are available.

Dosage

Dosage should be individualised, starting at 0.25 mg
to 0.5 mg thrice daily. In the elderly the starting dose is
0.25 mg twice daily. The dose is titrated upwards accor-
ding to the needs of the patient to the recommended
maximum of 4 mg/day in divided doses. Inital doses
may be given at bedtime to minimise daytime lethargy.
Abrupt withdrawal after longer term administration sho-
uld be avoided.

Ease of administration, minimal side effects, rapid on-
set of action, and perceived ease of use of benzodiazepi-
nes as compared with TCAs make them acceptable to
physicians who treat panic disorder.

Although beta-blocking agents may be helpful in re-
ducing the cardiovascular symtoms such as palpitations
and tachycardia, they do not on the whole provide com-
prehensive symptom relief. They may be indicated in the
early phases of instauration of progressive doses of
tricyclic antidepressants to patients who are oversensiti-
ve to symptoms such as tachycardia.

Combination of medicaton and behaviour strategies

The behavioral procedures classically used in panic
disorder are systematic desensitization in vivo or in ima-
gination, individually or in group and flooding, i.e. a sud-
den and complete exposure.

Most important is the fact that the type or recovery
during behavioural treatment exclusively differs from that
on Alprazolam treatment; while the latter are symptom-f-
ree during drug treatment, patients in a behavioural treat-
ment still have some residual anxiety once the treatment
is stopped.

Discontinuation of benzodiazepines

While withdrawal symptoms may occur with rapid dis-
continuation of benzediazepines, gradual tapering of do-
sage may control the degree of the patient’'s discomfort.

In addition, if anxiety develops upon discontinuation
of benzodiazepine therapy, the physician must distingu-
ish between true withdrawal phanomena, short-term. re-
bound anxiety. and recurrence, and then plan apporopri-
ate interventions.
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