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Alprazolam 
AN AN,XIOL YTIC, AN ANTIDEPRESSANT OR BOTH? 

Dr. Frank Pace B.!Sc., (Hons) M.S:c., M.I.Biol., D.Biol. (Pisa), 
Dip.Ed. (Lond.), A.Inst.M., Dip·.M. (U.K.), M.Inst.A.M. (Dip.) 

Alprazolam or 8-chloro-1-methyl-6-phenyl-
4H-s-triazolo ( 4-3a) (1-4) benzodiazepine has 
recently been launched locally. It has been avail
able in the U.S.A. for the last five years. AJpra
zolam, because of its very special pharmacologi
cal properties is a useful addition to the arma
mentarium of the benzodiazepines already avail
able to psychiatrists and general practitioners. 

The Anxiety Syndrome 

Patients frequently present themseLves to 
the General Practitioner and Psychiatrist with a 
cluster of symptoms which may include 
amongst others: 

Sleep disturbances, fears of fainting, places, 
crowds and impeding disasters, pessimism, tense 
aching muscles, trembling or shaking, emotional 
distress, frequent crying without any particular 
reason, restlessness and fidgeting, heart beating 
fast or pounding chest pains, feelings of a lump 
in the throat or choking, cold clammy hands, 
dry mouth, stomach ',gas', nausea, or upset sto
mach, tingling sensation in hands and feet ... , ... 
the list seems endless. Once clinical tests show 
that there is no serious underlying organic di
sease, the diagnosis is usually quite simple ...•... 
ANXIETY. 

Notwithstanding the rapidity of this diagno
sis the relationship between such a diagnosis 
and the therapeutic choice is made difficult and 
complicated by the multiple manifestations of 
the anxiety syndrome. Apart from dear-cut an
xiety, treatment must be able to cover the 
patient from the somatic expressions of anxiety 
and in most cases, symptoms of depression are 
very frequently encountered. 

There have been in the past, unjustified 
claims that once the patient is prescribed an 
anxiolytic (usually a benzodiazepine) then the 
depression symptoms cluster disappear. Modem 
psychiatric literature and clinical experience of 
general practitioners with patients on traditional 
long-term therapy with benzodiazepines com
pletely disprove this school of thought. In fact 
use of anxiolytics usually unmasks the underly
ing Jep1essive bympt.oms anJ lhe Joelvr in sueh 

cases would have to combine two drugs to cover 
both the anxiety and the depression which is 
associated with the anxiety. The usual combi
nation therapy takes the form of a benzodiaze
pine, a tricyclic or an anti-MAO antidepressant. 
Before Alprazolam, there has been no benzodia
zepine which could be prescribed with confi
dence to cover both the anxiety and anxiety 
associated with depression ...... and this is pre-
cisely what Aprazo:lam offers to the doctor who 
frequently has to treat such patients! 

Properties of Alprazolam 

Formula:-

Cl 

alprazolam 

Alprazolam is a triazolo-benzodiazepine with 
very direct metabo.Jism, and without accumula
tion of metabolites common to other benzodia
zepines (6) (see table 1). Its half-life is of inter
mediate length 12 to 15 hours, which according 
to modern psychiatric literature is optimal for an 
anxiolytic. Longer acting anxiolytics, may offer 
the advantage of a once daily convenient dosage 
regimes but usually have accumulation of meta
boliLes which is frequently not desired! rw & 9l 
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Clinically superior in efficacy and 
with a reduced incidence of side 
effects, when compared with the 
standard benzodiazepine, diazepam 

• as proven m 
24 clinics 

Clinical Trials 

Multi-centre double-blind clinical trials have 
shown the superiority of alprazolam as an an
xiolytic to other traditional benzodiazepines. 
Alprazolam has been studied extensively on 
thousands of patients and has been shown to be 
superior to diazepam (the yardstick) (p 0.025) 
not only from a global medical assessment but 
also using (I 2 l the Hamilton Scale of Anxiety (3) 

Studies comparing Alprazol.am with the popular 
lorazepam has shown (4l that patients continue 
to improve after the second week of therapy, 
whilst the dramatic improvement also associat
ed with lorazepam in this induction treatment 
tends to ·l·evel off. The somatic manifestations of 
anxiety quantified by a scale of self-evaluation 
of the symptoms have been controHed by alpra
zolam to a much greater extent than for lora
zep::tm even when studies were extended to 16 
weeks of therapy (4l Similar studies have also 
shown that Alprazolam is also superior to bro
m:lzepam when the anxiety syndrome cluster and 
the genenl patient's response were compared 
for a duration of 4 weeks of therapy (uJ. 

V.tboratory studies and clinical trials have 
showr. an extreme tolerance of the drug when 
taken i!l therapeutic doses. In fact no clinically 
significant effects on the cardio~vascular and 
respiratory (5l systems or depression of renal and 
liver functions have been observed. Any side 
effects, which have been observed were always 
do::e-related and were always simple extensions 
•)f its pharmacological activities. Somnolence 
and slight hypotension (as expected) usually 
disappeared .aft.er the second or third day of 
therapy. 

Major Breakthrough 

The major breakthrough of A lprazolam has 
been however the discovery that it is also ~li

nically effective as an antidepressant beyond 
that expiained by its anxiolytic action alone 1< •• 

Comparing it with Imipramine (A Tri-cyclic 
antidepressant) and placebo, Feighner et a!, 
have demonstrated that it is at least as effective 
as Imipramine in releiving depressive symp
toms, significantly more effective in controlling 
the somatic symptoms of depression and shows 
an earlier onset of activity in some meaaure
ments! 

According to provious reports the classic ben
zodiazepines are not effective m treating 
patients with major (l3l depression, aithough 
they relieve the symptoms of anxiety often re
lated to depression. The implications of such a 
discovery makes Alprazolam a unique benzodia
zepine in its class! 

Tricyclic antidepressants are indespensable in 
the treatment of severe depression but patients 
on TCAs often experience anti-cholinergic side 
effects, orthostatic hypotension, dry mouth, 
constipation and drowsiness. Moreover TCAs' if 
taken in high doses (especiaHy by patients who 
have suicidal tendencies) have severe cardioto
xic effects. There is moreover a two-week Jag 
for onset on activity (2 l. 

Advantages of Alprazolam 

Alprazolam offers the possibi·lity of prescrib
ing safe and unique anxiolytic which has com
parable if not superior properties to the other 
traditional bcnzodiaz.epines but with a strong 
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direct antidepressant action as well. In most cases 
therefore, a eocktaii of two or more drugs may 
no longer be indicated if the patient is suffering 
from anxiety and/or anxiety associated with de
pression. This not only effectively lowers the 
cost of therapy, hut also and more important 
still, ensures maximum safety without the sus
picion that the patient would on anxiolytic the
rapy deve!op,.depressive symptoms! 

Dosage 
Alprazolam is available in two-doses 0.25mg 

and 0.50mg tablets. Clinical experiences in 
European countries show that most adult 
patients respond to the 0.50mg tablet with an 

Initial Dosage Guide 

Anxiety 0.25mg t.i.d. 

Anxiety associated 
0.25-0.5mg t.i.d. with Depression 

Elderly Patients 0.25mg b.i.d. or t.i.d. 

Dosage may be increased, if necessary, to a maximum 
of 4 mg/day. 

Local Distributors: 
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initial t.i.d. dosage. This dose can be increased 
even up to 4.0mg daily until the patient res
ponds favourably. The 0.25 mg is perhaps more 
suitable for elderly patients who may require. 
smaller initial doses. Both tablets are scored and 
this increases the flexibility of the dosage re
gime which ultimately would have to be dis
covered by the doctor for every individual 
patient. 

Availability 
Alprazolam is marketed under the trade name 

XANAX. It is a product of original research by 
THE UPJOHN COMPANY. 
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Vidal Sassaon styling Products-to allow 
you to create your own exciting styles 
at home. 

Specially developed in the Vidal Sassoon 
salons, this range of styling products will 
keep your hair looking good! 

Vidal Sassoon Protein-Enriched Hairsp1Qy~ 
are lacquer-free to avoid stiff or sticky 
build-up, leaving your hair looking soft and 
natural. Available in Regular and Extra Hold, 
and in non-aerosol dispensers. Oil-free and 
pH balanced. 

Vidal Sassoon Blow Style Lotion for tangle
free control while styling and setting your 
hair. Also gives your hair additional pro
tection by helping to prevent heal damage 
from improper use of chemicals and 
electrical styling appliances. Oil-free and 
pH balanced. 

Vidal Sassoon S!Y!ing Gelle for blow styling , 
and wet looks. Non-sticky and fast-drying; 
formulated to add body and ease wet 
tangles. 

Extra gentle range- for Sensitive hair. 

KEMIMPORT l TD., 
Original Salon Formula -for all hair types 

Special Conditioning Treatments-for dull, 
lifeless or damaged hair. 

VALLEYROAD BIRKIRKARA 
Tel: 492212/3/4 

Sassoon D- a closely co-ordinated range of 
shampoos and conditioner to clear dandruff 
flakes. 
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participants were divided into two separate groups. Our 
group was chaired by Mr. J. Sammut of Caritas and the 
secretary was Mr. Cusens, a parent and a member of the 
Chamber of Engineers. The members included Mgr. Vic
tor Grech, headteachers, teachers, nuns, parents, social 
workers, Supt. Joseph Psaila and a policewoman with 
experience in drug abuse education, friends of addicts 
and other interested persons. 

We realised that there is a general lack of informa
tion on illicit drugs and their abuse especially express
ed by mothers of teenagers and younger school child
ren who seem to be easily approachable even at 
school. 

Such themes as, whether more information on drugs 
and their abuse is necessary; whether we feel that there 
is a real drug problem in Malta; whether we should 
keep a low profile on this problem or if on the other 
hand a full blown national campaign against drug abuse 
is in order were discussed and more than one partici
pant took the floor on these issues. How can I tell that 
my child (or pupil or friend] is on drugs? What can we 
do to keep our children off the streets? These were 
typical questions asked. 

There was a general consensus on the need of edu
cating parents and that educators must first receive cor
rect information and training. 

THE PHARMACISTS' ROLE 

it may be interesting to note at this point that there 
is a particular ignorance on the importance of the role 
of the pharmacist ir> the context of drug abuse preven
tion and education; but more so, and perhaps more ser
iously, of his role, in general, as a health professional. 
Our mere identification with the profession in·Imediate
ly brought about a near accusation of indiscrimmate dis
pensing over the counter of 'drogi' and the volunteering 
of gratuitous advice, thus, indirectly or directly, con
tributing to aggravating drug abuse. 

Our participation was on the lines of presenting the 
community pharmacists as health educators, imparting 
correct information and advice on illicit drugs to par
ents and interested persons witi-Jin the com:nunity; dis
tributing printed information from pharmacies and dis
playing suitable visuals, all according to a carefully 
planned campaign for drug abuse prevention through 
education; subsequently, reaching schoolchildren and 
other groups through talks and suitable audiovisuals 
aids. All of this is in line with the work being carried 
out by P,L\DA --- Pharmacists Against Drug Abuse Foun
dation of the USA - with which the Chamber of Phar
macists has been collaborating for some ti~ne. 

.Our commitment was however finally comprehended 
and pharmacists were included in the list which made 
out the team which is to tackle the drug epidemic, in
cluding medical practitioners, social workers, the welfare 
service, the family, the judiciary, the Church, the gov
ernment and voluntary organizations, but aoain unfor
tunately, when this recommendation was read out to thl:! 
general assembly on Sunday morning, pharmacists were 
not included nor were they mentioned in the final re
port of the conference which was circulated to the par
ticipants and sent to the Government, Church Authori
ties, to all Members of Parliament, to the Secreary 
General of the Council of Europe, to the Maltese and 
Overseas Press and to all those who work in the field 
of rini[J ahiiSfl 
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A letter of protest has been sent to the Chairman of 
the conference. 

OUR COMMITMENT 

This does not however deter us from taking steps to 
implement the Chamber's plans on drug abuse preven
tion through education. A course on drug abuse for 
pharmacists is presently underway at the Federation of 
Professional Bodies, in collaborating with Caritas and 
sponsored by Associated Drug Go. of Valletta. This is 
only the beginning. 

In conclusion, we congratulate the Lions Club (Malta) 
for taking the initiative to organise such a conference. 
it was indeed very fortunate to have such a panel of 
experts who shared their wealth of experiencees in this 
field with the participants at this international confe
rence. 
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