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Benzodiazepine therapy

and himself. His response, for example, to medication in
terms of ill-defined changing parameters of mental at-
titudes and priorities can be measured by his physician
only in terms of the physician's previous experience and
intimate knowledge of the patient, which has been ac-
quired, usually, through many vears of imvolverment with
his patient through various crises and developmental
growth cycles,

| feel, therefore, that there iz a contribution to be made
by the formal consideration of certain observations and
conchisions drawn from the contemplative study of ben-
zodiazepine usage and abuse, free from the ngdity of
academic restrictions such as double blind trals. Much
i therefore impressionistic and philosophical.

Abuseafbenzodiaz:.ghesisnnt
purely a function of the neurotic
patient, but is also due to the
effectaﬁ?hﬂg}dmgandthemmm
1rres e

ufthgun ] 'm'esm-ﬂnng

“In the past three years, there has been a dramatic change
in medical attitudes to the prescrbing of benzodiazepines.
Before 1980 these drugs were regarded as not only safe
and effective anti-anxiety drugs and hypnotics, but also
free from important unwanted effects. Since then there
has been rizing alarm about the rizk of pharmacologeal
dependence after regular consumption of the drugs™.*

tion of the neuratic personality type of the patient, but
i5 also due to the exceptionally effective primary
response and mood-elevating effect of the drug,
together with the irresponsible prescribing hahits of
the physician, whoutilizes the drug’s excellent mitial
response profile as a protective barmer for himself, in
order to avoid the time-consuming alternative of in-
volvement, with supportive psychotherapy. His subse-
guent failure to assume responsibility for his com-
promised patient, once he 15 enslaved by the drug,
positively re-inforces the tendency to abuse.

ii That, paradoxically, if benzodiazepines are used for
any length of time, for psychological indications, the
condition for which the drug is being used, usually does
not resalve, but, in the absence of supportive
pesvechotherapy, deteriorates, A regression of the pa-
tient's symptoms occurs, with the development of ad-
ditional iatrogenic symptomatology in those very areas
of his psyche which were compromised in the first in-
stance, and which prompted the initiation of ben-
zodiazepine therapy. A sequence of predictable events,
the vicious cycle of benzodiazepine usage 15 set in
motion.

Real life situations highlight the
x between the e
effect of the drug and the actual

results experienced.

If bma:rdm?mes fgxr'e used for
an tme
%I dications, the
condition for which the drug is
being used does not resolve, but
in the absence of supportive
psychotherapy, deteriorates.

The ohservations are not intended to detract from the
benefits which may be accrued from the benzodiazepines
in selected situations, under supervised and responsible
u=e. Rather, they are intended to ighlight the dynamic
inter-relationship which exists between the drug, the
prescribing physician and the personality profile of the
patient. They are also intended to stress the immorality
of irresponsible prescription.

With the apologetics disposed of, let me infroduce two

basic hypotheses:
i. That the abuse of benzodiazepines i= not purely & func-

165

Tosupport the validity of the first part of the hypothesis,
I shall discuss, in turn, the characteristics of the drug, the
characteristics of the prescribing physician and the
characteristics of the patient. It is the dynamic mterrela-
tionship between these three critical variables, and not
any single factor in isolation, which is responsible for the
unfortunate statuz of benzodiazepine therapy today.,

To support the validity of the second part of the
hypothesis, [ shall highlight situations in which the
paradox between the expected effects of benzodiazepme
therapy and the actual results of therapy is often observed.

1. CHARACTERISTICS OF THE DRUG

Benzodiazepine derivatives are all closely related
chemically, but vary in very subtle ways, both in their
biochemical and metabolic behaviour, as well as in their
climical achions and reactions. Many of these differences
do not seem to be appreciated by the prescribing physi-
cians, if one rationalises their choice of benzodiazepine
with its pharmacokinetic clinical indication.
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Benzodiazepine therapy
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Tosupport the validity of the first part of the hypothesis,
I shall discuss, in turn, the characteristics of the drug, the
charactenstics of the prescribing physician and the
characteristics of the patient. It is the dynamic interrela-
tionship between these three critical variables, and not
any single factor in isolation, which is responsible for the
unfortunate status of benzodiazepine therapy today.

To support the validity of the second part of the
hypothesis, | shall highlight situations in which the
paradox between the expected effects of benzodiazepine
therapy and the actual results of therapy i= often obeerved,

L. CHARACTERISTICS OF THE DRUG

Benzodiazepine derivatives are all closely related
chemically, but vary in very subtle ways, both in their
hiochemical and metabolic behaviour, as well as in their
climical actions and reactions. Many of these differences
do not seem to be appreciated by the prescribing physi-
cians, if one rationahses their choice of benzodiazepine
with its pharmacokinetic clinical indication.
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Benzodiazepine therapy

a sleep-disturbance is the only
manifestation of an amaety-related
or depressive disorder, one would
hope to be clear-headed and alert.
In this situation, a rational decision
would be to use, rather, a deriva-
tive which is metabolised ina shorter
time, corresponding with the
time during which one wishes to
sleep, with a clearance of active
metabolite from the serum during the
following day. In this situation Onx-
asepam (Serapax) or Lorazepam
{Ativan), with serum half-lives of bet-
ween 6 to 12 hours, would surely be
the rational choice? Straughan, in his
article Which Benzodiazepine, Wiy

and How, emphasizes these aspects.” In practice,
however, these new-generation rapidly metabolised ben-
zodiazepines have been marketed predominantly for
chronic free-floating anxiety, or the situational distur-
bance, where, paradoxically, constant, unfluctuating 24
hour serum levels are mandatory, Surely a long-acting
drug suchas Diazepam (Valium: Roche)which, together
with its active metabolites, has a serum half-life up to 90
hours, but with significantly lesser hypnobic properties to
Nitrazepam would be the rational choice in these cases?

A brief examination of the blood serum level profiles of
bath a short acting benzodiazepine, such as Lorazepam
{Ativan), taken at a dosage of 1 mg bd and a long acting
derivative such as Diazepam (Valium)takenat Smg tds,

will show important differences.

We ohserve the tendency for marked dnurnal serum fluc-
tuation of Lorazepam at this bd dosage. The extremely
quick achievement of maximal serum levels, which is
even quicker if the tablet iz allowed to dissolve sublingual-
v, has its clinical counterpart in the rapid alleviation of
symptoms, the favourable mood-elevating effect and the

general efficacy of this, and similar

equally rapid elimination from the serum has its clinical
counterpart in the development of a ‘mini-withdrawal or
‘let-down’ phase, during which time the patient ex-
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periences hiz anxiety provoked symptoms in an exag-
gerated manner, due to the rapid transition from a pro-
tected psyche by virtue of his high serum levels of
Lorazepam, toan unprotected, vulnerablestate. [t 1s this
feature of the high peaks and the low troughs with some
of the short acting benzodinzepines when the dosage s not
adjusted according o the pharmacokinetic profile of the
drug, which I believe to be one of the major contributors
to the rapid development of patient dependence. As
Straughan confirms “because lorazepam has notendency

toaccumulate, onabrupt withdrawal of the drug there is

asudden decline of plasma and tissue levels, suchasisex-
perienced, for example, withethanol. Thusif a person has
been receiving lorazepam for any length of time, and is
dependent on the drug forits anti-anxtety effectiveness,
abrupt withdrawal must on pharmacological

grovmds, be

expected to give rise to withdrawal problems”.” It is dur-

ing the ‘mini-withdrawal’ phase, when his amaous symp-
toms break through the rapidly falling blood levels of the
drug, that the patient frantically ingests his next tablet,
often before the next dosage is due. The rapid absorption
and effect again are remarkable in their alleviation of
symptoms. It does not take long for this cycle to become

. The fairly ingrained in the patient’s daily routine, and the in-
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gestion of ever mcreasing amountsof the drug reflect the
development of a Pavlovian conditioned response to even
the most innocuous of daily situations,

The patient becomes ohsessive about
the availability of the drug, and rapad
dependence, mega-dosage and
tolerance produces a guilt-ndden and
villnerable patient.

The key to the development of a
more stable patient response to a
short acting benzodiazepine such as
Lorazepam would include:

1. Knowledge and application of its
pharmacokinetics and half-life with
the re-adjustment of dosage to tds or
gid levels to ensure a more stable
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Benzodiazepine therapy

It has been observed that once a ben-
zodiazepine has been given for a cer-
tain period of time, a degree of
tolerance develops.

Another important consideration in benzodiazepine
therapy 15 the understanding of the phenomenon of
tachyphylaxds. This interaction between the patient and
his medication is not peculiar to the benzodiazepines, but
15 ohserved m therapy with many other classes of medica-
tion, including the Beta Sympathomimetics (e.g
malbutamol) and the non-stercidal anti-inflammatories
(e.g. Indomethacin, Oxyphenbutazone). An understan-
ding of tachyphylaas 15 a pre-requisite for the develop-
ment of 2 rational approach to therapy, particularly where
problems such as incremental dosage regimes,
dependence and abuse become manifest, It has been
observed that once a benzodiazepine has been given for
acertam penod of time, a degree of tolerance develops,
necessitating higher and more frequent dosage to over-
oome the same amadetv-provoling situations as before (in
the case of benzodiazepine therapy). It seems that the
troubled psyveche has gradually-and subconsciously ac-
quired the strength to climb out, over and above the pro-
tective barmer offered by the exasting blood levels of the
benzodiazepine, to effectively establish a new, higher
threshold level of anxiety, which breaks through the ex-
hlm;., d Osage ]'-L';.,i".IEIIL u‘tﬂ'umre.mnj., r frequency until the
dosage is either increased, or the sub-type of ben-
sodazepme 15 changed to a different derivative.

This explains the severe acute anxiety reactions as
oiserved im many patients who are corrently taking ben-
zodiazepines, and must be understood if the paradox as
stated above concerning the apparent deternioration of a
pabient's symptoms while on benzodiazepine therapy, is
to be understood. If tachyphylaxis, with the breakthrough
of acute psychosomatic symptomatology happens to co-
incide with the phase of rapid elimination of a short ac-
tng benzodiazepine such as Lorasepam (see Fig. 1) with
a mini-withdrawal episode, the clinical reaction can be
devastating, with complete destahbilisation of the patient's
condition.

I hawve hoped to show, in the above considerations, that
a thorough working knowledge of the various phar-
macokinetic and clinical parameters of the ben-
zodiazepine dervatives 18 mandatory if one is to be effi-
cient at being of assistance in helping those of our patients
whio, 1 apate of adequate peychotherapy and counselling,
need to be on a benzodiazepine for varving periods of
time.
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