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Minor tranquillizers in somatic disorders

C. KrROGH,* B sc PHARM; W.M. McLEAN,t PHARM D; Y.D. LAPIERRE,f MD, M SC

Conclusive evidence of improved
outcome due to adjunctive anxiolytic
therapy in some somatic conditions is
lacking. However, such therapy may
facilitate patient management without
being “curative”. The resulting improved
feeling of well-being may be of value

in the management of gastrointestinal
disorders, migraine and myocardial
infarction. Negative effects may be
observed in acute respiratory conditions,
especially during acute exacerbations

of chronic conditions, with the
administration of benzodiazepines;
hence they should be used with caution.
The use of these agents in treating
persons with hypertension seems to
be of no value and may even be
detrimental. Careful evaluation of each
case is desirable, and treatment should
be planned with its termination in
mind.

La preuve définitive d’'une amélioration
due a la thérapie anxiolytique adjointe
dans certaines conditions somatiques
manque toujours. Cependant de telle
thérapie peut faciliter le traitement
du patient sans toutefois effectuer une
guérison compléte. L'amélioration du
sentiment de bien-étre provoqué par
ces agents peut s’avérer avantageuse
dans le traitement de troubles
gastrointestinaux, de migraine et
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d'infarctus du myocarde. Des effets
nocifs peuvent étre notés chez les
patients souffrant de conditions
respiratoires aigués, surtout lors
d’exacerbations aigués de conditions
chroniques, avec I'administration des
benzodiazépines; leur utilisation doit
donc se faire avec précaution. L'usage
de ces agents chez les personnes
souffrant d’hypertension ne semble
aucunement justifiée et peut méme
s’avérer nuisible. L'évaluation attentive
de chaque cas est hautement désirable,
et le traitement devrait étre planifié
avec une fin en vue.

Anxiolytic drugs are among the most
widely prescribed drugs in medicine.
Most of the prescriptions for these
agents are written not by psychia-
trists but by general practitioners or
other specialists. In fact, 97% of
internists and general practitioners
have at one time or another pre-
scribed diazepam, a benzodiazepine
derivative.! In 1972 two thirds of
the 77 million benzodiazepine pre-
scriptions in the United States were
for diazepam and an additional 4
million were for flurazepam, a ben-
zodiazepine hypnotic.?

A large proportion (one third to
one fifth) of the patients seen in
physicians’ offices have emotional
difficulties, and many of them have
primary or psychogenic physical
complaints.* Minor tranquillizers are
often prescribed as adjunctive ther-
apy in the treatment of many of the
so-called psychosomatic disorders.
Since physicians generally consider
these disorders as physical dysfunc-
tions in which psychic or emotional
factors have an initiating role or
contribute to the persistence of the
disorder, and since physicians want
“to treat”, minor tranquillizers seem

to have become a panacea for vari-
ous “psychosomatic” disorders.

In this review we assess the value
of adjunctive anxiolytic therapy in
functional gastrointestinal disorders
such as peptic ulcer and ulcerative
colitis, migraine, asthma and other
respiratory disorders, angina and
myocardial infarction, and hyperten-
sion. Such an assessment is rendered
difficult by the paucity of reports of
pertinent controlled studies and by
the lack of standardized objective
criteria of improvement that may be
attributable to anxiolytic therapy in
such conditions.

Gastrointestinal disorders

Literature dated in the early 1960s
claimed that diazepam could be used
to treat gastric and duodenal ulcers,
psychogenic epigastric disorders, ir-
ritable colon and intestinal spasms.
In recent years, however, these
claims have not been appearing in
company information. One manufac-
turer says diazepam is recommended
for use in, simply, “anxiety states
with somatic expression”.* This
seems to indicate a possible tighten-
ing of the manufacturer’s claims. The
chlordiazepoxide—clidinium  combi-
nation Librax is claimed to be useful
in the adjunctive management of
various gastrointestinal disorders;’
the clidinium component may have a
major effect on decreasing gastro-
intestinal secretions and motility be-
cause of its anticholinergic action.

A number of investigators have
had “good results” in treating gastro-
intestinal disorders with minor tran-
quillizers. Deutsch® reported relief of
anxiety in a double-blind study
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of patients treated for diagnosed
functional gastrointestinal disorders;
with diazepam—propantheline com-
binations the overall improvements
in global ratings were significantly
better than with placebo—propan-
theline combinations. Voegtlin’ found
that diazepam was an effective ad-
junct in the symptomatic manage-
ment of diagnosed functional gastro-
intestinal disorders such as irritable
colon syndrome and functional diar-
rhea with associated nervous tension
and anxiety. Another study® demon-
strated that the prevailing effect of
diazepam treatment of gastrointes-
tinal disorders was relaxation, with
apparent alleviation of the “spasm-—
pain—increased spasm” cycle com-
mon in such patients.

The chlordiazepoxide—clidinium
combination Librax is claimed to be
effective in the treatment of peptic
ulcers, gastritis, gastrointestinal hy-
peractivity or hypermotility, pyloro-
spasm, duodenitis, colitis, irritable
colon and other functional or or-
ganic disorders of the gastrointestinal
tract.* Clidinium is an anticholinergic
with antispasmodic and antisecretory
activity. Brown® found that chlordia-
zepoxide gave “good results” in
patients experiencing anxiety and
functional gastrointestinal distress.

Other minor tranquillizers such as
clorazepate dipotassium and loraze-
pam have been used by patients with
moderate anxiety associated with
gastrointestinal diseases, again with
“good results”; Kasich" showed that
clorazepate was superior to placebo
but not significantly different from
diazepam in overall anxiolytic effect.
In a double-blind crossover study by
Furtado' lorazepam was shown to
be useful in the treatment of “gastro-
intestinal neurosis”, and Kasich,
Richards and Vanov'* showed that
lorazepam was comparable to diaze-
pam as an adjunct in the manage-
ment of chronic gastrointestinal dis-
ease with anxiety.

The Medical Letter” noted that
“many clinicians prescribe sedatives,
since chronic emotional stress is
probably a contributing factor in the
development of ulcers. For patients
with severe pain, especially those
with gastric ulcers, some Medical
Letter consultants recommend bed
rest. Its effectiveness may be due
more to psychological than to physi-
cal factors.”

In many of the studies reviewed,

the criteria for “good results” were
the patient’s improved feeling of
well-being and, in some cases, the
investigator’s evaluation based on
global ratings. Other products and
techniques such as anticholinergics,
absorbents, roughage-free diets and
small doses of codeine, diphenoxy-
late hydrochloride—atropine (Lomo-
til) and steroids by rectum were
given concomitantly in many of the
studies.*”**** Although emotional
factors are often associated with pep-
tic ulcers and appear to precipitate
recurrence, there is no evidence that
they have a role in maintaining the
chronic peptic ulcer once it has been
reactivated.

Many of the antianxiety drugs,
such as diazepam, reduce basal gas-
tric secretion of acid. Roberts and
Oldrey* found that in 10 male pa-
tients with dyspepsia intravenous ad-
ministration of diazepam did not
significantly suppress gastric secre-
tion in the first hour after stimulation
with pentagastrin, but once the
“maximal” effect of pentagastrin had
worn off gastric secretion was strong-
ly suppressed. It was also found that
diazepam had no effect on nocturnal
basal (unstimulated) gastric secretion
of acid, which suggested that diaze-
pam acts by inhibiting the secretory
stimulation that arises centrally, dur-
ing wakefulness; this would make it
a useful therapeutic aid when
“stress” was a factor. Further to this,
Stacher and Starker” found in study-
ing the inhibitory effect of broma-
zepam on insulin-stimulated gastric
acid secretion that sleep and drowsi-
ness rather than bromazepam seemed
to cause the inhibition. More recently
Stacher and associates’ suggested
that lowered basal as well as insulin-
stimulated gastric acid secretion after
bromazepam administration was due
to the central effect of the drug. It
may therefore be more appropriate
to prescribe a minor tranquillizer for
use during the day and an effective
anticholinergic for use at bedtime
rather than a hypnotic for insomnia
due to persistent nocturnal pain. If
pain and insomnia persist, both may
be needed.

In prescribing minor tranquillizers
one should usually titrate the dose
to counteract the episodic fluctuation
of anxiety. Doses can be increased
with increasing anxiety and reduced
during remissions (or use of the drug
can be stopped). Controlled studies
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have shown that these agents are
helpful during short-term use but
lose their demonstrable effectiveness
with long-term use."™* Consequently
long-term use should be avoided.
Since chlordiazepoxide and diazepam
are long-acting and have pharma-
cologically active metabolites, more
than one or two daily doses are rare-
ly needed.” Potential accumulation
may be decreased with this method
of administration and full use made
of the agent’s short-term effect.

Although adjunctive therapy with
minor tranquillizers is reported to
be associated with an improvement
in the patient’s well-being and a
decrease in symptoms it is not clear
whether these patients have greater
anxiety than the general population.
Minor tranquillizers may alleviate
acute concomitant anxiety in the
short term, but other means of de-
creasing anxiety must be found to
supplement the effectiveness of these
drugs, which is known to wane. This
would entail a good, supportive
patient—physician relationship, fami-
lial support and adjustments in life-
style. There are no experimental
data to indicate that these drugs
hasten recovery from gastrointestinal
disorders. The endpoints for assess-
ment are subjective and are blurred
by the concomitant reduction in an-
xiety plus the frequently added feel-
ing of well-being brought on by these
drugs. The physical disease state may
still be active but the emotional re-
action is blunted. The use of these
drugs should be based on considera-
tion of the psychologic and sympto-
matic features of the illness rather
than any effect on a pathologic
process.

Migraine

Over 400 remedies have been
proposed in the treatment of mi-
graine,” some of which are psycho-
tropic agents. These may be minor
tranquillizers or antidepressants used
in doses that are subtherapeutic for
antidepressant activity but neverthe-
less sufficient to be sedative. The
double-blind study of Okasha,
Ghaleb and Sadek™ in 80 patients
suffering from migraine showed that
doxepin, 10 mg three times daily,
gave the best response, amitriptyline,
10 mg three times daily, was next
most effective and diazepam, 2 mg



three times daily, had a weaker effect
but was superior to placebo. Santos
and Unger® reported satisfactory re-
sults in patients given hydroxyzine.
Four patients were said to be main-
tained “quite free” of headaches, but
this expression was not clearly de-
fined in their report. Clorazepate
dipotassium in combination with
dihydroergotamine tartrate showed
good therapeutic results, which were
confirmed in a follow-up assessment,
in 31 of 40 patients with migraine;
in the remaining 9 patients migraine
persisted but was less frequent.*
Since an ergot derivative was used
in combination with a minor tran-
quillizer, evaluation of the efficacy
of the tranquillizer is difficult. Few
reports are available of studies dem-
onstrating the effectiveness of tran-
quillizers alone in the treatment of
migraine. As a single treatment,
ergot derivatives seem to be most
effective for acute attacks.”

It has been suggested that head-
ache or migraine may be relieved
with use of an ice bag and bedrest in
a dark room.™* Working may make
the headache worse and prolong it
for days rather than hours. Diaze-
pam or another sedative in small
doses may be necessary for sleep,
but the majority of migraine attacks
seem to be helped within a few hours
with analgesic-antiemetic combina-
tions and occasionally a sedative.”
Methysergide maleate seems to be
the preferred drug for prophylaxis®*
but its use is limited by long-term
side effects.” Pizotyline shows prom-
ise and may overtake methysergide in
the near future.® Benzodiazepines
may be of benefit in migraine pro-
phylaxis by reducing anxiety and
modifying reactions to frustration;
small doses of antidepressants seem
to be more effective in this condition,
which suggests involvement of a
mechanism of action that is yet to
be defined.*

Asthma and other respiratory
disorders

Minor tranquillizers have been
used to reduce the anxiety com-
ponent of asthma and various re-
spiratory disorders. It has been sug-
gested that hydroxyzine may be use-
ful “as adjunctive therapy in... al-
lergic conditions with strong emo-
tional overlay, such as in asthma”.”
Hydroxyzine has been studied in

combination with a variety of other
forms of treatment.

- In a double-blind study with 16
patients Blerman, Pierson and Shapi-
ro” showed that ephedrine, 25 mg,
had no effect on postexercise asth-
ma, hydroxyzine, 10 mg, had a weak
effect in hastening recovery and theo-
phylline, 130 mg, modified the post-
exercise response significantly, while
the three together produced an addi-
tive effect superior to that of theo-
phylline alone. Santos and Unger”
selected hydroxyzine to control al-
lergic disorders with its ataractic and
antihistaminic properties. Patients re-
ported greater calmness and were
able to rest and sleep better. In none
did the disorder clear completely,
but less antiasthmatic medication was
claimed to be required, though the
reduction was not clearly defined.
Santos and Unger thus reported re-
sults that can be expected with the
use of minor tranquillizers, which
suggests that these drugs have a pri-
marily adjunctive role in the treat-
ment of asthma but no specific ther-
apeutic action. In the same vein
Spankus® found that three of five
patients had “excellent results” with
diazepam; however, the small num-
bers and the nonspecificity of the
clinical criteria limit the conclusions
that can be drawn.

An ephedrine-theophylline-hydro-
Xyzine combination was compared
with salbutamol by Alanko, Lah-
densuo and Mattila*® in 15 patients
with asthma. Overall the combina-
tion was superior to salbutamol as
judged from measurements of peak
expiratory flow, severity of symp-
toms and number of isoproterenol
inhalations needed per day. Similar
results were obtained by Chodosh
and Doraiswami:* when hydroxyzine
was added to a theophylline—
ephedrine regimen there was a great-
er improvement in the results of
most pulmonary function tests than
with theophylline—ephedrine alone.

Probably of greater consideration
is not whether minor tranquillizers
are efficacious in the treatment of
respiratory diseases, but whether side
effects limit their usefulness. Between
asthma attacks, pulmonary function
may be normal or nearly normal and
the patient relatively free of symp-
toms. It is estimated that in about
one third of persons with asthma,
emotional strain and specific stressful
situations may be important factors

in the initiation of asthma attacks.*
Sedatives may be required early in
the acute phase to allay agitation
and relieve anxiety,” but as the at-
tack progresses the respiratory de-
pressant effect of these drugs may
contribute to serious problems in
patient management.

Notwithstanding the possibility of
acute asthma attacks in individuals
hypersensitive to diazepam,” benzo-
diazepines have documented respira-
tory depressant effects in patients
with and without pulmonary dis-
ease.” Such effects have been
sought after intravenous or oral ad-
ministration of diazepam, lorazepam,
chlordiazepoxide and nitrazepam.
Catchlove and Kafer* assessed diaze-
pam treatment in patients with
chronic obstructive pulmonary dis-
ease and asthma in acute exacerba-
tion. They observed clinical deterior-
ation following diazepam administra-
tion in some patients, accompanied
by worsening of blood gas abnormal-
ities out of proportion to the degree
of obstruction. Clark, Collins and
Tong®* suggested that restlessness,
which might be thought to be an
indication for sedation, may actually
be a sign of worsening respiratory
failure. Hence sedation would be
contraindicated.

Kronenberg and colleagues® ad-
ministered diazepam, 10 mg four
times daily for 5 days, to six patients
with severe but stable obstructive
pulmonary disease and hypercapnea.
No significant changes in the forced
expiratory volume in 1 second or in
arterial blood tensions occurred.
Three patients continued to take the
drug (5 to 15 mg daily) for 15 to
25 months with no adverse effects.
In this study diazepam was admin-
istered orally and the patients’ con-
ditions were stable. The study by
Zsigmond, Shively and Flynn* of
patients with stable chronic obstruc-
tive pulmonary disease undergoing
treatment demonstrated the safety of
doses of 0.15 mg/kg of diazepam
administered intravenously.” These
doses caused no ventilatory depres-
sion in patients with severe disease.
This finding differs from that of
Catchlove and Kafer,* who dealt
with patients during their recovery
from an acute exacerbation, which
may explain the seemingly contradic-
tory results.

A bronchodilating effect apparent-
ly accompanies parenteral adminis-
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tration of 50 to 100 mg of hydro-
xyzine; hence this drug has been
suggested for the treatment of asth-
ma.” More controlled studies are
required for better evaluation of its
therapeutic value.

The emotional factors so frequent-
ly present in patients with asthma
often necessitate the use of sedatives
and tranquillizers. However, because
all sedatives have some degree of
respiratory depression, the need for
their use during acute episodes
should be carefully determined. The
agitation, confusion and irritability
observed during exacerbations of
asthma may be the result of hypo-
xemia or hypercapnia or both. When
these abnormalities are present the
use of any sedative may lead to
depression of the respiratory centre,
thus aggravating the pre-existing
impairment of air exchange.”” The
magnitude of the depressive effects
is of uncertain clinical significance,*
so until evidence is conclusive, no
sedative can be considered safe.

Although some of the psycho-
tropic drugs have provided some
subjective relief, none has been dem-
onstrated to have a lasting effect on
asthmatic dysfunction.*

Arnigina and myocardial infarction

Sedatives and anxiolytic agents
are often prescribed to facilitate the
management of a patient with angina
or myocardial infarction. The physi-
cal and emotional stresses that may
precipitate chest pain must be identi-
fied and an attempt made to adjust
the patient’s lifestyle as well as his
reaction to these stresses. In acute
myocardial infarction sedation is im-
portant during hospitalization, when
24-hour surveillance and forced in-
activity may contribute to the pa-
tient’s frustration.

Melsom and associates® studied
38 patients hospitalized with proven
myocardial infarctions. Half of the
patients received 10 mg of diazepam
intravenously immediately and 15
mg orally 1 hour later and every 8
hours thereafter for 3 days. The
other 19 patients served as controls.
It seemed that patients in the diaze-
pam group were safely and pleasant-
ly sedated and had less need for
analgesics. They also had reduced
urinary excretion of catecholamines.
It was proposed that diazepam de-
creased stress reactions, which in

turn reduced the frequency of serious

arrthythmias and prevented the
existing myocardial injury from
spreading.

Similar results were obtained by
Gedeon and Varkonyi* in 22 pa-
tients with agitation associated with
acute myocardial infarction: they re-
sponded well to 10 mg of diazepam
given intravenously and fell into a
deep, calm, atonic sleep. The pulse
rates decreased and the pulse am-
plitude increased. No effect on res-
piration or circulation was noted. In-
tramuscular injection of the same
dose did not produce comparable
results and restlessness was not
markedly changed; it was suggested
that adequate blood concentrations
may not be obtained with intramus-
cular administration. Kanto’s* study
also demonstrated that intravenous
or oral administration of diazepam
was superior to intramuscular in-
jection.

Hackett and Cassem* showed that
chlordiazepoxide, 10 mg, and amo-
barbital, 50 mg, were equally effec-
tive as anxiolytic agents in a double-
blind randomized study of 58 pa-
tients in a coronary care unit. They
found that patients receiving chlor-
diazepoxide had fewer side effects,
required narcotic and hypnotic med-
ications less often, and remained in
intensive care for shorter periods.

There is no evidence that minor
tranquillizers reduce the frequency
of anginal attacks, but anxiolytic
drugs may be important in relieving
the stress and anxiety brought on by
angina and myocardial infarction.
This does not preclude the other
sound principles of medical manage-
ment. Benzodiazepines offer certain
advantages over barbiturates in not
interfering with the action of cou-
marins.* Moreover, diazepam ad-
ministered intravenously does not
seem to have appreciable adverse
hemodynamic effects in patients with
impaired cardiac function.***

Hypertension

Abel and Reis® noted that diaze-
pam, 0.1 mg/kg, administered intra-
venously to patients after cardiac
operations cause a small but signi-
ficant decrease in both systolic and
diastolic blood pressure, along with
a simultaneous increase in stroke
volume. Improvements in cardiac
function and decreases of 7 to 8
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mm Hg in mean aortic pressure with
doses of 0.1 mg/kg of diazepam
were found in a study by Co6té,
Guéret and Bourassa.” It was sug-
gested that, in addition to central
sedative effects, the drug had a nitro-
glycerin-like action on the coronary
and systemic circulation. Decreases
in systolic and diastolic blood pres-
sure have been noted following intra-
venous administration of diazepam
and subsequent cardioversion.”

Most of the studies available have
dealt with the pharmacologic effects
of diazepam or other benzodiaze-
pines in man** and in animals,**
intravenous administration producing
modest decreases in blood pressure
during brief surgical procedures. We
could find no reports discussing the
continuing oral use of these agents
as adjuncts in the treatment of hy-
pertension. The effect of intravenous
administration in dogs was transitory,
lasting for 5 to 10 minutes and up to
1 hour with larger doses,* and even-
tual tolerance to long-term adminis-
tration of minor tranquillizers could
limit their cffectiveness in the treat-
ment of hypertension.

Greenblatt, Shader and Lofgren*
discussed the “unfortunate” practice
of prescribing anxiolytic drugs rather
than specific antihypertensive agents
for persons with hypertension. Anxi-
olytic agents have no specific hypo-
tensive effects, and if the blood pres-
sure is lowered it is the result of
central nervous system depression.
Consequently, one is left with a
drowsy and still hypertensive patient.

Benzodiazepines may be useful in
the treatment of hypertension be-
cause of their role in the control
of anxiety mediated by the central
nervous system and because of their
direct effect on the cardiovascular
system,* but not enough data are
available for evaluation. Anxiolytics
may be useful as adjuncts to anti-
hypertensive medication, but only if
anxiety seems to contribute to in-
creased blood pressure, and this is
difficult to demonstrate clinically;
hence such use of these agents is
probably without value. The Medical
Letter® has stated: “Diazepam is
not an antihypertensive drug and it
has not been shown to be useful in
the long-term treatment of hyper-
tension. Furthermore, there is no
evidence that diazepam enhances the
antihypertensive effect of any blood
pressure reducing drug”.



Conclusions

Minor tranquillizers have been
and are being used to treat a wide
variety of somatic disorders. Con-
clusive evidence of improved out-
come due to anxiolytic effects is
lacking. However, the role of these
agents is adjunctive — that is, it
may facilitate patient management
and improve the state of well-being
without being “curative”. Most of
the data available to assess the value
of this adjunctive treatment are anec-
dotal and not amenable to compara-
tive analysis. However, for certain
conditions there are studies that in-
dicate a rationale for the use of these
agents; acute myocardial infarction
is one condition in which the use of
benzodiazepines is probably bene-
ficial. On the other hand, in acute
respiratory  conditions, especially
during acute exacerbations of chronic
conditions, negative therapeutic ef-
fects may result from the use of
benzodiazepines. In migraine and
gastrointestinal disorders the anxi-
olytic properties of benzodiazepines
may contribute to a decrease in the
self-perpetuating cycle of pain—
anxiety—pain. In this way these drugs
may be considered as adjuncts in
treatment. This rationale has to be
considered theoretical and not an
automatic justification of anxiolytic
administration.

It is important for the clinician
to assess the role of psychologic fac-
tors in the illness being treated and
to judge carefully whether adjunctive
treatment with anxiolytics is neces-
sary. The drawbacks of initiating
this form of treatment must be con-
sidered in each case. In general,
treatment should be planned with its
termination in mind.

We are indebted to Mme Micheline
Hupé for secretarial assistance.
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When any excuse will do...

“1 don‘t
like the

toilets at
school...”

In constipation

Dorbanex usually

solves the real problem
by removing the fear
of painful defecation

ACTION

Dorb is a laxative which a fecal softening agent
(poloxalkol) with danthron, a stimulant of colonic peristalsis.
In addition to fecal softening, poloxalkol has a lubricating
effect on the gut.

Danthron, an anthraquinone, acts on the nerve endings of the
myenteric plexus to stimulate the large intestine. Onset of
effect is between six and twelve hours after administration.
Dorbanex softens, then mobilizes the stool. Passage is eased
with little or no griping.

INDICATIONS AND CLINICAL USES

Dorbanex is indicated in acute and chronic constipation and
is useful in restoring normal bowel habit in children and the
elderly, in bedridden and postoperative patients, painful
defecation associated with anal fissures and hemorrhoids and
in preparation of patients for surgery and rectal examination.
CONTRAINDICATION

Dorbanex should not be given when acute, painful conditions
of the abdomen are present, or if constipation is suspected to
be due to obstruction of the small or large intestine.
WARNING

Other laxatives (ie. mineral oil) should not be given with
Dorbanex. Danthron may appear in the milk of nursing
mothers in amounts sufficient to affect the infant.

'

ADVERSE REACTIONS
Danthron may cause a temporary, harmless pink or red
colouring of the urine and in prolonged use or high dosage
impart a brown or black colour to the mucosa of the large
intestine. More than two teaspoonsful or two capsules may
cause slight GI di fort. An eryth rash may
develop in some i { pati and children wearing
diapers. If this occurs, Dorbanex should be discontinued.

FORMULA

orbanex — Each 5 mi dose and each capsule contains:
1:8-dihydroxyanthraquinone (danthron) 25 mg 200

T alknt (nal 1 Iyoxyethylene) mg

DOSAGE AND ADMINISTRATION
orbanex Capsules {30's S|
Adults:  one or two capsules at bedtime
Children: one capsule at bedtime
Dorbanex Suspension (450 mi)
Adults:  one or two 5 ml spoonfuls (teaspoons)
at bedtime

Children: half to one 5§ ml spoonful (teaspoons)

as required, at bedtime

Before or after surgery and proctoscopy: two to four
5 ml spoonfuls (teaspoons) or two to four
capsules

Fullp ibing inf ilable on request.

RIKER PHARMACEUTICAL COMPANY LIMITED

3214 WHARTON WAY « MISSISSAUGA ONTARIO LaX 2C2 -

4161 6252850
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