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enjoy. I agree with Dr. Wells that transfer-
ring the patient from barbiturates to nitra-
zepam is usually easily achieved. If the
patient is taking much in excess of twice
the hypnotic dose of barbiturates I would
suggest that substitution be carried out in
hospital, as the withdrawal illness can be so
dangerous.

I think we need to learn far more about
the reasons for so many people being
dependent on hypnotics. Finally, many of
the barbiturate addicts need skilled follow-
up often with long-term psychotherapy.-I
am, etc.,

A. J. GARDNER.
West Park Hospital,
Epsom, Surrey.

SIR,-Since the use of stimulants, cere-
bral or physical, rarely is justifiable, the dis-
appearance of the amphetamines would be
little loss. But barbiturates as hypnotics are
a tried and trusted remedy if properly used.
I cannot go along with Dr. F. 0. Wells (28
November, p. 552), who writes that nit-
razepam is an effective substitute. I gave up
using it some time ago, as it appeared not
to have any advantages over meprobamate.
A personal view is that my patient who

lies awake at night is not being properly
treated; and that after middle age, when we
tend to sleep more in meetings and less in
our beds at night, a sedative if it is needed is
the best bad habit there is.

In my experience the danger of barbitu-
rates lies in their use when because of
strains and stresses they fail to induce more
than a brief period of sleep. When there is
excessive tension or depression the proper
treatment is not heavy dosage with one or
more of the barbiturates but to improve the
state of mind with diazepam, amitriptyline,
or what have vou, and to ensure sleep by
gsving a small but effective dose of a hyp-
notic if it is required.

Discussion of the dangers and misuse of
the barbiturates cannot fail to be helpful by
opening our eyes and making us think. Per-
haps the N.H.S. prescription should be for
up to two weeks' supply at any one time
only, and patients should be seen again when
a new prescription is required. Whether
such a rule is applied must rest with the
physician. Except in the elderly, the con-
tinued unsupervised use of sleeping tablets
is rarely good treatment. They should be a
help over hills and hollows when need
arises, and continual need probably requires
different medication-I am, etc.,

GORDON SCOTT.
Shipton-under-Wychwood,

Oxford.

Beta-blockers in Hypertension

SIR,-I was interested to note in the
article of Dr. A. W. D. Leishmann and
others (7 November, p. 342) the claim that
oxprenolol, as well as practolol, is cardio-
selective. They state that this means that
practolol and oxprenolol "show much less

activity than propranolol in blocking other
beta receptors." Two recent reviews1 2

indicate that oxprenolol more closely resem-
bles propranolol in its spectrum of activity,
which seems to be borne out by relevant
available literature.
The evidence that practolol is cardio-

selective appears to be fairly clear. Brick et
al.1 have shown that practolol blocks the
cardiac responses to isoprenaline in doses
that leave the peripheral vascular responses
to isoprenaline unimpaired. In the same
subject propranolol blocked both cardiac
and vascular receptors. Furthermore, Har-
rison and Turner4 have shown that practolol
blocks the rise in heart rate following the
inhalation of isoprenaline but does not
prevent the beta-receptor-mediated rise in
cheek temperature. Propranolol blocks both
responses in the same subjects. The evi-
dence that practolol is cardio-selective
against vascular beta-receptors in man is
well established. I have been unable to find
reports of similar studies to suggest that
oxprenolol has similar cardio-selective
properties.
The effects of propranolol and practolol

on respiratory function in patients with
obstructive airways disease have been
studied, administering the drugs both intra-
venously5 and by inhalation as an aerosol.6
Bv both routes, practolol caused minimal
alterations in lung function tests in subjects
prone to bronchospasm, whilst propranolol
clearly reduced lung function and caused
symptoms of dyspnoea.

In order to demonstrate cardio-selectivity
against the bronchial beta-receptor, it is nec-
essary to demonstrate that beta-stimulation
by isoprenaline is not blocked on the lungs
but is blocked on the heart. In the case of
practolol Palmer et al.7 and Powles et al.'
have both shown this to be so. Since no
acceptable evidence is available in man to
show that oxprenolol blocks the action of
isoprenaline on the heart at doses which do
not block bronchial or vascular beta-
receptors, it would seem at least premature
to classify it alongside practolol as being
cardio-selective.
The point is of considerable practical

importance, since practolol is used in situa-
tions where propranolol is contraindicated.9
If, in fact, oxprenolol is not cardio-selective,
then it should be used as carefully as
propranolol-that is, obstructive airways
disease is a contraindication to the use of
oxprenolol, similar to propranolol (MIMS).
-I am, etc.,

J. C. M. WILKINSON.
Pastures Hospital,

Mickleover, Derby.
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Effects of Tetracyclines

SIR,-Your leading article entitled
"Another Drug Interaction" (28 November.
p. 509), commenting on the findings by Dr.
P. J. Neuvonen and colleagues (p. 532), refers
to the toxic effects of the tetracyclines, and
states unconditionally that "because of
serious effects on tooth development tetra-
cyclines are absolutely contraindicated
in children aged under 8 and for pregnant
or lactating women." The cross-reference
given suggests that this statement is drawn
from Meyler and Herxheimer's Side Effects
of Drugs.'

Meyler and Herxheimer in fact say on
this subject "It is advisable to avoid the use
of the tetracyclines during the whole period
of pregnancy because of their hepatoxicity
(especially with coexisting renal disease) and
their effect on odontogenesis and
osteogenesis of the foetus" and "Tetracy-
clines should preferably not be given to
children younger than 8 years, because of
the hypoplasia and/!or discoloration of the
teeth which these antibiotics may cause."
The italics are mine but it is clear that the
original statement EN far from the unquali-
fied contraindication expressed bv vour
leader writer.

I must confess to surprise at your uncri-
tical acceptance of the findings of Dr.
Neuvonen and others. and the assumption
drawn from them that if iron is given con-
currently with tet acvclines ". this type
of interaction max cause the treatment to
fail." In view of the wide consumption of
iron-containing torics and other prepara-
tions, as well as of prescribed iron, one
would have expected to hear many reports
of failure to respond to tetracycline treat-
ment. Such is of course not the case. No
consideration appears to have been given to
the possibilities of alternative treatment: for
example, a delaved-release iron preparation
given in the evening and doxvcycline in the
morning. Both of these preparations are
designeo for once-daily treatment, and the
interval between their administration would
prevent their coming into contact in the gut
and thus producing this reaction. If. indeed.
this reaction occurs. We have ourselves
instituted a series of investigations along the
lines followed by Dr. Neuvonen and col-
leagtues. and preliminary results show that.
in the case of doxycycline at least, there is
little or no interference with antibiotic blood
levels when 200 mg. ferrous sulphate is

administered at the same time. and thera-
peutic blood levels are achieved. When 150
mg. Feospan (45 mg. iron) is given 20 hours
before a dose of 200 mg. doxycycline, the
blood levels of the latter are in fact higher
than when doxvcycline is given alone. We
intend to submit the results of this work, in

which we shall investigate the blood levels
of a number of tetracyclines with and
without iron administration, for publication
at a subsequent date.-I am, etc.,

F. J. A. BATEMAN,
Medical Director.

Pfizer Ltd.

Salndwich. Ke~ni.
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