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efficiency of the sequential method. However, as pregnan-
cies with sequential formulations tend to occur in later cycles
as a result of breakthrough ovulation it will be some time
before these claims can be substantiated. Meanwhile where
maximum efficiency is required the combined drugs should
clearly be the choice, for one of the main advantages of oral
contraception is the complete freedom from anxiety of
unwanted pregnancy.
Most of the common side-effects of oral contraceptives are

related to the oestrogen/progestogen balance, and any one or
more can occur as the effects of a woman's own menstrual
cycle, menopause, or normal pregnancy. These symptoms
may therefore be either produced or relieved by medication
with oral contraceptives. Any product which is "too
progestational" for a particular patient would produce
symptoms such as discomfort in the breasts, acne, cramps in
the legs and abdomen, depression, or decreased libido, and
a change should be made to one which is on balance more
oestrogenic-that is, containing a higher dose of oestrogen or
a lower dose of progestogen or both. Similarly any one
which is too oestrogenic will produce symptoms such as
breakthrough bleeding, menorrhagia, oedema, tiredness,
troublesome varicose veins, tension and irritability, mucor-
rhoea, and gastric disturbances, and a change should be made
to a more progestogenic product. Claims have been made
that sequential preparations give a lower incidence of side-
effects. It is true that some women feel better on the variable
hormonal milieu offered by sequential medication, but it is

equally tru2 that some women who have oestrogenic side-
effects on sequential preparations feel much better on a more
progestogenic combined, oral contraceptive. The spectrum
of side-effects with the more strongly oestrogenic products
differs from that with the more progestogenic products and it
is misleading to compare only side-effects at one end of the
spectrum.

While there are advantages in using as low a dose as is
compatible with efficiency and good control of the menstrual
cycle, the claims that with new products or formulations side-
effects are fewer than with existing products should be met
with a degree of scepticism. Widespread acceptance and the
reduction of anxiety over the use of oral contraceptives among
doctors and women alike have resulted in fewer recorded
side-effects in recent clinical trials. Such results cannot be
compared with the results of earlier trials.
Though in practice many women adjust satisfactorily to

any product, it can be useful in choosing a product for a
particular patient to assess her hormone balance-whether
predominantly oestrogenic or progestogenic-and prescribe
accordingly. In this way it should be possible to eliminate
her own menstrual troubles without precipitating others.
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Management of the Idiopathic
Respiratory Distress Syndrome

The idiopathic respiratory distress syndrome (hyaline mem-
brane disease) remains one of the major unsolved problems of
the neonatal period. Its precise aetiology continues to elude
us and its treatment is the subject of controversy. At present
treatment is based on the fact that it is a self-limited illness
of some days' duration, and the objective is, so far as prac-
ticable, to neutralize the physiological and biochemical
disturbances in order to keep the infant alive until spon-
taneous recovery occurs.
The disturbances that affect the baby include a lowered

arterial Po2, a raised Pco2, and a metabolic acidosis which is
secondary to the respiratory failure. In untreated cases hyper-
kalaemia develops between 12 and 60 hours of age, with
electrocardiographic changes. The low arterial Po2 is due
largely to inadequate pulmonary perfusion owing to the
shunting of venous blood past the gas-exchanging areas of the
lungs." This may be due in part to intrapulmonary shunting,
and in part to shunting of blood from right to left through
the foramen ovale in the heart as a result of an increased
pulmonary vascular resistance, which causes also a poor
pulmonary blood flow.2 The accumulation of CO, which
results in a raised arterial Pco2 is related to the fact that in
these infants the functional dead space is very large and may,
indeed, approach the tidal volume.' The severity of these
disturbances can vary widely from case to case.

In mild cases with moderate tachypnoea and sternal reces-
sion, and when cyanosis can be abolished in 40% oxygen, the
prognosis is good. The principal requirements are incubator

care, including carefully monitored oxygen concentrations of
less than 40% and humidity over 80%, plus antibiotic cover.
In the severe cases with great respiratory distress and sternal
recession, cyanosis which disappears only in high concentra-
tions of oxygen, and with large departures from normal of
blood gas tensions and acid-base balance the mortality rate
is about 45% unless more active treatment is given. The
first essential is to raise the oxygen concentration in the
incubator high enough to abolish cyanosis. Indeed, it is now
the practice in several centres to catheterize an umbilical
artery and to control the oxygen concentrations by periodic
measurements of the Po2. R. Usher' 5 was the first to claim
a significant reduction in mortality from the administration
of glucose and sodium bicarbonate by continuous infusion
through a scalp vein. J. H. Hutchison and his co-workers'
reported a substantial reduction in mortality when larger
doses of sodium bicarbonate were given by periodic injection
through the umbilical vein, controlled by frequent estimations
in the blood of the pH, Pco2, plasma standard bicarbonate,
and base excess.
These workers also gave fructose in preference to glucose.

Others have preferred the amine buffer THAM (trometamol)
to bicarbonate because of its greater alkalinity and ability to
lower Pco2,7 though Hutchison and his colleagues thought
-that it had little advantage over sodium bicarbonate and
carried greater risks. However, those who believe that death
from the respiratory distress syndrome is due primarily to
hypoxia, and that the prognosis is influenced more by the
P02 than by the Pco2 or blood pH, have found it difficult
to understand why correction of the acidaemia with alkali or
buffer should often appear to be beneficial in severe cases
with respiratory failure. Part of the explanation may lie in
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the recent demonstration by J. M. Gupta and co-workers8
that there is a considerable and often sustained rise in Po,
after the injection of THAM into the umbilical vein. This
effect must be due to a diminution of right-to-left shunting
of blood, presumably the result of a direct effect of THAM
or alkali in the lung, with lowering of the pulmonary vascular
resistance. The administration of THAM via an umbilical
artery instead of the vein had a much less beneficial effect.

This week in the B.M.Y. Drs. J. M. Abraham and R. J. K.
Brown report their results (page 640) of a clinical trial
designed to compare intravenous (scalp vein) with intragastric
administration of glucose and bicarbonate. Surprisingly, the
infants who received their fluids by stomach tube had a some-
what lower mortality rate, though the difference was not
statistically significant. It is, however, difficult to assess the
possible harm of handling small, oedematous, premature
infants in the manner which scalp vein infusions often entail.
The use of the umbilical vein for intravenous fluid therapy
carries some risk of phlebothrombosis in the portal vein, but
this complication seems to be rare, and catheterization of
either umbilical vein or artery involves a minimum of
handling or exposure of the infant. Thus, while there is
some evidence that correction of the metabolic acidosis by
infusions of bicarbonate or THAM, and of fructose or glucose,
under careful laboratory control does reduce the mortality
rate, further studies are required to determine the precise
effects of these substances and the best way of giving them.
The paramount importance of the accurately controlled

administration of oxygen cannot be overstressed. Theoreti-
cally, hyperbaric oxygen should have advantages in the worst
cases, but in both Glasgow" and Boston'" it was found dis-
appointing in practice. It cannot, of course, relieve CO,
retention because of the great increase in functional dead
space. Assisted respiration by intermittent positive" or
negative'2 pressure is being tried in some centres for the
treatment of deteriorating patients in whom the arterial Po,
cannot be maintained at a safe level in 100% oxygen, or
when the Pco, rises and stays above 70 mm. Hg, and
especially when there are apnoeic attacks. It is not yet
possible to assess the value. of these very complicated and
time-consuming techniques, which are by no means free of
danger.

While there is room for controversy about the best methods
of treatment of the respiratory distress syndrome, it is clear
that the best results will be obtainable only in centres that
can undertake throughout the twenty-four hours of the day
the highly complex laboratory and therapeutic techniques
required. They cannot be provided in every maternity unit,
and these very ill babies should be transferred to a few
special neonatal units which are staffed and equipped for this

type of work. The portable incubator has made the transfer
of the ill newborn baby a relatively simple matter, and each
area should have an " infant flying squad " for this purpose.
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Single-dose Treatment of
Pyelonephritis

In the study reported by Drs. R. N. Griineberg and W.
Brumfitt at page 649 of the B.M.7. this week the effect of
a single dose of 2 g. of the very long-acting sulphonamide
sulphormethoxine (Fanasil) was compared with that of
ampicillin given in 500-mg. doses three times a day for seven
days. Each treatment was successful in 22 out of 25 patients
(88%). The two groups were comparable in age and sex,
in frequency of a past history of urinary infection, which was
obtained in a majority, and in that all had either an
Escherichia coli or a Proteus mirabilis infection. Such good
results could not be expected in infections due to other coli-
form bacilli (Pseudomonas, Aerobacter, and Proteus species
other than P. mirabilis) or Streptococcus faecalis when
treated with a sulphonamide. Side-effects were experienced
by nine patients on ampicillin and by only two on sulphor-
methoxine, which was thus well tolerated, though, as the
authors mention, larger doses have recently been found to
produce skin reactions.

It is not claimed that sulphormethoxine gives better results
than other sulphonamides. Another recent study' is men-
tioned in which a 90% cure rate was achieved with sulpha-
dimidine. The advantages of sulphormethoxine are con-
venience, economy, and particularly the assurance that a full
week of therapeutic effect will be secured, for patients
instructed to take drugs daily sometimes omit to do so as
soon as their symptoms are relieved. This is a leading advan-
tage which has always been claimed for long-acting
sulphonamides, though for most of them the claim has simply
been that it is easier to remember one daily dose than three
or four. There is the corresponding drawback that should
any sensitivity reaction occur it is bound to be prolonged.
This drug cannot, like another new sulphonamide, sulpha-
symazine, be eliminated more rapidly by alkalinizing the
urine,2 nor can it be surgically swabbed out of an injection
depot, a treatment which might seem appropriate for such
a severe and prolonged reaction to benzathine penicillin as
that reported by H. C. Anderson.3 Sulphormethoxine has
not yet been used long enough to decide whether it shares
the liability of other long-acting sulphonamides to produce
the Stevens-Johnson syndrome, and Griineberg and Brumfitt
are probably wise in suggesting that it should not be
administered to children until more experience with it has
been gained.
Of the 50 patients treated 16 given ampicillin and nine

given sulphormethoxine had a blood antibody titre against
infecting organisms considered to be high enough to indicate
renal involvement. This is a point of vital interest, because
the effect of this sulphonamide must be exerted mainly in
the tissues. Its half-life being about seven days, 1 g. of the
dose given would be diluted in at least 10 litres of urine
passed during that time, giving a concentration 'of at most
10 mg. per 100 ml., lower than that present in the blood.
In ladies fond of their cups of tea (there is no mention of
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