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Which Pill ?
The doctor prescribing oral contraceptives may well be confused by the
large number of products available, and the manufacturers' literature,
with its mass of conflicting data, does not always help. Recently the
range has been increased by the introduction of sequential formulations
in which an oestrogen only is given early in the cycle and a progestogen
is added for the last few days. This sequential regimen is claimed to
be more physiological and to produce fewer side-effects, but it is reputed
to be less efficient. How does it compare ?

World-wide experience has shown that for all population groups com-

bined drugs provide the most efficient method of contraception known.
They are virtually 100% effective when taken properly. The possibility
of patient error has been reduced by the 21-day regimen and by ingenious
packaging which makes it impossible for even the most casual or careless
woman who can read to make much of a mistake. Experience with the
sequential method, however, suggests that it is not and possibly never
can be quite so effective. It depends for its efficacy on inhibition of
ovulation, and does not make the cervical secretions hostile to sperms nor

the endometrium inadequate for implantation-both of which characterize
the action of the combined drugs and provide additional anti-fertility
factors which are brought into play if ovulation occurs. The effect of
oestrogen on ovulation varies with the dosage-a small dose is stimulating,
an intermediate dose delays ovulation, and a large enough dose inhibits
it. The dose of oestrogen required for consistent inhibition of ovulation
shows individual and population differences. For British women 0.05
mg. of ethinyl oestradiol is an inadequate dose' (sequential formulations
at this dosage give about 20 pregnancies per 100 woman-years), though
it is apparently adequate for Mexican women.' With formulations
containing 0.075 mg. of ethinyl oestradiol the pregnancy rate falls' while
the best results have been obtained with 0.1 mg.4 Other sources of error

with sequential therapy stem from the need for the different tablets
to be taken at the right time, particularly where placebo tablets are

included and where breakthrough bleeding occurs. There is no evidence
that missed tablets make pregnancy any more likely with sequential
formulations than with the combined drugs.
As the mode of action of oral contraceptives becomes more clear it

seems likely that the combined drugs act by inhibiting the peak of
luteinizing hormone (L.H.) without affecting follicle stimulating hormone
(F.S.H.), whereas when ovulation is inhibited by oestrogen-as in
sequential regimens-F.S.H. is suppressed and L.H. probably not

affected.' When treatment is given with combined drugs containing less
progestogen and more oestrogen presumably the mechanism of action
changes from suppression of L.H. to that affecting F.S.H. Since
F.S.H. is produced early in the cycle, it is possible that day five is not

early enough to give oestrogen to suppress ovulation with certainty, and
claims have been made that giving oestrogen from day one increases the
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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.

Mears, E., in Proceedings of the Second International Congress on
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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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