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Progestogen-only Contraception and Tubal Pregnancies

SIR,-The letter from Mr. J. Bonnar (16
Februaxy, p. 287) reporting a relatively
high incidence of ectopic gestation in
patients using progestogen-only oral con-
traception is of sufficient importance to de-
mand prompt comment.

In our studies of 535 women taking these
preparations for a total of 4,594 months, we
have encountered three ectopic gestations.
Case 1. Age 30. Para 5 + 3. Started chlorma-

dinone acetate 0.5 mg daily in June 1969. Irregular
menstruation and an incident of abdominal pain
25 September 1969. Laparotomy 22 October 1969-
left fimbrial ectopic gestation.

Case 2. Age 23. Para 2 + 0. Started norethi-
sterone 0.35 mg daily in April 1969. Pain 27 June
1970. Laparotomy 1 July 1970 for ruptured left
tubal pregnancy located 3 cm from fimbria.

Case 3. Age 19. Para 2 + 0. Started megestrol
acetate 0.5 mg in oil daily in January 1971. Eight
weeks' amenorrhoea and suprapubic pain led
to laparoscopic diagnosis of a ruptured Feft tubal
pregnancy on 23 June 1971.

In case 2 the patient admitted to missing
some pills, 'but this was not so with cases
1 and 3. The computed (life table) rates
for ectopic gestation are 0-6, 1-2, and 1-0
per 100 woman-years for chlormadinone ace-
tate, norethisterone, and megestrol acetate in
oil respectively-not so high as Mr. Bonnar's
figure of 2 per cent 100 woman-years, but
directly comparable with Tietze's calcula-
tion of 0-8-1-2 ectopic pregnancies per 100
woman-years in patients not employing any
contraception at all.'
We have thus found no evidence that

progestogen-only oral contraception tends
to cause ectopic gestation. On the other

hand there is little doubt that this proce-
dure has the property of preventing in-
trauterine pregnancy but not preventing
tubal pregnancy-a situation somewhat re-
sembling -that with intrauterine devices.
There were 35 pregnancies in our study, of
which three were ectopic. The patient
taking progestogen-only oral contraceptives
who presents with symptoms suggesting
early pregnancy should be considered to
have an increased risk of ectopic gestation.
The basic significance of these observa-

tions seems to have escaped comment. The
mode of action of low-dose progestogens in
preventing pregnancy can not, as has been
claimned, be an effect on cervical mucus, as
this would prevent ectopic pregnancy also.
It seems likely that their direct action on
t:he endometrium2 is responsible for the
contraceptive action.-I am, etc.,

D. F. HAwKINs
Institute of Obstetrics and Gynaecology,
Hammersmith Hospital,
London W.12

1 Tietze, C., British Medical Yournal, 1966, 2, 302.
2 Diczfalusy, E., American Yournal of Obstetrics and

Gynecology, 1968, 100, 136.

Jaundice after Halothane
SiR -The Anaesthetists' Subconm ittee of
the Central Committee for Hospital Medical
Services has asked us to express in public
its disquiet at the content of the letter re-

cently sent on this topic to all doctors and
dentists by the Committee on Safety of
Medicines.

Dr. W. H. W. Inuman and Professor W. W.
Mushin (5 January, p. 5) have done useful
work in analysing the cases reported to that
conmnittee. Whether or not the conclusions
that they draw are valid deductions from
this type of evidence is, however, a matter
on which other opinions are possible. These
opinions can legitimately -be presented
through your correspondence columns and
already a larger comparable series has been
reported by Professor B. R. J. Simpson and
others (16 February, p. 288) in which the
single crucial finding of Dr. Inman and
Professor Mushin was not supported.
The letter from the Committee on Safety

of Medicines to which we refer, however, has
gone to a very much wider audience, many
of whom are insufficiently aware of the tenta-
tive and equivocal nature of the evidence.
In quoting the paper, overt support is given
not only to the findings of Dr. Inman and
Professor Mushin but to the conclusions as
well, giving the impression that there is new
and important information which must now
be borne in mind. In fact, apart from the
observation refuted by Professor Simpson
and his colleagues, t-heir paper has merely
confirmed that in a series consisting of
voluntary reports of random cases certain
features are found more commonly than is
usual. This was exactly the position 10 years
ago when the first series was analysed by
S-herlock..
We do not believe that anyone has

adequate information on the relative usage of
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anaesthetic agents in the U.K. or the relative
frequency of use of various anaesthetic
agents in patients subjected to repeated
surgery. Without such infomation the com-
mittee is not in a position to assert that
"multiple exposure to halothane carries a
relatively greater risk than single exposure."

There is no lack of evidence to suggest
that the various risks incurred in attempting
a less appropriate technique may well, in
aggregate, be a much more serious hazard
to patients. It would be a remarkable
practitioner indeed, however, who could
successfully marshal this evidence and relate
it to a partioular instance in the coroner's
court in the face of the committee's letter.
We believe that the committee has done

a potentially grave disservice to patients in
this country by taking this topic out of the
realms of scientific debate and emphasizing
one unconfirned and largely irrelevant
aspect of the evidence. It is to be hoped that
the conuaittee will shortly distribute widely
a letter drawing attention to contrary
evidence which has now been reported.-We
are, etc.,

MICHAEL P. COPLANS
Chairman,

E. B. LEWIS
Vice-chairman,

C.C.H.M.S. Anaesthetists' Subcommittee
London W.C.2

1 Sherlock, S., Proceedings of the Royal Society
of Medicine, 1964, 57, 305.

SIR,-Dr. W. H. W. Inman and Professor
W. W. Mushin (5 January, p. 5) are justi-
fied in concluding that their data are con-
sistent with the view that repeated exposure
to halothane may increase the incidence of
jaundice. However, before allowing this re-
port to influence their clinical judgement
anaesthetists should consider certain rele-
vant factors.

Firstly, every chemical agent with proven
pharmacological properties also has unto-
ward effects under certain conditions. Thus
in order to decide whether or not he will
use such an agent the clinician should be
able to estimate the risk in broad mathe-
matical terms of a specific untoward effect
developing in an individual patient and to
balance this risk against the danger to the
patient if the drug is not given. In this
respect all inhalation anaesthetics carry
risks, some of which are of a much more
immediate nature than jaundice.

Secondly, the cases of jaundice described
in this paper are probably multifactorial in
origin, and though halothane may have
played a casual role the fact is that only 130
cases have been reported in nine years in a
country where halothane must have been
aiministered millions of times over the
same period. Accordingly it must be as-
sumed that the role of halothane in provo-
king jaundice is relatively very small. In
this connexion Dr. Inman and Professor
Mushin themselves estimate that the risk
of jaundice among patients exposed to halo-
thane more than once within a four-week
period seems to lie between 1 in 6,000 and
1 in 20,000. In addition it needs to be
known what proportion of all surgical
patients have more than one anaesthetic in
four weeks.

Thirdly, although Dr. Inman and Pro-
fessor Mushin admit the possibility that
other agents when administered repeatedly

might be responsible for cases of jaundice,
they imply that this is not so since no re-
ports have been received by the Committee
on Safety of Medicines. However, whether
or not such cases have been reported they
have occurred, as witnessed by the discus-
sion on halothane and hepatitis held in
February 1972 at the Royal Society of
Medicine.' It is not good enough for in-
vestigators to ignore evidence because it has
not been reported to their particular com-
mittee. Furthermore, those of us who
practised anaesthesia -before the introduc-
tion of halotae are well aware that
jaundice after successive anaesthetics is no
new phenomenon.
In our opinion all investigators in this

field have a responsibility to compare the
risk of a patient developing jaundice after
halothane with the risk of other complica-
tion with different agents. This has yet to
be done. Thus the circular letter to doctors
from the Commiittee on Safety of Medi-
cines about jaundice following repeated ex-
posure to halothane is singularly unhelpful
and is already ca-using anxiety, especially
among registrars, because of the possible
med-icolegal implications. This is unfortu-
nate. rhe law very properly takes official
documents seriously and official bodies
should therefore be careful about the docu-
ments that they circulate. We must reiterate
that clinical decisions based on medicolegal
considerations are not always to the best
advantage of our patients, and we believe
that anaesthetists are entitled to expect a
greater degree of responsibility on the part
of those concerned.-We are, etc.,

FIONA ACHESON
J. P. PAYNE

St. Peter's Hospitals and Research
Department of Anaesthetics,
Royal College of Surgeons,
London W.C.2

RoY M. ACHESON
London School of Hygiene and Tropical Medicine,
London W.C.1

1 Simpson, B. R., and Strunin, L., Proceedings of
the Royal Society of Medicine, 1973, 66, 61.

Sensitivity of Haemophilus influenzae to
Cephalosporins

SIR,-The survey reported by Dr. J. D.
Williams and Mr. J. Andrews (26 January,
p. 134) on the sensitivity of Haemophilus
influenzae to 15 antibacterial agents provides
clinicians and microbiologists with an access-
ible source of strictly comparable data. In
particular, the report impressively confirms
the existence of wide variations in the
activity of different cephalosporins. However,
in an otherwise comprehensive review of
cephalosporin activity, cephradine receives
only passing mention. This auitibiotic has
been available for over a year and is of
special interest for two reasons. It can be
administered either orally or parenterally and
apparently only 6% of it is bound to serum
proteins at a concentration of 12 ,&g/ml.l

Against H. influenzae of the highly
virulent Pittman serotype b I have found,
throughout the past year, that the minimum
inhibitory concentration (M.I.C.) of
cephradine was consistently below 1 ,g/ml,
while the minimun bactericidal concentra-
tion (M.B.C.) was less than 2 Mg/ml;
similar results have also been obtained else-
where.2 The relatively avirulent non-

capsulate strains appear to be generally less
sensitive than type b strains, though all
M.B.C.s have been within the range of
readily attainable serum concentrations of the
antibiotic.

Unfortunately Dr. Williams and Mr.
Andrews do not mention which types of
H. influenzae they included in their survey,
nor do they provide M.B.C. data. Also, their
inoculum of 1,000 bacteria for eaoh test is
approximately one-hundredth of the cus-
tomary inoculuum for this delicate organism.
It is surprising, too, that in quoting blood
levels for the other orally available cephalo-
sporin, cephalexin, they refer only to a 250-
mg dose, whereas in the case of the remain-
ing cephalosporins and indeed of most of
the other antibiotics the blood levels they
quote were obtained after more realistic
500-mg or 1-g doses. The satisfactory blood
levels obtained after a 500-mg dose of any of
the available cephalosporins, together with
the low serum binding of cephradine and its
evident activity against H. influenzae, would
appear to cast doubt on the statement of Dr.
Williams and Mr. Andrews ,that "the oral
cephalosporins are not indicated" in haemo-
philus infections.-I am, etc.,

SYDNEY SELWYN
Westminster Medical School,
London S.W.1

1 Neiss, E. S., Yournal of the Irish Medical Asso-
ciation, 1973, 66, no. 6 (Suppl.), p. 1.

2 Holt, R. J., personal communication.

Medical Audit

Si,-While recognizing that medical audit-
ing is applicable mainly to some technical
aspects of medical care and to patients with
specified conditions, Dr. P. J. Sanazaro (16
February, p. 271) advocates its use as a
method for evaluating the quality of care
provided by hospitals. A committee of the
hospital medical staff first has to define
essential criteria for specific diagnoses, condi-
tions, or procedures. Then, after review and
approval of t,he criteria by the entire medical
staff, lay staff are authorized to examine the
patients' hospital records for discrepancies
between the recorded information and the
relevant criteria. With this dossier the audit
committee pronounces on any professional
inadequacies that come to light and recom-
mends appropriate medical education or
"discussion" with the medical staff or head
of a department as a prelude to subsequent
re-auditing.

Essential criteria are defined as those
elements of diagnosis and treatment which
are essential to the proper care of every
patient with a specified condition, and assess-
ments are made from the records of the case
history, physical examination, laboratory and
radiological procedures, and from the treat-
ment that has been prescribed. Dr. Sanazaro
realizes that medical auditing based on
present-day records may have serious limita-
tions because, for one or more reasons, such
records are often incomnplete. To overcome
the deficiency he recommends adoption of
standardized forms for use in general and in
outpatient practice. There is much merit in
the use of a standard form for recording tthe
case history, clinical examination, and
ancillary studies provided it is possible to
include a written account of the patient's
own pertinent conments regarding his illness
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