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costly, and it seemed likely that in many instances equally
valuable information could be obtained by simpler means. On
the other hand the full investigation now possible has un-
doubtedly led to an increase in our understanding of normal
and deranged pulmonary physiology.
A British teaching day brought the meeting to a close, and

the sessions on the management ofasthma seemed of particular
interest to our American colleagues. Owing to the regulations
of the F.D.A. the new selective r-2 stimulants are only just
becoming available in the U.S.A., while the use of cromo-
glycate has been sanctioned for only just a year. Beclometha-
sone by inhalation was also new to the visitors, as was the use
of cotrimoxazole to treat exacerbations of bronchitis. It was
hard to escape the conclusion that the present F.D.A. arrange-
ments are depriving American physicians and patients of
valuable and safe drugs for an unnecessarily long time; cer-
tainly when it comes to drug therapy in asthma, we in Britain
are fortunate in having a larger armamentarium.
The afternoon was devoted to allergic alveolitis and crypto-

genic fibrosing alveolitis, and there is clearly still much we
need to know about the latter. Some striking figures about
prognosis were given by Professor Margaret Turner-Warwick.
In a series of 155 cases studied at the Brompton Hospital
from 1959 to 1974 the overall mortality had been 66% and the
mean time offollow-up to death had been six years. Some 40%
of all patients were dead within five years of first being seen,
and that figure rose to 66% if they presented with a history of
less than one year's duration. The gravity of this illness, often
seen sporadically in a chronic and apparently benign form, has
not perhaps really been widely appreciated, and the condition
certainly warrants further investigation.

Safety and Fibreoptic
Bronchoscopy
Modem flexible fibreoptic bronchoscopes1 are now being used
increasingly for investigation of the 15,000 patients who need
diagnostic assessment each year.2 They contain a fibreoptic
lens system, a light source, and a multipurpose channel which
can be used for suction, anaesthesia, or for guiding a bronchial
brush or biopsy forceps. The distal end can be manipulated
through an angle of 1600 or more by remote control. Since the
diameter of these bronchoscopes is only about 5 mm they can
be introduced directly through the nose or mouth, though
some operators prefer to pass them through an endotracheal
tube or rigid bronchoscope. Image resolution is less good than
with conventional bronchoscopy, but it is satisfactory for most
purposes, and their flexibility and small size offer many
advantages-much less discomfort to the patient, extension of
the visible range to subsegmental bronchi, better visualization
of the upper lobes, and improved detection of bronchial
carcinoma." 34 This applies particularly to early carcinomas
and lesions which by virtue ofbeing more peripheral should be
more resectable-though whether this will reduce mortality
remains to be seen.
Having recognized the attractions of fibreoptic broncho-

scopy, we need to know whether the procedure is safe and how
it is best carried out. In a recent survey Credle, Smiddy, and
Elliott5 questioned 193 American bronchoscopists about their
experience. Their figures are only an approximate guide since
this method of collecting information has many loopholes-
the less successful bronchoscopists may not have replied and
some complications may have been overlooked. On the other

hand the technique would have been recently introduced in
many centres, and as the survey included both large and small
centres it is of more practical relevance than surveys which
only describe achievements in centres of excellence.
Out of the total of 24,521 procedures three patients died and

22 patients had major complications (0-08%). The broncho-
scope was usually introduced by the transnasal route, and only
16% of patients had general anaesthesia. Analysis of the com-
plications showed that excessive local anaesthesia or pre-
medication accounted for one death and 11 major complica-
tions-mainly respiratory depression and fits. Some of these
were attributed to the use of the local anaesthetic amethocaine
(tetracaine), since this seems less safe than lignocaine.6 Trans-
nasal introduction apparently caused little pain and could
usually be carried out with sedation alone; if a local anaes-
thetic was needed Credle et al. recommended a 1% solution of
lignocaine and a total dose not exceeding 300 mg. The broncho-
scopic procedure itself accounted for the other two deaths and
a further 11 major complications described as bronchospasm,
respiratory compromise, syncope, arrhythmia, and pneu-
monia. Complications from ancillary procedures were not
recorded systematically but pneumothorax, lost brush (1 case)
and haemorrhage were encountered, and have been reported
elsewhere.7
Another recent study8 was concerned with changes in arterial

oxygen tension (Pao2) during fibreoptic bronchoscopy
also relevant to the question of safety. Most patients requiring
bronchoscopy are already hypoxaemic, and this state may be
worsened by premedication or inadequate coughing during or
after bronchoscopy. Karetzky et al.8 found that only 2 out of
14 patients requiring bronchoscopy for a variety of respiratory
disorders had an initial Pao2 above 80 mm Hg. More im-
portant, they found that insertion of the fibreoptic broncho-
scope caused a further reduction in Pao2 in all 14 patients and
that the fall was quite large in some instances (2-21 mm Hg
when the bronchoscope was at the level of the carina) but the
arterial Po2 usually recovered when the bronchoscope was
removed. The authors suggest that this may be due to a reflex
mechanism triggered by receptors near the carina, but
evidence is needed to support this view, particularly since
similar changes were not seen in a comparable study with a
rigid bronchoscope.9 The fibreoptic bronchoscope, unlike its
rigid counterpart, has only a small lumen, and will therefore
cause more obstruction to airflow in the trachea and large
airways. This increased resistance to airflow could be very
great if the bronchoscope was inserted through a relatively
thick walled endotracheal tube, and indeed this was thought
to account for one ofthe deaths reported by Credle et al.5 The
bronchoscope will also cause an appreciable change in the
distribution of ventilation in the lung, so that ventilation may
be less evenly matched to perfusion and consequently Pao2
may fall. This would account for the further fall in Pao2 which
occurred in the five patients with pneumonia when the
bronchoscope entered the consolidated lobe, where the already
reduced ventilation would be further compromised.
Whatever the mechanism, the important point is that the

arterial oxygen tension can fall quite markedly during broncho-
scopy. Most bronchoscopists circumvent this problem by
routinely administering oxygen, and this will usually be safe,
but it could cause problems from carbon dioxide retention in
patients with respiratory failure.
These two reports show that new problems may arise with

the growth in popularity of fibreoptic bronchoscopy. Local
anaesthesia can cause major complications and should be used
cautiously; it may in fact be unnecessary for the majority of
patients if the transnasal route is used. It is important to
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ensure that a satisfactory airway is available, particularly if the
bronchoscope is introduced through another tube. An en-
dotracheal tube is probably unsuitable for this purpose.
Insertion of the bronchoscope can be expected to produce a
fall in Pao2, which may be large, but it will usually be corrected
by giving additional oxygen. However, patients who are ill or
have respiratory failure constitute a high risk group5 and must
be identified, since either premedication or uncontrolled
oxygen or both would be dangerous. All patients undergoing
bronchoscopy need careful assessment beforehand including
simple spirometry; ill patients and any patient with a forced
expiratory volume in one second of less than 1 litre also need
a measurement of arterial or mixed venous Pco2 (rebreathing
method). If the Pco2 is raised the indications for broncho-
scopy need to be reviewed, but if the investigation is essential
premedication should be omitted, and the procedure is then
probably best carried out with adequate ventilation under
general anaesthesia with facilities available for ventilating the
patient afterwards if necessary. These patients will need help
from the physiotherapist and close attention for several hours
after bronchoscopy. If such care is taken it should be possible
to make a safe procedure even safer.
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Better Results with
Choriocarcinoma
The woman who has a hydatidiform mole has a relatively
high risk of malignant sequelae, particularly during the
succeeding two years. Even so, in European populations
over 90% of moles die out spontaneously without sequelae;
the incidence of proved choriocarcinoma is less than 3%
and that of invasive mole requiring major therapeutic in-
tervention is similar.' It is possible, though not certain, that
in some Oriental populations where mole is much more
common it may be followed by choriocarcinoma more fre-
quently.2 There is general agreement that if treatment is
required the earlier it starts the better. But is it justifiable
to give cytotoxic agents to 100 women of reproductive age
for every 6 or so who need it?
One approach to this problem in recent years has been to

select cases for treatment on the basis of regular measure-
ments of chorionic gonadotrophin, which provide a good
guide to the persistence of trophoblast after mole provided a
highly sensitive method is used.1 Another approach has
been to give prophylactic chemotherapy at the time the
mole is evacuated (or soon afterwards) in the hope that malig-
nant or potentially malignant cells can be eliminated with
relatively little treatment.2 4 Prophylactic treatment with
methotrexate has given somewhat mixed results, and there
have been toxic deaths,4 5 though centres in the Far East
seeing many patients with mole found chemotherapy better
than hysterectomy for preventing malignancies after mole.6

More recently, prophylactic chemotherapy with actino-
mycin D has been evaluated, and it seems that the optimum
protocol is to give the drug on five consecutive days starting
three days before evacuation of the mole.5 Goldstein7 has
recently reported a non-randomized trial in which he com-
pared 100 patients selected for treatment with this protocol
with 100 patients not so treated. In the treated group there
were two who subsequently showed evidence of tropho-
blastic neoplasia, whereas in the untreated group there were
16 such patients, 4 of whom developed metastases. Haemor-
rhage needing transfusion occurred in eight of the treated
patients and 22 of the untreated group. On the other hand,
some of the treated group showed transient rises in serum
transaminases, leucopenia, thrombocytopenia, stomatitis,
skin eruptions, and gastrointestinal symptoms, and 32 of
them suffered partial alopecia, Goldstein concluded that
though prophylactic actinomycin D reduced the incidence of
neoplastic sequelae it did not avoid the need for systematic
follow up by sensitive gonadotrophin assay. Where adequate
follow-up facilities are available the risks of prophylactic
chemotherapy seem greater than those of selective chemo-
therapy, but where adequate gonadotrophin measurements
cannot be performed prophylactic chemotherapy in experi-
enced hands may well reduce the risks.
The use of known teratogenic agents in women with pre-

served reproductive function remains a cause for appre-
hension-specially since in some countries perhaps as many as
1 woman in 20 has a mole at some time in her reproductive
life. Chromosomal damage in peripheral blood lymphocytes
has been observed after cytotoxic drug therapy, and the
possibility of recessive mutagenic change cannot yet be ruled
out, but so far long-term effects attributable to cytotoxic
chemotherapy have not been found in patients treated for
trophoblastic tumours nor in their offspring.

In Britain a registration scheme was established'0 by
joint action of the Department of Health and the Royal Col-
lege of Obstetricians and Gynaecologists in January 1973,
which gave all gynaecologists access to radioimmunoassay
follow up of mole patients based on urine samples sent into
one of three central laboratories. The referring hospital
can opt to arrange the urine collection itself or leave this to the
central laboratory to arrange directly with the patient. Some
540 patients who had moles during the year 1973 were regis-
tered under the scheme, and for 99% of these the "auto-
matic" follow up arranged between the central laboratory
and the patient herself was requested. The follow-up failure
rate to date is about 5%, compared with a follow-up failure
rate well in excess of 50% for local hospital arrangements.
Thirty-one of the patients (6%) having moles in 1973 re-
quired admission for treatment of invasive mole or chorio-
carcinoma. No deaths have been recorded, but a full analysis
will be possible only after several years.
There seems no doubt that the scheme will save the lives

of some young women, since late diagnosis was still associ-
ated with a high mortality rate before the scheme was in-
troduced. The mean hospital admission time for patients
treated under the registration scheme is under 60 days,
whereas for patients not treated until symptoms lead to
admission it is about 150 days. Screening service for the
early detection of cancer are generally thought to be costly,
but the cost of this scheme, using large-scale assays in three
laboratories, has been about £30,000 per year-considerably
less than the saving from the shorter period of hospital stay
which is possible when treatment is started at an early stage.
If, on the other hand, a comparable follow-up service were
attempted on the basis of individual hospitals carrying out
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