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(5) Examination under anaesthesia.-This may be helpful in
cases where spasm of the abdominal muscle confuses the diagnosis.
Fig. 6 shows a patient who gave a history of 22 weeks' amenorrhoea.
Palpation showed what seemed to be a lower abdominal swelling
and it was thought to be a gravid uterus, but further investiga-tion
with the Sonicaid and with sonar demonstrated that this was not so.
This is the type of case in which an anaesthetic wi}l dispel the ab-
dominal spasm and it may be a valuable adjunct when advanced
equipment is not available.
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FIG. 6

Differential Diagnosis

Since the emphasis is on gynaecological conditions which cause
abdominal swelling, we shall consider first those swellings
which arise in the pelvis or which involve the lower part of the
abdomen.
The time-honoured mnemonic of the conditions beginning

with the letter F is still valuable: fat, flatus, fetus, fluid, fibroid,
faeces, and full bladder covers most of the relevant diagnoses,
except for ovarian tumour. Though in most cases it is fairly
easy to differentiate among these conditions sometimes it may
be exceedingly difficult, especially in the obese patient or if two
of the conditions happen to coexist. Pregnancy may be excluded
by an immunological test or by the use of a fetal stethoscope or
Sonicaid. A full bladder is readily excluded by means of a
catheter, while fibroids can usually be identified by their solid
consistency and the irregular shape of the tumour, since they
are often multiple. Perhaps most difficult is the differentiation
between ascites and a large ovarian cyst, especially if the latter
is thin-walled and flaccid. The information to-be obtained from
clinical examination has already been described and sonar, if it
is available, will settle the question.
Once the conditions mentioned above have been excluded

the nature of the abdominal swelling has still not been identified
there are numerous other catises to be considered which could
not possibly be dealt with in an article of this length. Within
the past four weeks I have come across hyperneohroma, mesen-
teric cyst, and haematoma of the abdominal wall as causes of
abdominal swelling. In all cases a systematic approach is essen-
tial and few causes will be missed if one asks oneself the fol-
lowing questions: In which organ or structure does it arise? Is
it congenital, traumatic, neoplastic, inflammatory, metabolic, or
iatrogenic in origin?

Finally, if the cause remains obscure and the question of
malignant disease cannot be completely excluded, than laparo-
scopy or laparotomy must be undertaken.

Today's Drugs
With the help of expert contributors we print in this section notes on drugs in common use

Hormones in Advanced Cancer

There is now little doubt that the growth rate of some tumours
is influenced by changes in their hormonal environment. Of the
solid tumours, carcinoma of the breast, prostate, ovary, and
uterus are influenced by the sex hormones and corticosteroids,
and thyroid carcinoma by thyroid hormones. The reticuloses
and leukaemias are also profoundly affected by corticosteroid
hormones, but will be considered only briefly in this article.

Carcinoma ofthe breast is the most common ofthese tumours,
and the most frequently treated by hormones in its advanced
stages. In general, about 30% of patients given hormones of any
type will improve, with evidence of regression or stasis oftumour
growth. A further, smaller, percentage will improve sympto-
matically, but without evidence of tumour regression. Never-
theless, the administration of any of these therapeutic hormones
carries a risk of side effects, which are commonly minor, but
which may be major or, rarely, fatal. A calculated risk must be
taken to achieve worthwhile palliation of symptoms.

Carcinoma of the Breast

OESTROGENS

Oestrogens may be given to postmenopausal women (that is,
five years after the last menstrual period) with inoperable or
metastatic cancer of the breast. They should not be given to
menopausal women, as there may be a risk of enhancing tumour
growth. Many excellent remissions are observed; up to 40% in
postmenopausal patients with locally recurrent disease, for
whom oestrogens are the treatment of choice.

Diethylistilboestrol (stilboestrol), 5 mg three times a day, is
an adequate dose-higher doses merely increasing the risk of
side effects. A response should be seen within six weeks;
otherwise the drug should be discontinued. Ethinyloestradiol
may be substituted in those who are intolerant to stilboestrol, in
a dose of 0-1-0-2 mg thrice daily. It is said to have fewer side
effects than stilboestrol, but it is not so commonly used and
therefore less is known about them.
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Major Side Effects

The most common side effect of stilboestrol is nausea and
vomiting, which may indeed be so severe as to prevent the
taking of the drug. In these cases ethinyloestradiol may be
substituted, or in less severe cases stilboestrol may be combined
with perphenazine 4 mg thrice daily and will then usually be
tolerated. Perphenazine may generally be discontinued after a
few weeks as tolerance develops. It must be impressed on the
patient that she must take the correct dose of oestrogens every
day. Otherwise, in the face of continuing nausea, some patients
take the tablets "only sometimes".

Cardiovascular side effects may be serious, as many of the
patients will be old and already hypertensive, perhaps with a
past history of congestive cardiac failure. Undoubtedly oestro-
gens can worsen or potentiate hypertension, cardiac failure,
thromboembolic episodes, and myocardial infarction. Careful
watch should be kept on the blood pressure, and for breath-
lessness and ankle oedema. If the carcinoma appears to be
responding to oestrogens the latter should be continued if the
cardiac disease is only moderate, and the patient given digoxin,
diuretics, and hypotensives as required.
Hypercalcaemia may be precipitated by oestrogens and this

may easily be missed, as the common presenting symptoms are
nausea and vomiting. Suspicion should be raised in any patient
who is also drowsy, thirsty, or disorientated. If the diagnosis of
hypercalcaemia is made oestrogens must be stopped forthwith
and the hypercalcaemia treated.

Minor Side Effects
Minor side effects encountered are pigmentation of the nipple,
occasional pain in the breasts, vaginal bleeding or discharge,
exacerbation of stress incontinence, and worsening of haemor-
rhoids and varicose veins. The patient should be warned about
the possibility of vaginal bleeding as this is distressing and
alarming to the older woman.

ANDROGENS

Androgens may be used in treating postmenopausal women
with metastatic or inoperable breast cancer. There is no justifi-
cation for their use in the premenopausal patient (women still
having periods or within two years of the last period), in whom
oophorectomy is the treatment of choice. Androgens may be
more effective than oestrogens in treating generalized disease-
particularly that affecting the bones-and age is not a contra-
indication unless the side effects are distressing. Androgens are
probably the initial drug of choice in patients whose last
menstrual period occurred between two and five years pre-
viously, and who have bone metastases. If a response is not
achieved then adrenalectomy should be considered.
An intensive course of intramuscular injections of testo-

sterone propionate, 100 mg daily for 10 days followed by 100 mg
once or twice weekly may be given. Alternatively, methyl-
testosterone, 5 mg three times daily, may be given from the
start or follow the initial intensive course of injections. Another
androgen, fluoxymesterone, is also given by mouth, 5 mg thrice
daily. Nevertheless, there is only limited evidence about its
efficacy and side effects, though both are probably less than
with other androgens.

Major Side Effects
There are two common and serious complications of androgen
therapy: firstly its effect on the cardiovascular system; and,
secondly, the precipitation of hypercalcaemia. Fluid retention is
common and potentially dangerous in those with underlying
cardiovascular disease. If a good response in the disease is
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achieved, however, it is worthwhile treating the fluid retention
with diuretics. Severe hypercalcaemia is more commonly
reported than with oestrogens and must be diagnosed and treated
accordingly, and the drug withdrawn.
Another side effect is an apparent stimulating effect by andro-

gens on erythropoeisis for the haemoglobin level may rise to
polycythaemic levels. Nevertheless, most patients with this side
effect achieve an excellent remission of their disease and the
drug should be continued at a lowered dosage, togeiher with
repeated venesection. Jaundice due to cholestasis may be in-
duced by methyltestosterone, but usually disappears when the
drug is withdrawn.

Minor Side Effects

The most distressing effects of androgens are their virilizing
actions-though these are not dangerous. Most patients will
suffer from either increased hirsutism or acne, or both. Gross
facial hair is an obvious embarrassment, together with coarsening
of the features and increased plethora. Acne on the face is also
distressing, and severe acne on the back and shoulders may
prevent a woman from maintaining normal pursuits, such as
swimming or dancing. Hoarseness, even loss of voice, occurs in
most patients, together with the inability to sing. Unfortunately,
this last effect does not improve when the drugs are withdrawn.
Many patients say that they have increased sexual feelings.

To the older patient these may be extremely distressing and
distasteful, and in the single woman they may occasionally lead
to psychosis. In younger women the effect may not be so
definite, but in the single or widowed woman a change in
personality may be very obvious; in particular, they become
much more irritable.

Perineal itching and oedema are fairly common complaints,
and are occasionally intolerable. In the past androgens tended
to be discounted when side effects occurred, but there is now
evidence that the responses achieved are often worthwhile and
that patients are prepared to put up with the side effects because
of the relief of pain and improved general health obtained.

OTHER HORMONES

Progestogens

17-alpha-hydroxyprogesterone caproate may be given intra-
muscularly in advanced cancer of the breast at a dose of 250 mg
three times weekly or more. The incidence of response at this
dose is lower than with other compounds and this drug should
be used only in locally inoperable or locally recurrent disease.
There are very few side effects reported with 17 alpha-

hydroxyprogesterone caproate, the only one of consequence
being a slight risk of fluid retention. Painful reactions may occur
at the site of injection.

Norethisterone Acetate

This is a progestogen with some androgenic activity. Given in
tablet form in advanced carcinoma of the breast, at a dose of
10 mg three times daily, it may be tried when endocrine ablation
has failed, or other hormones have proved ineffective, and
certainly some good remissions may be seen. It is comparatively
free from side effects; occasionally allergy has been reported and
cholestatic liver changes. Vaginal bleeding may occur during
administration, and rarely patients may develop hirsutism.

Nandrolone

This compound is used in some centres, either alone or in
combination with other pure drug androgens in advanced
breast carcinoma. It is usually given in doses of 25-50 mg.
weekly by intramuscular injection, as it has a prolonged action.
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Because it is an anabolic steroid nandrolone promotes an
increase in appetite and weight, and is therefore of subjective
value in patients in advanced stages of any malignant disease.
Androgenic activity is less definite than with testosterone, but
hoarseness and acne may occur, as may plethora and, rarely,
polycythaemia.

Drostanolone Propionate

This drug is frequently used in treating metastatic breast
carcinoma. It is androgenic, but is said to have fewer virilizing
effects than some other agents. The dose is 100 mg given intra-
muscularly once weekly. Reports of response rates have shown
variable results, but it may be worth trying in some patients.
Some patients have developed acne and hirsutism while re-
ceiving this drug.

CORTICOSTEROIDS

Large doses of steroids may be used in the terminal stages of
other malignant disease as well as in carcinoma of the breast.
They are also of great importance in the treatment of the
reticuloses and leukaemias, generally in combination with other
drugs. In advanced breast cancer steroids are probably best
reserved for the late stages and are most useful in treating
metastases in the liver or other soft tissues. They may also help
to control the thrombocytopenia and anaemia sometimes seen in
terminal cases, and are useful for treating hypercalcaemia. In
the absence of measurable features, however, it is often difficult
to assess response, as most patients on steroids improve sub-
jectively.

For far-advanced malignancy prednisone is usually given at a
dose 15-20 mg thrice daily, which may later be dropped to 10 mg
thrice daily. In the reticuloses and leukaemias 150-250 mg
daily should be given to adults.

Side Effects

The typical features of Cushing's syndrome may occur in
many patients treated with steroids, but these regress when the
dose is reduced. Gain in weight, plethora, hypertension, spon-
taneous bruising, "moonface", facial hirsutism, obesity of the
trunk, and "buffalo hump" may all occur. Fluid retention and
hypokalaemia are common, but can be treated with diuretics and
potassium supplements. Diabetes mellitus is occasionally
induced. Acute psychosis may develop, but more commonly
the patient is euphoric. The long-term effects of steroid therapy
are not often seen, but osteoporosis may occur, which will
aggravate the osteolytic effects of secondary deposits causing
vertebral collapse or fracture. Occasionally peptic ulceration
may be produced, and this may bleed or perforate silently.

MAINTENANCE THEERAPY AFTER ENDOCRINE ALBATION

Steroids

After adrenalectomy or hypophysectomy maintenance steroid
therapy is required for life. Oral cortisone acetate, 25 mg in the
morning and 12-5 mg in the evening, is adequate for most
patients. This may be adjusted for the individual patient, but
the risk is always one of insufficient steriod cover, which could
have grave or fatal consequences. All patients should be in-
structed to take an extra tablet in the case of extra excitement or
long travel.

After adrenalectomy oral fludrocortisone, 0-1 mg on alternate
days, should also be given, to prevent retention of sodium and
water.

Prednisone 7.5 mg daily in divided doses may be given
instead of cortisone acetate. The enteric-coated form may- be
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given to the rare patient who shows intolerance to cortisone
acetate on account of dyspepsia or nausea. A few patients may
develop mild features of Cushing's syndrome on this dosage;
in this case the dose should be decreased.

Thyroid Hormones

About two-thirds of patients after hypophysectomy will
require thyroxine maintenance in addition to their cortisone,
generally after two to three months. A dose of L-thyroxine,
0-1 mg twice daily, is adequate for most.

Pitressin

A few patients after hypophysectomy will suffer from diabetes
insipidus severe enough to warrant treatment by intramuscular
injections of pitressin. A dose of 5 international units of pitressin
tannate in oil, given on alternate days, will readily control
symptoms, and this may be reduced gradually. Most patients
are controlled by the use of a vasopressin nasal spray, which
contains 50 i.u. per ml and which should be used only once or
twice per day, preferably in the evenings and when the bladder
is empty. Many doctors no longer use pitressin snuff because of
its irritant action on the nasal mucosa.

TREATMENT OF HYPERCALCAEMIA

Dehydration must first be corrected, and a daily intake of 3
litres of fluid should be aimed at.

In less severe cases of hypercalcaemia a trial of phosphate
therapy is recommended initially. This may be given orally or
intravenously, depending on the severity and patient tolerance.
An oral phosphate mixture as suggested by Thalassinos and
Joplin' may be made up as follows: Na2 HPO4 (anhydrous)
3-66 g; NaH,PO4. 2H,O lg; syrup 16 ml; water to 60 ml. The
dose should be 60 ml 8-hourly. The intravenous preparation is
made up as follows: Na, HPO, 0-081 mole and KH,P04 0 019
mole in 1 litre of distilled water is prepared. A single intravenous
dose of this preparation is 330 ml given over 6-8 hours; this
may be repeated on subsequent days.

In very severe cases of hypercalcaemia, or those not responding
to phosphates, high doses of steroids should be given-for
example, intravenous hydrocortisone 200 mg over 24 hours, or
prednisone 20 mg by mouth thrice daily. The possibility of
endocrine surgery should always be considered if the patient is
fit enough, as this may control the disease and hence the
hypercalcaemia.

Carcinoma of Uterus and Ovary
Progestogens are the only hormones used in treating advanced
endometrial carcinoma and ovarian carcinoma, especially in
patients with pulmonary metastases. 17-alpha-hydroxypro-
gesterone caproate is given in massive dosage, of 1,000 mg
twice weekly by intramuscular injection. This dose may be
doubled if no response is seen within two months. Medroxy-
progesterone is also used and may be given orally in doses of
200-600 mg daily. Some good responses may be seen and for
practical purposes the side effects of both these drugs are
negligible. Thromboembolic episodes have occasionally been
reported.

Carcinoma of the Prostate

Oestrogens are commonly used in the treatment of disseminated
prostatic cancer as an alternative to bilateral orchidectomy.
Stilboestrol, 15-50 mg daily in divided doses, is generally given
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although Honvan (soluble phosphorylated stilboestrol) may be
given intravenously, in a dose of 250 mg daily, to relieve urgent
symptoms. This may be followed by Honvan tablets, 100 mg
daily, or stilboestrol.
Water retention with risk of heart failure is the most im-

portant side effect; there is conflicting evidence about the
occurrence of thrombosis during oestrogen therapy in men.
Intolerance due to nausea may occur as in women and may be
controlled by perphenazine. Testicular atrophy and reduction in
libido, together with gynaecomastia and pigmentation of the
nipple are almost inevitable side effects.

Carcinoma of the Male Breast

The treatment of choice for advanced cancer of the breast in the
male is bilateral orchidectomy. However, oestrogens are a
useful form of therapy in some patients or after orchidectomy
has failed, stilboestrol, 5 mg thrice daily, may be given.

Carcinoma of the Thyroid

Patients who have had radical surgery for carcinoma of the
thyroid gland require full thyroid replacement therapy. This
may be either with L-thyroxine, 0 3 mg daily in divided doses,
or Diotroxin (thyroxine and liothyronine). In addition to
fulfilling the normal requirements, by suppressing the pro-
duction of thyroid stimulating hormone, this treatment may

prevent recurrence of the tumour. Larger doses of L-thyroxine
(0-4 mg daily) and tri-iodothyronine (200 mg daily) may control
recurrent disease and should be tried after other methods of
treatment have failed, regardless of the histological type of the
tumour.

Primary treatment with L-thyroxine may induce thyrotoxi-
cosis, which presents with the typical features of tachycardia,
sweating, heat intolerance, and loss of weight. The dosage
should be supervised, as in the presence of cardiac disease it
may precipitate complications and lead to cardiac failure.

Conclusions

Hormones have an important role in the treatment of those
types of tumour described as hormone-dependent, and from a
clinical point of view much worthwhile palliation is achieved.
It is not always easy to decide which hormone should be given,
but it must be stressed that if the first tried does not achieve an
effect another drug should be substituted. The possibility of
endocrine ablation must always be considered.
Though the side-effects of any treatment must not be worse

than the disease itself, probably for any patient not yet at the
terminal stages it is worst of afl to leave incurable disease
untreated.

Reference
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Vocational Training in General Practice

Il-Newcastle upon Tyne

FROM A SPECIAL CORRESPONDENT

Traditionally the medical school at Newcastle has always taken
particular trouble to see that all its students gain some ex-
perience of general practice. So it was natural that the univer-
sity should also be one of the first to have a vocational train-
ing scheme for general practice. The trainees on the original
course are now about to start their final year, and so far there
has been no lack of good calibre applicants to take part in the
scheme. In fact, because the organizers were reluctant to turn
away some excellent candidates for the second course, which
began last year, the scheme was extended to six practices in
Teesside.
The idea for the scheme was put forward in the year before

the Todd report appeared, when it was already clear what its
recommendations about training for general practice were
likely to be. A special subcommittee of the regional post-
graduate organization was set up, consisting of representatives
of all the various interests concerned, with a general practi-
tioner in the chair. This had worked out a detailed set of pro-
posals by the autumn of 1968, only a few months after the
Todd report was published. The first course was advertised
in the spring of 1969 and 17 candidates applied, of whom
seven were appointed; by the time the second course began,
a year later in the late summer of 1970, all the 11 applicants
could be accommodated, both in Newcastle and Teesside; this
year there were 18 applicants, of whom 13 were appointed,

again to both centres. One of the notable features was that
not only were local graduates applying to go on the course but
that inquiries came from all over Britain and from four over-
seas countries-and from doctors doing a variety of jobs.
These features have continued, although it is obvious that
there are now enough schemes elsewhere to offer places for
all those who want vocational training.

Curriculum

The basic pattern of the Newcastle curriculum is much the
same as in other schemes: one year in general practice and
two in "in service" hospital posts. Unlike most of the other
schemes, however, the general practice year is divided into
two periods of six months-one at the beginning of the course,
the other right at its end. The designers of the course thought
it was essential that the trainees should have some idea of what
general practice was about, from the start of the course.
Administratively, however, this division was difficult to organ-
ize, since the regulations state that any trainee allowance will
be paid only for a year spent continuously in general practice.
Even so, through the local medical committee, the sub-
committee managed to persuade the Department of Health to
waive this requirement, and certainly this flexibility achieved
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