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stimulated by the passage of Rh-positive red cells from the
infant to the mother across the placenta during labour.
Another possible cause is the previous transfusion of the
mother before her pregnancy with Rh-positive blood, but
such an event is rare today. It follows that it is the second
and subsequent children that are at risk, and since the
stimulation may produce increasing levels of Rh-antibody
production the risk is greater for each succeeding child.
But in practice only a small proportion of the children
at risk actually develop signs of rhesus haemolytic
disease. There are at least two reasons for this. Different
individuals react differently to similar antigenic stimuli, so in
some families the second child is affected, whereas in others
of three or sometimes more children no cases have occurred.
Secondly, we know that if mother and child have different
ABO blood groups, Rh immunization rarely occurs, presum-
ably because the incompatible red blood cells from the child
are destroyed in the mother's blood before they can do any
damage.

It was this protection afforded by ABO group incompati-
bility that suggested a possible line of approach to Professor
Clarke and his colleagues. If a potent anti-Rh serum was
available, would it protect mothers against Rh immunization
and their children against risk of rhesus haemolytic disease ?
When Rh-positive red blood cells were given to Rh-negative
male volunteers they produced Rh antibody in their plasma.
It was found that antibody formation could be prevented by
giving a potent anti-Rh (anti-D) plasma, provided the
" incomplete " (albumin) antibody was used. The next step
was to give to women at risk, within 48 hours of delivery,
5 ml. of gammaglobulin containing incomplete anti-D of
suitable activity. The trial was limited to primiparous women
who were found to have foetal red cells present in their own
blood after delivery-a group known to he at risk. Alternate
patients were given the serum. After six months none of the
78 treated women had developed immune antibody, whereas
19 of the 78 controls had done so. Results up to date from
various centres collected by Clarke show that out of 559
control cases 75 (13%") had become immunized six months
after labour, whereas out of 628 protected by anti-D gamma-
globulin none was immunized-a result which Clarke calls
" almost alarmingly successful." Further results have shown
that the protective effect will persist through a further
pregnancy when the foetus is Rh-positive and ABO com-
patible ; combined results show that out of 66 women
immunized during and after pregnancy none produced anti-
bodies in the subsequent pregnancy, whereas out of 63 control
cases 15 (24%) produced antibodies.

There is thus clear evidence that women at risk can be
protected against Rh-immunization and their children against
rhesus haemolytic disease. Professor Clarke deals then with
two further questions that arise. What are the risks of the
procedures ? Can enough anti-D gammaglobulin be obtained ?
The risk to the mother is trivial ; only minor local reactions
have occurred and the risk of serum jaundice can be
eliminated by appropriate methods of preparing the gamma-
globulin. The male volunteer who is injected with Rh-positive
blood risks being infected by the virus of homologous serum-
jaundice. The risk can be minimized but not eliminated by
following W.H.O. recommendations. A better way, proposed
by Clarke, is to use a small number of donors made hyper-
immune by small repeated injections of sensitizing antigen
and to obtain plasma by plasmapheresis-that is, to take off
plasma and return the red cells to the donor. Put against
the possibility of eliminating unnecessary stillbirths, some

cases of mental deficiency, and the whole apparatus of
exchange transfusion, Clarke considers that these risks are
acceptable, though others may not agree.
To get enough protective anti-D gammaglobulin, Clarke

calculates that for every million of the population 15 hyper-
immunized donors, willing to give 500 ml. of plasma once a
month, would be needed. The organization of the immuniza-
tion of donors, the collection of plasma, and the preparation
of protective antibody will therefore require quite a large
staff with necessary equipment, but it could also be found
by proper expansion of the present national blood transfusion
centres.

Metronidazole and Syphilis
Metronidazole (Flagyl) was introduced to therapeutics in
1959 after C. Cosar and L. Julou' had shown it to be active
against Trichomonas vaginalis in vitro and in mice, and
P. Durel and colleagues2 reported on its efficacy in curing
trichomoniasis in patients of both sexes. They gave combined
oral and local treatment to their women patients, but in
1960 excellent results in women with oral treatment alone
were reported from several centres.`6 Metronidazole by
mouth is now generally accepted as the drug of choice for the
treatment of trichomoniasis.
The therapeutic range of the drug was increased in 1962,

when D. L. S. Shinn7 found it to be highly effective in
treating Vincent's gingivitis. This led to an investigation
into any possible effect of the drug on Treponema palliduin.
Many patients attending venereal disease clinics are treated
for trichomoniasis, which is usually sexually transmitted.
Some of these patients may be incubating syphilis, and it is
obviously important to know if metronidazole in the dosage
usually given can destroy T. pallidum.

Al. Scott-Gray and M. Murrell' had previously shown that
metronidazole 1.8 g. in 48 hours had no effect on a patient
with primary syphilis. In 1966 A. R. Yobs and colleagues9
found that relatively large doses had no effect on the course
of syphilis in rabbits. Two recent papers cast further light
on this important problem. A. H. Davies"0 treated six
patients with secondary syphilis with doses of metronidazole
ranging from 13.5 g. in five days to 34 g. in nine days.
The local lesions healed and material from these patients
showed disappearance of T. pallidum on dark-field examina-
tion. A. E. Wilkinson and his colleagues1' showed that sera
from patients under treatment for trichomoniasis may
immobilize T. pallidurm (Nichols strain) in vitro, but treat-
ment of a patient with primary syphilis (positive on dark-field
examination) with 200 mg. metronidazole three times daily
for seven days did not heal the lesions, and T. palliditun was
still detected at the end of the course.

It seems that the ability of metronidazole to eliminate
T. pallidiun depends on the daily dosage level: the organism
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will survive 600 mg. of the drug but will be destroyed by
2 g. Thus the dosage of metronidazole usually employed for
trichomoniasis does not appear to be treponemicidal. How-
ever, until more investigations have been carried out it would
be wise for the venereologist to withhold metronidazole from
patients who may be incubating or in the early phase of
syphilis, until that diagnosis has been confirmed.

More Retroperitoneal Fibrosis
Though first described over 60 years ago, interest in retro-
peritoneal fibrosis has grown since its reported association
with the drug methysergide. 1-3 There are now reports of
over 200 cases, and the evidence suggests that it is being
increasingly recognized. For example, in a recent series
of 14 patients encountered in as many years in Birmingham,4
no fewer than ten were seen after 1963. This may be due to
better awareness of the protean manifestations of a curious
disease or to the increased activity of some aetiological agent
as yet unknown.

There is no general agreement on what constitutes the
syndrome of retroperitoneal fibrosis, and some authorities
would exclude localized plaques of fibrosis. But it might be
defined as a chronic fibrosing process which usually starts in
the pelvis or lumbar region, and in the majority of cases
spreads to the ureters. The disease attacks their walls though
patency is maintained. Mediastinal fibrosis5 can also occur,
and discrete fibrous masses may be found at the hilum of the
lung and even in the lung parenchyma. Arteries, veins, and
lymphatic channels may be compressed by fibrosis, so that a
wide variety of ischaemic and obstructive lesions result. The
usual history is of vague abdominal pain and backache, often
radiating into the groins, with sooner or later signs of impaired
renal function and hypertension. Epididymal swelling,
hydrocele, and leg oedema may result from obstruction of
veins in the pelvis, and in some patients the arterial supply to
the lower limbs may be jeopardized. Less commonly,
mediastinal fibrosis may have such diverse consequences as
facial oedema, coronary ischaemia, pericarditis, and pleurisy.
In addition there are such indications of the generalized
nature of the disease6 as loss of weight, anaemia, a raised
erythrocyte sedimentation rate, and increased levels of
y-globulin in the serum. While no doubt most patients will
be seen by genitourinary surgeons or by physicians concerned
with renal disease and hypertension, it is clear that no one,
whatever his specialty, can afford to ignore the syndrome,
and this is borne out by the fact that two of the patients in
the Birmingham series presented as orthopaedic problems.

Retroperitoneal fibrosis may be a self-limiting condition,7
and spontaneous remission has been recorded.8 But in some
cases it is progressive and fatal. Recognition is all the more
important because, once the condition is thought of, diagnosis
in the average case is not difficult and treatment is often
rewarding. Hypertension with a history of abdominal pain,

a raised blood urea and erythrocyte sedimentation rate, and
abnormalities in the plasma proteins, especially if there are
other seemingly bizarre clinical features, should suggest the
need for pyelography, especially by the retrograde route. The
features are characteristic4: delayed excretion of dye, with
hydronephrosis and hydroureter above an obstruction, which
is commonly in the mid-lumbar region or at the pelvic brim,
and medial deviation and irregularity of the ureter at the site
of obstruction. In difficult cases lymphangiography may also
be valuable. Operation to free the ureters is often strikingly
successful, though further obstruction may occur, and in some
patients an affected segment of ureter has had to be resected.
What is the nature of retroperitoneal fibrosis ? Histologi-

cal examination of excised tissue has shown a wide variety of
cell types, and in some cases vasculitis has been a prominent
feature. There seems little doubt that an immunological
reaction to a variety of sensitizing agents is the likely
mechanism, and in some cases an autoimmune type of response
is probable.9 The association with methysergide suggests a
drug sensitivity, but so far no-other drug has been implicated.
Sometimes the condition appears to have been initiated by local
infection or by haemorrhage in association with blood
diseases." In a few cases the fibrosis represents an intense
fibrotic response to malignant disease.10 But most must still
be labelled " idiopathic," and they represent a challenge which
will no doubt be met by careful clinical appraisal of new cases
and by the efforts of immunologists.
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Mental Handicap and the Family
Most undergraduate and postgraduate teaching on mental
subnormality concentrates on diagnosis and phenomenology
and gives little time to the study of the families of subnormal
children and the stresses to which they are exposed. How-
ever, the interested doctor is aware that despite the common
sense and compassion he brings to bear on the family's
situation he needs to be better informed. He feels the lack
of a broader background of knowledge and of guidance when
he seeks to alleviate the stresses inevitable within a family
confronted by the tragedy of mental handicap. He needs
to know how the handicapped child should be assessed and
educated, how the services available are organized, and how
to make use of them. Further, he should be aware of current
opinion on how these services could be developed and
improved. A number of recent publications' 2 have dealt
with these matters, but what the practitioner requires is a
succinct but comprehensive presentation of the information.
A working party convened by the National Society for Men-
tally Handicapped Children has recently produced a short
report which goes a long way to meeting these requirements.3

In 1958 F. L. Masland and his colleagues4 came to the
broad conclusion that many mentally subnormal children do
better at home than in institutions, especially in the early
years. Later J. Tizard and J. C. Grad suggested that, unless
there were strong contraindications, "parents should be en-
couraged and helped" to care for mentally handicapped
babies themselves. The working party accepted these views
as a premise, but it was no doubt aware that beyond a certain
point the burden of looking after a mentally handicapped
child may threaten the well-being of the family, and in these
cases institutional care may be the only answer. " For parents
of older children the choice remains theirs. It is unfortunate
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