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clarity of thought and memory, and a general feeling of
increased mobility. Soon unequivocal and sustained evidence
of benefit may become apparent. A long immobile facies may
become animated, a sparkle returns to the eye, and the gait,
posture, dexterity of the hands, speech, and balance may all
improve. Particularly convincing is a renewed ability to
perform movements which have been lost for several years
such as rising from a chair or a lavatory seat and turning over
in bed. This renaissance may extend to tasks such as shaving,
typing, knitting, playing the piano, and even completing the
football pools. An early physical sign of response is that silent
dentures, hitherto fitted snugly in an immobile face, rattle
freely. In exceptional cases patients confined to bed and
wheelchair have walked independently. More commonly those
whose activities were restricted to the house have shown such
improvement in gait, balance, and confidence that they have
resumed almost normal physical activities. In other instances
men unemployed because of their disabilities have resumed
their former occupations. Patients and their relatives have
been known to comment that the development of the disease
seemed to have been retraced backwards for several years while
the dose of L-dopa was augmented.

All the many types of Parkinsonian disabilities may respond,
including the classical features of rigidity, tremor, and akinesia,
but it is in the last that the greatest benefit may be seen.
Dysphagia, dysarthria, salivation, handwriting, and even
seborrhoea may benefit; tremor may not improve early but
often does later. The well-known discrepancy between physical
signs and functional incapacity in Parkinsonism often persists
when the patient has responded successfully to L-dopa. A
modest improvement in conventional physical signs is often
surpassed by the improvement in general motor performance
as exemplified by washing, feeding, dressing, cooking, sewing,
and the pursuit of normal interests and activities.
The main side-effects are anorexia, nausea, vomiting, hypo-

tension, dyskinesias, nightmares, disturbed sleep, and psychia-
tric upsets. The haematological abnormalities which were
reported when the racemic mixture of D L-dopa in doses of
up to 16 g. daily was given have not been found in patients
taking the laevo-isomer. Gastrointestinal symptoms tend to
occur within the first few days of treatment and may last up to
an hour. These side-effects are usually greater when the drug
is taken on an empty stomach and when the dose exceeds 1-5 g.
Taking the drug after each meal may be helpful; rarely it may
be necessary to give 50 mg. of cyclizine half an hour before
the dose of L-dopa, but tolerance frequently occurs. There is a
general tendency for the blood pressure to fall without change
in pulse rate, as noted by Dr. D. B. Calne and his colleagues
in their paper at page 474 of the B.M.J. this week. In many
patients this drop is unaccompanied by symptoms; in a
minority changes of posture may be followed by lightheaded-
ness and dizziness. Elastic stockings may be helpful, and the
administration of 2 g. of sodium chloride daily has been
recommended. The hypotensive effect tends to decrease with
time and can probably be minimized, as can nausea and
vomiting, by a slower increase in dosage of the drug.

Involuntary movements and grimaces will occur when the
dose is high enough, and these induced dyskinesias constitute
the commonest reason for limitation of treatment. They cease
when the drug is stopped and usually do not recur when, after
cessation, it is reintroduced at 0-5-1 -0 g. less per day. Some
patients treated over many months have developed dyskinesias
on a dosage which had previously produced no side-effects;
a reduction in dosage may lead to their cessation without
decrease of beneficial effect. But for some patients the margin

between a toxic and a beneficial dose is too small to be of any
value; reluctantly they have been forced to stop treatment
despite initial benefit.

Restlessness, apprehension, and agitation of varying degree
have been reported. Hallucinations, nightmares, and vivid
dreams-a lecturer in European history described with
pleasure the contents of a prolonged nocturnal discussion with
Bismark-have been described in a minority, as has toxic
delirium and frank psychosis. All these behavioural distur-
bances have reverted to normal when the drug has been
stopped. Most of the trials of L-dopa have been restricted to
patients with normal electrocardiograms. But some of the
published reports suggest that cardiac disturbances may result
from it-for example, paroxysmal tachycardia, reversible atrial
fibrillation and atrio-ventricular conduction block, and myo-
cardial infarction. Further studies are necessary to establish
whether these abnormalities can be related to treatment or
were mere coincidence. Patients with Parkinsonism tend to
have lower blood pressures than normal, and the hypotension
and increased vigour caused by L-dopa in a patient with
ischaemic heart disease might prove a serious hazard. Though
a history ofangina can sometimes be elicited from a patient, the
increasing immobility of his disease tends to remove this
symptom; a covert state of cardiac ischaemia could be pro-
voked by treatment. Until these particular hazards are clarified
by further experience it would be unwise to give L-dopa
indiscriminately to patients with cardiac ischaemia or
arrhythmias. But apart from these possible heart complications
all the side-effects of L-dopa are dose-dependent and reversible.
This drug is proving to be a remarkably effective treatment of
Parkinsonism.

Failure to Control Venereal Disease
Last year the International Union against the Venereal Dis-
eases and Treponematoses1 2 recommended governments of
member organizations to review their venereal disease services
and to make any necessary financial provisions for them as a
matter of great urgency in view of the serious world situation.
In addition to increases in the numbers of known cases in most
countries many women with asymptomatic, undiagnosed,
sexually transmitted disease are seen at gynaecological, ante-
natal, cervical cytology, family planning, and student health
clinics. Some women with asymptomatic disease can be
regarded as belonging to a high-risk group, and factors
leading to their identification have been discussed by C. B. S.
Schofield3.
Over the last ten years in the United Kingdom there has

been no expansion of either staff or premises despite a great
increase in the volume of patients attending. During this time
the increase of new cases at most clinics has been two- to
three-fold. In some cities the numbers have grown dramatic-
ally, notably in the Greater London area, where are seen
almost half the total cases in the whole of England and Wales;
nearly 500/o of these cases go to the clinics of one of the four
metropolitan regions.
Of patients attending clinics only about 25% have legally

defined venereal diseases-that is, syphilis, gonorrhoea, and

International Union against the Venereal Diseases and Treponematoses,
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chancroid-while 50%/ have some other disease usually sex-
ually transmitted, such as non-gonococcal genital infection,
trichomoniasis, genital scabies, lice, or warts, or conditions
which can probably be sexually transmitted, such as genital
herpes and candidiasis. A few immigrants attend with lympho-
granuloma venereum or granuloma inguinale. The remaining
25% have some other genital condition, or no evidence of any
disease may be found. It would not be unreasonable, and
might be kinder to prospective patients, to term such clinics
departments of genito-urinary medicine and the consultants
in charge genito-urinary physicians.

In an article at page 451 of the B.M.J. this week Mr. A. J.
King reviews the world-wide failure to control venereal dis-
eases. Discussing methods of control in this country, he points
out that properly organized tracing of contacts, which is
carried out by specially trained welfare officers, provides the
greatest hope of reducing the number of early infectious cases
of both syphilis and gonorrhoea. Regulations4 which came
into operation on 2 December 1968 have made the procedure
more effective. They require that information about persons
examined or treated for venereal disease in hospital must be
treated as confidential but permit its disclosure to a doctor or
a person employed under the direction of a doctor in connexion
with, and for the purpose of, treatment or prevention of the
spread ofvenereal disease. It is to be hoped that all physicians in
veneral-disease clinics and local health authorities will play
their part in this procedure.

Education too has an essential role in prevention, as Mr.
King points out. The Health Education Council is reviewing
the uses of films, film strips, and posters in the promotion of
a campaign directed at the general public. The importance of
thorough medical education in this subject at both under-
graduate and postgraduate levels is evident-and as evidently
neglected, according to Mr. King. For training of nurses it is
to be hoped that the newly formed Joint Board of Clinical
Nursing Studies will be able to set standards for training in the
subject after qualification. Finally, research must not be
neglected. A recent one-day Conference of Current Problems in
Urethritis convened by the Medical Research Council gives
rise to hope that both clinicians and research workers are
becoming increasingly aware of the many gaps in our know-
ledge of the sexually transmitted diseases. In particular, basic
research is needed into the problems of immunity in syphilis
and gonorrhoea and the aetiology of non-gonococcal infection.

Pathogenesis of Nephrosis
The nephrotic syndrome results from injuries to the

glomerulus, some of which have an immunological basis.,
Renal biopsies examined by immunofluorescence show deposi-
tions of immunoglobulins and complement on the glomerular
basement membranes in most cases where histological changes
are detected by light microscopy.2 In what may be called
"no change" nephrosis, where electron-microscopy is required
to show the fusion of foot processes in the glomerular epi-
thelium, fluorescence is slight or negative,3 though the
remarkable clinical response obtained with steroids may imply
an immunological abnormality even in this group.

There are basically two fluorescence patterns in the glomeru-
lar tuft: one is linear and ribbon-like and the other granular
or lumpy.4 In practice an apparently mixed lumpy and linear
fluorescence may also be seen. In some biopsies the deposits
are extremely dense or involve the mesangium, so that the

pattern is difficult to assess with the low degree of resolution
available in fluorescence microscopy. The two basic patterns
correspond to a fundamental difference in the type of immune
deposit in the glomerulus. The linear fluorescence is due to
antibodies reacting specifically with the glomerular basement
membrane (anti-GBM). Granular fluorescence represents
immune complexes passively trapped on the epithelial side of
the membrane. In both cases the damage and the ultimate
glomerular fibrosis are caused by the inflammatory reactions
set up as a result of the substances deposited in the presence
of complement.5 6

Linear fluorescence is seen in the Goodpasture syndrome.
Here nephritis is associated with pulmonary haemorrhages
and is due to sensitization to basement-membrane antigens
shared between the lung and the kidneys.7 The nephritis in
this syndrome and in the rare cases in which basement-
membrane antibodies are deposited without lung disease is
usually more severe than a nephrotic syndrome, though the
latter type of case has been described. The trigger for the
sensitization is unknown, but preceding upper respiratory
infections have been reported in some cases. An autoimmunity
of unknown cause to glomerular basement membrane could
exist in rare cases, for nephritogenic mucoproteins derived
from the basement membrane have been identified in normal
blood and urine,8 and classical nephrotoxic nephritis in
animals is easily induced with basement-membrane antigens. 9

Granular fluorescence is seen much more often in nephrotic
syndrome and represents one of the best examples of an
"immune-complex disease." The antigen is outside the
glomeruli and may even be outside the kidney. It is the type
and amount of antibody produced by the patient in relation
to the supply of antigen in his circulation which determines the
nephrotoxicity of the immune-complexes. 6

Analysis of serum sickness in animals"o has shown that the
complexes must be soluble and of a certain size to be trapped
in the kidney. If they are too small they may remain in the
blood, and if they are too large they tend to be filtered off in
the spleen, where they undergo phagocytosis by polymorphs.
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