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met by the family doctor, with specialist help
when needed.

(3) The ambulant dement with grossly
disturbed behaviour; and this is the group
whose correct placement is the subject of
the present discussion. It seems to us that
it is precisely in the handling of disturbed
behaviour that the psychiatrist has acquired,
through his training, a special expertise-
which the geriatric physician with his pre-
dominantly general medical training, has not.
Exactly the same applies to the mental nurse
vis-a-vis her non-mental colleague. In
addition, noisy or aggressive patients are a
very disruptive influence on a geriatric ward
where they disturb the other patients and the
staff. Nor does it appear to us a valid argu-
ment that because states of dementia are
essentially organic disorders they are there-
fore the province of the geriatrician. Surely
mental subnormality and drug addiction are
organic disorders; and eventually, schizo-
phrenia and depressive illnesses may well be
explicable in biochemical terms-and then
who will look after these patients?
We note from your recent leading article

(24 July, p. 202) that the Department of
Health also envisages that elderly patients
with organic brain disease should become the
province of the geriatricians. What geriatri-
cians? The final reason why this will not
happen is that it cannot happen. As Dr. T.
Arie appreciated the geriatric services can
hardly cope even with their present case-
load. An additional burden such as this
would lead to their collapse. There is a
perpetual shortage of junior medical staff,
the shortage of nurses and physiotherapists
recurrently leads to ward closures, and there
are many unfilled consultant posts. The
problem is not one of beds. "Patients are not
treated, rehabilitated, supported and nursed
by bricks and beds. They need people ...."3
There are no people.

For these reasons, we submit that the
elderly dement with disturbed behaviour
should remain under the care of the psychia-
trist, whether he continues to look after her
in a mental hospital, or whether in the
years to come she is cared for in the district
general hospital or in a small community
hospital.-We are, etc.,

W. DAVISON
N. K. CONI

Department of Genetic Medicine,
(hesterton Hospital,
Cambridge

Howells, J. G., ed. The Organisation of Psycho-
geriatrics, Ipswich, Society of Clin:cal Psychia-
trists. 1971.

2 Development of Services for the Elderly and
E.lderly Confused: South East Metropolitan
Reeional Hospital Board 1971.

Whitehead, A., In the Service of Old Age,
Harmsworth, Penguin Books, 1970.

Drying of Guthrie Samples

SiR,-Polyethylene envelopes are widely used
to protect collection cards for Guthrie test
blood samples (H.M. (69) 72), but when a
card is put into the envelope with the blood
spot still wet, as sometimes occurs with an
inexperienced collector, drying takes place
very slowly. The moist conditions prevailing
over a long period allow fungal growth to
occur and this may give a high Guthrie test
result (16 January, p. 175). Physical changes
also occur, especially if the packed cell
volume is low. Diffusion of plasma away
from cells, for example, is seen macro-
scopically as pale areas of serum surround-

ing the blood spot. Discs punched from the
dark areas show a variation in phenylalanine
content. It is not possible always to judge
by eye which area contains the highest level
of phenylalanine.
These problems are minimized if Glassine

paper envelopes are used, as the blood dries
much more quickly, and the card can still
be seen without removal from the envelope.
Some vegetable adhesives used in the manu-
facture of Glassine envelopes contain pre-
servatives, and in some samples tested traces
of adhesive had a visible bacteriostatic effect
in the test. However, Glassine envelopes
made with synthetic resin adhesive contain-
ing no preservative are obtainable at reason-
able cost. Large quantities of this adhesive
have no visible effect in the test. These
envelopes have proved satisfactory in use
and we should like to recommend them in
preference to polyethylene sleeves.
We wish to thank Mr. L. E. Parr, Chief

Chemist, John Dickinson and Co. Ltd., for help-
ful advice on paper adhesives.
-We are, etc.,

R. L. NEWMAN
D. J. T. STARR

Regional Infant Screening Service,
Queen Mary's Hospital for Children,
Carshalton, Surrey

General Practitioner Obstetrics

SIR,-From the consultant ranks I wish to
support Dr. J. Shackleton Bailey (24 July,
p. 249) in his comments on unnecessary
attendances in relation to excessive waiting
times for patients at hospital antenatal
clinics. Where cases are booked for hospital
confinement on medical grounds, the ante-
natal care should not be carried out in a
manner which tends to exclude the general
practitioner obstetrician.
At Hillingdon Hospital and at Perivale

Maternity Hospital we have shared systems
of antenatal care with the general practi-
tioner playing an active part, and these
arrangements function very well. There is a
basic plan of attendances at the hospital
antenatal clinics, superimposed upon which
is a reasonably flexible scheme to complete
the antenatal supervision in such a manner
as the progress of the case requires.

In working such systems of antenatal care
it is apparent that the standard of general
practitioner care is better if the general
practitioner is playing his full part. The con-
sultant must ensure that there is a sufficient
degree of general practitioner involvement.
If, on the other hand, the consultant and
his staff do not allow the general practitioner
to fulfil his role by requiring undue attend-
ances at the hospital clinics, the efficiency
of their own service deteriorates.

Such well-balanced antenatal care helps to
secure a greater degree of patient co-
operation, and the lack of excessive time-
expending attendances at the hospital clinics
is appreciated.-I am, etc.,

R. M. BURTON
Gerrards Cross,
Bucks

Spread of Cholera

SnR,-Your recent leading article on exotic
disease (3 July, p. 1) stressed the importance
of cholera in tropical Africa. The point was
made that a major international health
hazard is developing before our eyes and
that we may underestimate its importance.

This is being confirmed by the recent (June
1971) reports' 2 which summarize the in-
formation obtained from many Eources. It
may be pertinent to make it widely known
as a warning of an additional health hazard
to travellers.

Since August 1970, when the El Tor
cholera first appeared in Guinea, the disease
has been officially reported from 18
countries, mainly in West and Central Africa
but also in East Africa. The number of
cases reported during the six months of this
year is 35.000 with 6,300 deaths, not far
short from 65,000 cases and 11:000 deaths
that occurred during the same period in
Asia. It has been estimated that during 1971
there must have been not less than one
million cases in tropical Africa alone.

Although the provision of treatment centres
and large-scale vaccination (as done at
present) will alleviate the situation, it is
probable that in view of the shortcomings
of general sanitation and high carrier rate
of the El Tor vibrio cholera will become
endemic in West Africa at least for a num-
ber of years.

It follows that any traveller intending to
visit Africa or Asia will be well advised to
protect himself by anticholera vaccination,
given in two injections separated by at least
one week. This procedure gives a higher
degree of protection than one single injec-
tion, and proper timing of vaccinations
before departure is obviously necessary.-I
am, etc.,

L. J. BRUCE-CHWATT
London School of Hygiene and Tropical Medicine,
London W.C.1

I World Health Organization, Press release No. 28,
25 June 1971.

2 Uni'ed States Public Health Service, Center for
Disease Control. Smallpox Eradication Pro-
gramme Report, 1971, 5.

Vitamin B6 Dependency in Homocystinuria

SIR,-Reports on the mechanism of action
of vitamin B. in homocystinuria have been
apparently conflicting. We reported that
extracts of liver from patients with homo-
cystinuria due to cystathionine synthase
deficiency, who were unresponsive to vitamin
B6 or only partially responsive (methioni-
naemia and homocystinaemia decreased but
hypocystinaemia remained unaffected), showed
no increase in activity of cystathionine
synthase after treatment.1 2 Hollowell et aP
found no activity after treatment, but did
not present control data. Seashore et al.4
reported that the activity in skin fibroblasts
from one Bfi-responsive patient, but not in
those from another, was stimulated by pyri-
doxal phosphate added in vitro. Data re-
ported here provide additional evidence of
genetic polymorphism.
Two additional patients with homo-

cystinuria and their families are reported.
Patient 1 is a 35-year-old male with clinically
typical homocystinuria and normal mental
state. His brother was clinically normal, as
were his parents. Patient 2 is an 18-year-old
male with unilateral hemiparesis and hemi-
atrophy since early childhood. minor motor
seizures controlled by phenobarbitone, and
recurrent phlebitis. He has no ectopia lentis,
his mental state is normal, and the excretion
of homocystine in his urine is modest and
intermittent. Methionine loading tests have
been abnormal in that homocystine and the
mixed disulfide of homocysteine-cysteine
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appear in the plasma, and there is a some-
what delayed return of methionine to pre-
viously normal levels.

Pyridoxal Phosphate in Assay

Treatment 0-015 gmoles 0 75 ,moles

Controls (9) .. 98 + 18

9-2 15-4
Patient 1 ..

Pyridoxine - HCI 1 g/day x 30 days 11-5 13-5

Father .. 21-4 19-6

Mother .. 31-2 25-8

Brother .. 57-2, 62-6

15 0

4 hr. after 100 mg/kg L-methionine
Patient 2 .. orally 36-0

Pyridoxine - HCI 500 mg/day x
90 day 53-7

Father .. .. 4 hr. after 100 mg/kg L-methionine
orally 460

Mother .. .. 29-0

Activity of Cystathionine Synthase (nmoles cystathionine/mg protein/hr).

Extracts of liver from the brother of
patient 1 had 60% mean control activity,
which we interpreted as consistent with
heterozygosity, since electron microscopy
showed the previously described ultra-
structural changes5 similar to, but less
prominent than, those of his homozygous
brother and similar to those of the obligate
heterozygotes (unpublished observations, F.
Schaffner). The brother was biopsied twice
at the same time by simply changing the
angle of the needle on the second thrust.
The two specimens were assayed separately,
but entirely in parallel. A difference in the
activity of the extracts from the two
biopsies of 5% of the mean control value
was found, although the duplicates of each
agreed within 2 0'. A difference between
these specimens of 2% of Mudd's pre-
viously published mean control values was
found using his revised assay.6
We conclude: (1) Cystathionine synthase

in the liver of some patients with homo-
cystinuria who have residual activity may
respond to various stimuli, among which are
massive amounts of vitamin B., and exo-
genous loads of L-methionine. (2) The data
reported here, together with that in the
literature, suggest that the variable response
to vitamin B, provides evidence of genetic
polymorphism in this disease. (3) The inter-

Cystathionine synthase activity in an
extract of liver obtained by needle biopsy is
shown in the Table.

pretation of enzymatic results obtained in
crude extracts from needle biopsies of liver,
however precise the assay employed and
however accurate at low levels, is limited by
biological variation of the sample. Thus,
increases of a few per cent, obtained here
and by other investigators, are of doubtful
significance. Since enzymes have a rate of
turnover, it may be that measurement of
"enzyme levels" at a single point in time
suffers the same limitations of interpretation
as does single measurement of concentra-
tions of amino acids in plasma.-We are,
etc.,

GERALD E. GAULL
JOHN A. STuRMAN

Department of Pediatric Research,
New York State Institute for Basic
Research in Mental Retardation, New York, and
Departments of Pediatrics and Ophthalmology,
Mount Sinai Hospital School of Medicine,
New York, U.S.A.

1 Gaull, G. E., Rassin, D. K., and Sturman, J. A.,
Lancet, 1968, 2, 1302.

2 Gaull, G. E., Rassin, D. K., and Sturman, J. A.,
Neuropiadiatrie, 1969, 1, 199.

3 Hollowell, J. G., Coryell, M. E., Hall, W. K.,
Findley, J. K., and Thevaos, T. G., Proceed-
ings of the Society for Experimental Biology
and Medicine, 1968, 129, 327.

4 Seashore, M. R., Durant, J. L., and Rosenberg,
L. E., Pediatric Research, 1970, 4, 454.

5 Gaull, G. E., and Schaffner, F., Pediatric Re-
search, 1971, 5, 23.

6 M,sdd, S. H., Edwards, W. A., Loeb, P. M..
Brown. M. S., and Laster, L., 7ournal of
Clinical Investigation, 1970, 40, 1762.

Alcohol and Glibenclamide
SiR,-The type of objective flushing de-
scribed by Drs. E. N. Wardle and G. 0.
Richardson (31 July, p. 309) must differ from
the symptomatic flushing that troubles the
occasional patient taking chlorpropamide or
tolbutamide. In a clinical trial we asked
patients taking glibenclamide about side
effects and none complained of flushing with
alcohol. We were particularly impressed by
a doctor who experienced flushing with both
chlorpropamide and tolbutamide but not
with glibenclamide. He described his
svmptoms as flushing, tachycardia, dyspnoea,
faintness, and a feeling of impending doom,
followed by profound tiredness. On one
occasion this followed only a sip of home-
made wine. This is the type of effect which
makes patients complain, and we have yet to

meet a patient treated with glibenclamide
who has had symptoms of this nature.-We
are, etc.,

J. R. CLYNE
H. COHEN

Salford Royal Hospital,
Salford

SIR,-Drs. E. N. Wardle and G. 0. Richard-
son (31 July, p. 309) report flushing in 5 out
of 11 patients on treatment with glibencla-
mide when given a test dose of alcohol.
Their impression that those who flush were
those who had elevated diastolic blood pres-
sure levels would have been more impressive
if they had stated the incidence of "higher
diastolic blood pressure" in their 15 "normal
controls." My impression is that flushing

after alcohol is very unusual on treatment
with any of the sulphonylurea drugs other
than chlorpropamide.-I am, etc.,

J. M. STOWERS
Diabetic Outpatient Department,
Aberdeen Royal Infirmary,
Aberdeen

The New F.F.R.

SIR,-The Faculty of Radiologists has
recently published and circulated to
Members and Fellows of the Faculty the
revised regulations and syllabus for the
Fellowship, with its minimum requirement
intention to phase out the value of the
present Conjoint diploma (D.M.R.D. and
D.M.R.T.) and to replace this by the broader
and more intensive requirements of the
Fellowship, with its minimum requirement
of three, or more usually four, years' study
trainee will face, on average, four years'
nation.
The changes to be introduced in radio-

logical training are of course not only
material to the Faculty itself, but will affect
the supply of young trained radiologists
available for consultant appointments in the
future. This supply in turn depends upon
the attractiveness of the specialty to poten-
tial trainees of adequate academic calibre.
The trainee in radiology accepted now has

had almost always two or three years' post-
registration general medical experience.
Provided that he, or she, is of good average
capability and application the trainee is
pretty certain to obtain the radiological
diploma two years after starting. Though
this does not, in itself, give him anything
approaching consultant standing, further
years of post-diploma training in registrar
and senior registrar post will do so, and he
has in any event a basic radiological quali-
fication in his hand. In future the potential
trainee will face on average, four years'
traineeship culminating in a hazardous
examination experience. If he is persistently
unsuccessful he may have to leave his
specialty. Unlike the failed M.R.C.P. or
F.R.C.S. prior years of experience in train-
ing are of no value in general practice. The
failed F.F.R. will carry nothing but frustra-
tion with him if he has to leave radiology
behind.

Considerations such as the above may well
cause potential trainees to have second
thoughts and the result could be a decline
in the number entering the specialty at a
time when serious shortages in the replace-
ment of retiring and additional consultant
appointments are only too evident through-
out the country.

Professor J. H. Middlemiss (17 July, p.
187) rightly emphasizes the attractiveness of
the present F.F.R. to those approaching the
consultant stage of their career, or entering
on it, and also by inference the esteem in
which it is held by appointments committees.
It is, however, relevant to point out that all
the 1970 candidates for the examination must
have held a radiological diploma for at least
two years. They had lready a basic quali-
fication.

Is the Faculty really certain that the
change announced is opportune?-I am, etc.,

F. PyGoTT
Isleworth,
Middx
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