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Pointers
Investigating General Practice: Drs. T. S.
Eimerl and R. J. C. Pearson, from a study in
co-operation with Merseyside and North Wales
Faculty of the College of General Practitioners,
found a high proportion of time spent on home
visits. Most of the work was done in a 52-day
week (p. 1549).

Obstetric Analgesia: Dr. Valerie Major and
colleagues found methoxyflurane more satis-
factory than trichloroethylene (p. 1554).
Common Lodging-houses: Professor R. Scott
and colleagues studied morbidity of inmates and
concluded that they are high consumers of
medical and social services (p. 1561). Leader at
p. 1546.

Haemopoiesis: Dr. A. H. Waters and colleagues
from Melbourne found this process disturbed in
16 alcoholic patients (p. 1565).
Folic Acid in Pregnancy: Dr. M. L. N.
Willoughby and Mr. F. J. Jewell have concluded
that the minimal oral requirements in late preg-
nancy are 300 peg. a day (p. 1568). Leader on
:his page.

Motor Paralysis after Herpes: Dr. J. Brostoff
reports diaphragmatic paralysis in a patient
with C5 and C6 cutaneous distribution of
herpes (p. 1571).
Bronchial Carcinoma: Case report of patient
with dilutional hyponatraemia and myasthenic
syndrome (p. 1573).

Thyrotoxic Steatorrhoea: Report of case cured
by subtotal thyroidectomy (p. 1575).

Warts: Dr. A. Lyell discusses their management
in his Current Practice article (p. 1576).

Today's Drugs: Trasylol (p. 1580).

St. Alfege's Hospital: History of the Green-
wich Union Workhouse and Infirmary described
by Mr. Raymond Moss and Mr. Hugh Thomas
(p. 1587). Plans for Greenwich District Hos-
pital (p. 1589).
Vaccines against Viral and Rickettsial Diseases:
Discussed in Washington, D.C. (p. 1590).
Burma Campaign: Army Medical Services
reviewed by Major-General A. Meneces (p.
I583).
Christmas Quiz: p. 1568. Answers (p. 1603).
Pertinax: Without Prejudice (p. 1592).
Doctors as Managers: Correspondence (p.
1597).
Medical Teachers: Statement by Secretary of
State for Education (p. 1602). Meeting
(Supplement, p. 239). Leader at p. 1548.
Medical Staffing in N.H.S.: Supplement, p.
240.
C.C. and S. Committee, Scotland: Supplement,
p. 243.

Prophylactic Folic Acid in Pregnancy
We now know that megaloblastic anaemia of pregnancy is caused by
deficiency of folic acid. In 1959 I. Chanarin, B. M. MacGibbon, W. J.

O'Sullivan, and D. L. Mollin, working in London, used folic-acid
clearance tests to show that stores of folic acid in the body fall throughout
pregnancy. The fall is larger when there is a twin pregnancy, and when
folic deficiency becomes severe megaloblastic anaemia develops. This
occurs in the last trimester of pregnancy and in the puerperium. A
number of methods of assessing folate deficiency are now available and
include a microbiological assay of the folate level in serum using
Lactobacillus caseii and estimation of the excretion of formiminoglutamic
acid (Figlu) in the urine after a loading dose of histidine. More recently
determination of the red-cell folate content has been shown to be a good
indicator of tissue repletion.

Folate levels fall during pregnancy and are particularly low near to
term. The level of folic acid in the serum is not always reliable as a
measure of body stores, and there are a number of pregnant patients who
have no haematological abnormality yet show low serum folate levels
Patients who are folate-deficient may excrete Figlu after a histidine load
Unfortunately this method has been shown to be unreliable in detecting
deficiency in pregnancy. Normal excretion of Figlu has been found in
some pregnant women who have undoubted folate deficiency. I.
Chanarin, D. Rothman, and E. J. Watson-Williams2 have suggested that
there is a different metabolic pathway for histidine in pregnancy, and
that this might explain the discrepancy.

In spite of the difficulty in estimating the deficiency the effect on the
peripheral blood and bone marrow is clear. The peripheral blood shows
hypersegmented polymorphs, macrocytes, macropolycytes, normoblasts
with premature haemoglobinization, and Howell-Jolly bodies in addition
to anaemia.

Several surveys have shown the prevalence of this type of anaemia ill
pregnancy. It should be possible to prevent it by giving folic acid to
mothers throughout their pregnancy, and since folic acid is active when
given by mouth the administration should present no difficulties. One
possible objection to the general use of folic acid is that if it is given
to patients who have unsuspected early pernicious anaemia it will
precipitate an acute neurological disorder resembling subacute combined
degeneration of the spinal cord. Though the patient does recover slowly
from this disorder when folic acid is withdrawn and vitamin BR
administered, such a complication is highly undesirable. But since
pernicious anaemia is very unusual in patients under 40 years of age.
practical experience has shown that the risk is slight. For instance, C.
Giles' reported that routine prophylaxis with folic acid started in his
hospital in 1958 and no case of pernicious anaemia has been discovered
among over 20,000 women who have been delivered there in this period.
If pernicious anaemia is suspected the concentration of vitamin B12 in
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me serum can be determined. It must be remembered,
however, that about 10% of pregnant women have vitamin
B12 levels of less than 100 pjeg. per 100 ml. and that 25%
of those who have megaloblastic changes will show similar
low levels. It is evident that a full haematological investiga-
tion will be required in patients with deficiencies of both
vitamin B12 and folate.

Prophylactic folic acid therapy should be started early in
pregnancy. There has been considerable argument about the
requirements of normal adults and in the special conditions
of pregnancy. Estimates have varied from as little as 50
pg. daily4 to 500 jug. daily.5 D. W. Dawson and his
rolleagues at Manchester' gave 15 mg. by mouth fortnightly
from the 28th to the 36th week of pregnancy, and then
weekly to term; Giles3 gives 5 mg. daily. This question
has been re-examined by Drs. M. L. N. Willoughby and
a. J. Jewell, whose conclusions are set out on page 1568
oi this issue of the B.M.7. They conclude that a dose
af 300 micrograms (ug.) daily is the minimum dose that
will prevent the normal fall of serum folate levels in late
pregnancy. A dose of 450 jug. daily produces levels that are
above normal, and a supplement of only 100 ,lg. daily leaves
a high proportion of postpartum patients in the range of
iefciency, with serum folate levels below 2.5 mjug./ml.
Recent work by V. Herbert7 has shown that daily doses of
foiic acid of about 400 /Ag. may produce a response in patients
Whose megaloblastic anaemia is due to vitamin-B12 deficiency,
and it may therefore be undesirable to give such a dose for
long. It is fortunate that Willoughby and Jewell's suggested
iaily dose appears to be in the safe range.

Prophylactic administration of folic acid has been given a
.norough trial in several centres in Great Britain, Canada, and
elsewhere. The results have been encouraging and there is no
doubt that the incidence of megaloblastic anaemia of preg-
nancy has steadily declined in the trial areas. The incidence
af this type of anaemia is likely to be high mainly in the
vndustrial areas, where in Britain there already exist good
antenatal organizations. The administration of prophylactic
felic acid appears to have no serious difficulties and is likely
:o be widely adopted. But it is important to ensure that the
dose of folic acid given is correct ; on present findings it is
300 ptg. daily. Willoughby and Jewell point out that there
s great variation in the folic acid provided in combined
iron-and-folic-acid tablets produced commercially; in these
me dose varies from 50 fig. to as much as 15 mg.

Past experience tells us that in spite of prophylaxis some
?atients will still appear with serious megaloblastic anaemia
Mf pregnancy occurring in the last few weeks of pregnancy and
the first few weeks of the puerperium. They must be treated
with doses measured in milligrams. A very satisfactory
response may be obtained by oral administration of 15 to
30 mg. daily. Unless there is evidence of malabsorption folic
acid need not be administered parenterally. In this event
15 mg. of folic acid intramuscularly for 10 days would be
sufficient.
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Reiter's Disease
The triad of urethritis, arthritis, and conjunctivitis has been
recognized since at least 1818, but by one of those anomalies
common in medical nomenclature takes its eponym from the
description of a single case in 1916.1
The main features are easily recognized in typical cases

Confusion sometimes arises because the syndrome may be
incomplete. In fact it is so in most cases. When the signs
of genital infection are inconspicuous, it is easy to fall into
error. In Great Britain and in North America the disease is
usually found in association with venereally transmitted
urethritis, but on the continent of Europe, in Asia, and in
North Africa it seems to occur more frequently as a sequel
to dysentery or non-specific diarrhoea. Though gonorrhoeal
arthritis does occur occasionally, the cause of this is probably
another infection of unknown cause contracted at the same
time as the gonorrhoea and obscured by it.

Anterior uveitis may develop during the acute stage of
Reiter's disease, but more often it supervenes in the chronic
stage, perhaps years after the initial infection, by which time
the infection may be forgotten. The residual evidence of it
remains as asymptomatic prostatitis. The acute stage of the
disease may occupy from one to eighteen months or more, and
the effect on the patient may vary from moderate incon-
venience to prolonged, debilitating, and even dangerous illness.
The attack of arthritis is usually self-limiting, and treatment
can seldom do more than bring the genital infection under
control and ameliorate the symptoms of systemic disease.
Lesions of mucous membranes and of the skin are 'fairly
common in the more severe attacks and may add to the
patient's difficulties and unhappiness. Though there are
exceptions, it seems probable that few patients who suffer
from this disease make a complete and permanent recovery
Over the years there may be few or many recurrent attacks
of varying severity, but always with the possibility of
increasing and irreversible damage to joints. Involvement of
the feet may lead to painful deformities, including pes planus,
calcaneal spurs, and destruction of the metatarso-phalangeal
joints, with multiple hammer toes. Sacro-iliac disease is
common and may progress to atypical ankylosing spondylitis.
Once established, uveitis is apt to be recurrent and may
result in severe damage to sight.

Other complications of the condition, once thought to be
rare, have been described more frequently since the syndrome
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