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phenomenon of inter-laboratory variation in
MICs, there is no published evidence which
suggests that yeasts isolated in the late 1950s
are more sensitive than those isolated in the
1970s. Thus, there seems to be no firm indica-
tion that the basic premise involved here, that
polyene-resistant fungi have not emerged, is
false, and indeed there seems every reason to
suppose it to be true." From a clinical point of
view Stieritz et a16 found that no resistance
occurred when amphotericin was given
systemically.
Witb this lack of evidence that resistance

occurs we made available oral and topical
amphotericin in 1970. Since at that time
amphotericin was the only drug available for
systemic use we would clearly not have
developed other forms if we had known that
resistant strains could develop.

I would be grateful therefore if you could
let us have the substantiated evidence that
resistance occurs to amphotericin. While it is
known that resistance may occur to 5 fluoro-
cytosine (another systemic antifungal agent in
use), to our knowledge this has not been the
case with amphotericin.

G R DANIEL
Medical Director,

E R Squibb and Sons
Twickenham
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SIR,-Your leading article (14 February, p 357)
summarises clearly the present position on
vaginal candidosis.

However, it is incorrect to say that candidosis
is quite frequently associated with tri-
chomoniasis and I cannot understand why this
myth is perpetuated. Four recent studies of
patients with candidosis and trichomoniasis'-4
have shown that patients with trichomoniasis
also had candidosis in only 56-159% of cases
(mean 12°o) and patients with candidosis also
had trichomoniasis in only 2 2-10 0 of cases
(mean 4-30o). Such low incidences cannot be
described as frequent and there is no
justification for the common practice of
routinely prescribing proprietary drug com-
binations effective against both conditions
simultaneously.
Your article also states that candida develop

re-istance to amphotericin. Can this be
substantiated by some references please ? I have
prescribed amphotericin for several years with
excellent results and none of my colleagues
have experienced resistance developing. The
only other mentions of this possibility that I
have found are in two recent book reviews
which also unfortunately fail to give any
sources.5 -' In fact, the infrequency of resistant
strains of fungi susceptible to amphotericin B
has recently been mentioned in a review of
chemotherapy in the systemic mycoses.
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***The occurrence together of candidosis and
trichomoniasis varies greatly in different series
in different countries. The frequency of both
infections is probably related to sexual habits,
social class, promiscuity, and the overall
incidence of infection in the community
concerned.'--' The importance of these
associations of disease is that when a patient is
investigated for genitourinary symptoms tests
for candida, trichomonas, gonococci, and other
genital pathogens should always be carried out
as otherwise infections will be missed.

Candida albicans and a variety of other fungi
show a decline in sensitivity to amphotericin
B when exposed to the drug and, of a wide
variety of mycoses, C albicans is among the
species with lower sensitivities to the drug.4 As
amphotericin B is one of the few effective
systemic antifungal agents, the majority of
those experienced in the treatment of the
systemic mycoses think that it should be
reserved for systemic use, particularly as there
are many alternatives equally effective for
topical use. Naturally, resistance to ampho-
tericin B is comparatively rare, but resistance
may be induced by means of amphotericin
whereas such resistance cannot be induced
with nystatin. Drouhet5 has reported a case of
endocarditis in which resistance developed to
amphotericin B.
There is general agreement that ampho-

tericin B should not be used as the first
treatment of genital candidosis as this might
lead to the selective breeding of rare strains
naturally resistant to amphotericin quite apart
from the question of acquired resistance. Such
a development would lessen the efficacy of
amphotericin B in the treatment of systemic
candidosis, which is often threatening to life.
-ED, BMJ
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SIR,-With reference to your leading article on
this subject (14 February, p 357) I disagree
with your concluding sentence on two counts:
firstly, on the comparison with oral metroni-
dazole; and, secondly, on the assumption that
systemic antifungal therapy will be any better'
than local treatment of vaginal candidosis.

Oral metronidazole is highly effective in the
treatment of trichomoniasis as this is a genito-
urinary infection and therefore any treatment
confined solely to the genital tract is likely to be
associated with a high relapse rate. There is no
evidence, on the contrary, that vaginal
candidosis is any more than a local infection,
although surveys'-:' have suggested a
correlation with rectal candidosis. Which
causes which, if either, is not clear. There is no
evidence that treatment designed to reduce
rectal candidosis is itself associated with a
reduction in the relapse rate of vaginal
candidosis. Systemic antifungal therapy has
been tried4 without significant improvement
over local therapy alone. Local antifungal
drugs currently in use are effective in

eradicating candida from the vagina. Resistance
to these drugs, as you state, does not develop
(amphotericin B excepted). Therefore the
tendency of some patients to have recurrent
episodes of vaginal candidosis is more likely
to be due to a local susceptibility of the patient
to candida infection than to failure of local
therapy. If this is true, then one would not
expect systemic antifungal therapy to have
any advantage over local antifungal therapy.
What is required is clarification of the patient's
altered susceptibility to candida infection and
treatment designed to correct the imbalance
and thus permanently prevent recurrence.
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Senior Medical Adviser,
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SIR,-Your leading article (14 February,
p 357) suggests that vaginal candidosis is
essentially a venereal infection.

However, in many cases of primary or
recurrent vaginal candidosis there has been no
previous sexual contact. Moreover, women
who are treated for vaginal candidosis are
cured in most cases by local measures. In
recurrent cases it is often necessary to treat also
the mouth and the digestive tract of the patient,
and rarely the mouth and the digestive tract of
the male partner.' 2 On the other hand it is
rare to find an asymptomatic male partner
carrying Candida albicans in the urethra.:'

In a series of patients (to be published) it
was found that oral treatment with 5-
fluorocytosine in resistant cases of recurrent
vaginal candidosis is effective when the patient
only is treated, and the disease is generally
eradicated without treating the patient's
partner.

For all these reasons we believe that vaginal
candidosis-in contradistinction to infection
with Trichomonas vaginalis, Haemophilus vagi-
nalis, mycoplasma, or chlamydia-is in nearly
all instances a non-venereal infection of t
"venereal organ."
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Fetal activity and fetal wellbeing

SIR,-I was pleased to see that Mr James F
Pearson and Miss Judith B Weaver (29 May,
p 1305) have evaluated quantitatively a
symptom on which I have placed considerable
reliance for several years-namely, dimin-
ishing fetal movements as a danger signal
and, just as important, vigorous movements
as a reassurance of wellbeing when other
factors such as weight loss may be causing
some anxiety. I have come to the conclusion
that any vigorously kicking fetus will not die

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.1.6024.1529-c on 19 June 1976. D
ow

nloaded from
 

http://www.bmj.com/


1530 BRITISH MEDICAL JOURNAL 19 JUNE 1976

of a chronic intrauterine condition within
the next 72 hours.

But I should like to mention three points:
Firstly, the maternal impression of fetal
movement seems to vary between one preg-
nancy and another even in the same woman.
So diminution of movement must be assessed
against a background of what the patient
has been feeling over the previous several
weeks, taking into account the slight reduction
that is normally noticed as term approaches.

Secondly, it is necessary to ascertain that
the mother is describing and estimating limb
or "kicking" movements. A mother with an
ill fetus often describes her baby as "just
turning over." I believe this means that the
fetus is very lethargic or perhaps immotile,
with the patient confusing Braxton Hicks
uterine contractions with fetal movement.

Thirdly, it must be realised that acute
intrauterine catastrophes occasionally occur
in seemingly normal antenatal patients.
Here fetal movement ceases abruptly, and
after stillbirth postmortem examination reveals
no pathological changes other than those of
asphyxia. The baby and placenta are not
small for dates. Apart from severe abruptio
placentae an obscure cause such as cord
strangulation may have to be postulated;
or could there be a condition analagous to
"cot death" in utero ? I do not believe that
a fetal movement chart would help predict
these rare acute deaths and I should be
reluctant to request charts routinely from all
apparently normal antenatal clinic patients,
because of the work involved to themselves
and the introspection and anxieties which
could be engendered.

But for the fetus suspected to be "at risk" in
utero I have found careful assessment of
movements to be very helpful. May I suggest
asking the mother for a report on her baby
before asking the laboratory? And if there is
real cause for anxiety ask both.

P R B PEDLOW
Queen Elizabeth II Hospital,
Welwyn Garden City,
Herts

SIR,-Mr J F Pearson and Miss Judith B
Weaver (29 May, p 1305) have added to the
growing literature underlining the importance
of obtaining the maternal history of fetal
activity in pregnancies at risk from chronic
uteroplacental circulatory insufficiency and it
is gratifying to note that their findings are
broadly similar to those previously reported
from this department in the small-for-dates
syndrome'-3 and from Professor Sadovsky's
department in Israel.4
At this hospital I have followed my previous

studies on the maternal history of fetal activity
with an attempt to answer a common clinical
questiqn which will be highlighted by Mr
Pearson and Dr Weaver's publication-
namely, whether there is any serious conno-
tation to a history (often volunteered) of a
marked reduction in fetal activity at about term
in a pregnancy which is otherwise completely
normal. To do this I compared indices of
fetal wellbeing in 25 patients at term with a
history of a marked reduction in fetal activity
of about a week's duration with those of a
control group of 25 patients matched with
regard to age, parity, and duration of preg-
nancy but reporting instead unabated vigorous
fetal activity. In all cases the pregnancies were
entirely normal by conventional standards. The

Reduced Vigorous
movements movements

group group

Urinary oestriol 180-1 79 8 1915576-3
(gmol,;24 h), mean - SD

Serum human placental 5 9(1 5->8-0) 6 3(2 7->8-0)
lactogen (mg/i),
mean (range)

Hydrogen ion (H) 45-0 6 0 45 0 -4 0
concentration in fetal
scalp blood (nmol/l),
mean ± SD

Haemoglobin concen- 18 0 +1 2 17 4 i 13
tration in fetal scalp
blood (g/dl), mean t SD

Liquor creatinine 238-7 26-5 229-8 - 530
concentration (,umol 1),
mean ± SD

Birth weight of babies 3 44 0 33 3 60 -0 38
(kg), mean ± SD

Conversion: SI to traditional units-Urinary oestriol:
1 rLmol/24 h - 0 3 mg'24 h. Liquor creatinine: 1 ,mol/l
z 001 mg/100 ml.

fetal scalp blood samples were collected at the
time of surgical induction of labour by low
amniotomy during the 40th week.
The results of these investigations,

summarised in the accompanying table, show
that there is generally no cause for alarm when
reduced fetal movements are reported at term,
assuming of course that the pregnancy is
otherwise normal. Reassuring explanations
such as that the baby is resting before coming
can now be given in better faith.

D D MATHEWS
Sheppey General Hospital,
Minster-on-Sea,
Sheerness, Kent
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Febrile fits

SIR,-In 1973 Pampiglionel directed attention
to the confusion associated with the term
"febrile convulsions," stating that "it covers
a wide range of circumstances and it is not
uniformly defined." We completely agree
with this statement and believe that incon-
sistency in nomenclature and classification
is undoubtedly responsible for some of the
contradictory and perplexing reports relative
to the diagnosis, treatment, and prognosis
of seizures associated with an elevation of
temperature in young children. In our opin-
ion the article by Dr Sheila J Wallace (7
February, p 333) does little more than com-
pound and perpetuate the existing confusion,
primarily because the term "febrile fit" is
not adequately defined throughout the paper.
Without specific description, amplification,
or elaboration the appellation "febrile seizure"
is essentially meaningless and therefore the
reader cannot be certain in most instances
whether Dr Wallace's data pertain to "com-
plicated" febrile fits or "simple febrile con-
vulsions."
Our current concepts concerning the diagnosis

and prognosis of childhood "febrile convulsions,"
which are based upon three independent investiga-
tions (one retrospective and two prospective) that
we conducted over the past 37 years at the Johns
Hopkins Hospital Epilepsy Clinic,2-4 are at
variance with those presented by Dr Wallace. We
classify convulsions associated with pyrexia in
children, excluding those which occur with intra-
cranial infections or with diseases that adversely
affect the central nervous system or other disorders

known to be toxic to the brain, into two groups:
(a) simple febrile convulsions and (b) epileptic
seizures precipitated by fever.
We make a diagnosis of a simple febrile con-

vulsive disorder in children who present: brief,
generalised seizures, seldom lasting longer than a
few minutes, occurring soon after a rise in tem-
perature; no clinical or laboratory evidence of
cerebral infection or intoxication; and a normal
electroencephalogram (EEG) after the patient has
been afebrile for at least a week. A family history
of simple febrile convulsions is very common in
patients who have similar "febrile seizures." The
prognosis in these children is excellent. The
seizures tend to recur for several years during early
childhood, and in our series there was no recur-
rence after six years of age. Afebrile seizures
developed in only 2900' of our patients with
simple afebrile convulsions. There was no evidence
that simple febrile convulsions had caused brain
damage in any of our patients and we remain
unconvinced that a simple febrile disorder is a
precursor of psychomotor (temporal lobe) epilepsy.
A diagnosis of epilepsy precipitated by fever is

strongly indicated by one or more of the following:
prolonged seizures, focal convulsions of any dura-
tion, convulsions associated with fever in a child
over six years of age, or EEG abnormalities such
as are observed in overt epilepsy. This type of
epileptic seizure may initially occur at any age and
may take place at any time during a febrile episode.
In our series 97 00 of children with epilepsy
triggered by fever subsequently developed afrebile
seizures.
Dr Wallace classifies a "complicated"

febrile fit as one that is "prolonged [over 30
minutes], repeated within the same illness, or
unilateral." We disagree with this definition,
particularly with respect to the duration of
the attack. We do not believe that a "febrile
convulsion" must persist for "over 30 min-
utes" in order to be classified as "com-
plicated." We would not, for example, regard
a 20-25-minute "febrile fit" as anything other
than "complicated" and would definitely
consider such an episode as "epilepsy pre-
cipitated by fever." Acceptance of Dr Wal-
lace's criterion for duration of a "com-
plicated" febrile fit would most assuredly
lull a physician whose patient experienced,
for example, a 20-minute "febrile convulsion"
into a false sense of security relative to prog-
nosis.
We emphasize that proper management

of the child who experiences seizures in
association with fever depends upon accurate
diagnosis and classification of the initial
convulsion in accordance with the criteria
designated in this communication.

SAMUEL LIVINGSTON
LYDIA L PAULI

Samuel Livingston Epilepsy
Diagnostic and Treatment Center,
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Perhexiline maleate in angina pectoris

SIR,-The reports by Drs D J Howard and
J Russell Rees (17 January, p 133) and by
Professsor F Lhermitte and his colleagues
(22 May, p 1256) prompt us to give preliminary
information about a safety and efficacy assess-
ment of perhexiline maleate recently completed
in the British Isles.
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