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permitted her to seek medial help, he compelled her to eat the meal
be had ordered.
Though details may vary, we believe that 0U too often the social
history, which may contain the moat probable explanation for an
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METRONIDAZOLE IN SMELLY GYNAECOLOGICAL
TUMOURS
StR,—Ashford and colleagues' reported benefit from
metronidazole treatment in a patient with an offensive ulcerating
axllla ry tumour, recurring after maste ct omy. Metronidazole (200
mg three times daily) alleviated the smell within a week, and the
patient was able to continue her work as a teacher. We should like to
report on metro nidazole treatment of four patients with sme lly
fungating gynaecological rumours.
Case 1—A 65-year-old-patient had a large stage IIb papilla ry cystic
adenocarcinoma of the right ovary , which extended to the umbilicus
(in March, 1980). During bilateral salpingo-ophore ct omy with
hystere ctomy the cyst perforated spontaneously and the tumour
seeded into the pouch of Douglas. Despite chemotherapy the
tumour enlarged and perforated into the vagina. On admission here
the patient was given palliative radiotherapy. In an attempt to
reduce the repulsive smell from the tumour, metronidazole 500 mg
three times daily was started on Feb. 12, 1981.On Ap ri l 2, when the
patiept was seen again, there was still a large amount of vaginal
discharge, but the smell was greatly reduced. The metronidazole
dosage was halved. By August there was no discharge and no smell.
The patient was still taking 250 mg metronidazole three times per
day.
Case 2—A 33-year-old patient was seen in Janua ry , 1981, with a
poorly differentiated planocellular carcinoma of the cervix (stage

this man

IV). During radiotherapy the tumour progressed and a vesicovaginal fistula developed. Fro m the necrotic tissue in the vagina a
foul-smelli ng discharge appeared. F rom July 23 she received
metronidazole 500 mg three times daily. By July 30 the smell had
disappeared. Ureterocutaneostomy was done in August. The
patient was discharged but did not take metronidazole, and when
she was readmitted in September for chemotherapy putrid find was
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being excreted via the vesicovaginal fistula and the patient
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started again and the discharge decreased and the sme ll rapidly

disappeared
Case 3—A 52-year-old patient was admitted in June, 1981, with an
undifferentiated planoce llular carcinoma ofthe cervix (stage IIa and
IIID). There was a vaginal discharge with an offensive smell, but
metronidazole was not given. After radiation the sme ll was very
offensive and met ronidazole 500 mg three times daily was started on

July 23.1 week later t¢ discharge was reduced and the putrid odour
had disappeared.
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FATTY ACID S IN VAGINAL DISCHARGE
Volaik fairy add toocentrnim (Pmollmp

adverse pregnancy outcome, is neither sought nor considered

Problems may range from intrauterine death and abruptio placentae
to prematurity and intraeranial bleeds.
In our experience of examining stillborn babies and dying
neonates and of interviewing their mothers, fetal jeopardy is not a
rare problem. In a longer publication we plan to review historical
attitudes towards trauma as a means of pregnancy disruption. While
adding our voices to the occasional plea' for increased suspicion of
domestic trauma as one cause of poor outcome for pregnancy, we
would also like to offer to act as a data bank of such cases, preferably
for fetuses of greater than 16 weeks gestation. We consider it a
delusion to think that the fetus is exempt from the hazards of an
environment in which child abuse and spouse abuse are
commonplace. Are there others with similar concerns who can help
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EFFECT OF METRONIDAZOLE ON SMELL EMANATING FROM
GYNAECOLOGICAL TUMOURS AND CONCENTRATIONS OF VOLATILE
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Case 4—A 50-year-old patient with a carcinoma oftbe cervix (stage
Ib) was admitted after an ex-conisation of the cervix at another
hospital. She complained of heavy vaginal dischar^;e with an
offensive smell. Metronidazole was given (500 cog three times
daily); 5 days later the discharge and the smell had disappeared.
To see if the odour was caused by metabolic end products of
anaerobic bacteria, as suggested by Ashford and colleagues, we

measured the volatile fatty ad&' a in vaginal discharge before ;c' t^
andlor after metronidaxole treatment (see table). Before treatment
=^
acetic, propionic, isobutyric, butyric, isovaleric and valeric acids
were detected, with caproic acid in one specimen. After treatment 9 ,
for 7-10 days only acetic acid was present in the vaginal discharge T
i—.
from three patients. In the first patient a low amount of acetic acid
together with slight amounts of propionic, butyric, and caproic acid
could be detected.
These results suggest a relation between anaerobic bacteria,.
possibly derived from the normal vaginal and cervical flora,
producing volatile fatty adds, and the offensive smell emanating
from some patients with gynaecological rumours. To determine
whether anaerobes are indeed the cause of the offensive odour we
now do, in conjunction with analysis of volatile fatty acids,
quantitative cultures on vaginal discharges from patients with
smelly gynaecological tumours, before and after metronidazole
therapy.
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COMBINED FORMATE AND LACTATE ACIDOSIS
IN METHANOL POISONING
StR,—Both lactic and formic acids have been implicated in the
acidosis associated with methanol poisoning but their' relative
contributions are uncerriin. We report a case of methanol poisoning
in which the levels of lactic, formic, and 3-hydroxybutyric acids
were measured.
A 45-year-old man was admitted unconscious. During the
previous 24 h he had complained of increasing blurred vision,
dysarthria, ataxia, nausea, and drowsiness. There was no history
available of drug or toxin ingestion, although I month earlier he had
taken an overdose of 8utazepam from which he had made a full
recovery. - He was completely unresponsive, flaccid, and areflexic
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CALCIUM SOLUBIU Y IN AQUEOUS BILE ACID LECITHad MIXTURES
Mixture

1

ACM

E

2 x tai

CBW2 Solubility
(mmcil)

100 mmol 61yooCDC, 32 mmol lecithin
30 mmol glya-UDC, 70 mmol glyco-CDC, 32 mmol

2.5

614M.

2-3

60 mmol glyco-UDC, 50 mmol glyooCDC, 32 mewl
lecithin
.
100 mmol glyco UDC, 32 mmol lecithin

'
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gallst ones. Bateson et al.' reported gallstone calcification after 6 to
12 months is 5 out of 54 pati ents treated with UDCA in daily doses
P°'"
of 500 to 1000 mg. In our pati ents on UDCA treatment (12-15
mgtkg) 3 out of25 had X-ray evidence ofgallstone calcification after
several months of UDCA treatment. During CDCA treatment,
with fixed dilated pupils. He demonstrated Kussmaul's respiration.
calcification ofinitially radiolucent gallstones was never seen. Since
There was no unusual smell detected on the breath. There were no
other findings of note, and fitndoscopy was normal. He had avT . ^ gallstone calcification prevents fa rther dissolution of the stones in
occurrence during UDCA treatment must be tak en into account
found acidosis with a hydrogen ion concentration o(210 aaaUI(p H
when comparing the efficacy of CDCA and UDCA treatment. To
a standard
6.78), the referen ce range being 36-43
elucidate the vwhanism of cholesterol gallstone cal ci fication
bicarbonate of 3 . 0 mmol/l. Blood gases were normal, serum sodium
during UDCA treatment we studied the maximum solubi lity of
136, potassium 5-5 mmolll, and chloride 101 mmol / The anion
ca lcium salts in varying CDCA-UDCA-lecithin mixtures in vitro.
gap, calculated from (Na-+K') - (©-+HCO3-), was 37.5
Excess CaCO 3 was incubated in four aqueous so Lutiona containing
mmo14. The Serum lactate level was I1 . 5 mmoUI (0-0 . 8 mmoi l
1 00 mmol glyoo-CDCA and 32 mmol lecithin; 30 mmol glyco.
re ference range)
, serum
formats
mmo
and
UDCA, 70 mmol glyoo-CDCA, and 32 mmol lecithin; 60 mmol
mmoLfL Anal ysis of blood an
d urine
3-hydroxybutyrate level
glyco-UDCA, 40 mmol glyeo-CDCA, and 32 mmol lecithin; and
was nega tivefoiahoy
ie and
t
for a wide range of other drugs and
100 mmol glyco-UDCA and 32 mmol lecithin in an agitated
toxins including biguanides and ethanol. Methanol was identified
wa terbath at 37° C. After 24 hours' UDCA incubation the rumples
by gas chromatography in both blood and urin e. Despite correction
were centrifuged and the dissolved calcium was measured by an
ofthe acidosis with large doses of intravenous bicarbonate,repeated
atomic absorption technique (table).
EEGs demonstrated a complete absence of brain activity. A few
in glyco-UDCA concentrations gradually diminished the
8
In
hours after admission he had a eardiorespiratory arrest and died
maximum cal cium solubility in the We acid-lecithin mixtures.
The anion gap in normal fit subjects is less than 18 mmol/l. The
During UDCA treatment of cholesterol gallstones the rise in glycoexcessive anion gap in this patient was accounted for by lactate and
UDCA conc en trations in bile is dose-dependent up to a
formate anions with a minor contribution from 3-hydro:ybutyrate
concentration of 70%.
(totalling 19 mmol/1). The lactate level was almost twice that of the
Out study shows that under these conditions the maximum
formate. Thus, though formic acid plays a pan in the acidosis of
calcium solubility is only about 60% that of CDCA-rich bile. This
methanol poisoning, lactic acid makes a more significant contridecreased calcium solubility in UDCA- rich bile may contribute to
bution. The lactic acid probably accumulates as a re sult of re versal
the observed occurr ence of gallstone calcification during UDCA
of normal oxidation of lactate to pyruvate because of trapping of
treatment. The results of our in vitro studies demonstrate that high
NAD'' as NADH in the liver consequ ent upon the oxidation of
doses of UDCA which produce glyc o-UDCA concentrations above
methanol to formic acid (figure).
30% in bile may lead to calcium precipitation in bile and prevent
MeMarrin et
ve proposed that accumulation of formic acid
Biochemical esplanadoa for lactate gemratio. Is methanol
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These results are

not

confirmed by our

ol to inhibi methanoloxidation to
ol
findings. The use of
formaldehyde and foramte, 2 while perhaps protecting from ocular
toxicity due to formate, is likely to accentuate the acidosis.
Haemodialysis has been ,roposed as an effective means of methanol
and formate re moval. As acetate has dire ct access to the
tricarboxy lic acid cycle independent of hepatic NADINADH
ratio there would be no theoretical objection on metabolic grounds
to its use as a buffering agent in the haemodialysis bath fluid.
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ONATAL HAEMORRHAGE ASSOCIATED WITH
MATERNAL ANTiCONWI.SANT TTE RAPY
Sm, —A 20-year-old primigravida with epilepsy since childhood
took during her pregnan cy daily anticonvulsant doses of phenytoin
NE
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