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A heparinoid cream and tissue
fibrinolysis

Hirudoid is claimed to be a percutaneously active cream, containing a
heparinoid (glucosaminoglucan), defined as a mucopolysaccharide
polysulphate. It has been in clinical use for many years in the treatment
of thrombophlebitis, subcutaneous bleeding, incarcerated haemor-
rhoids, and burns. A recent double-blind, randomised trial on the
effect of the cream in treatment of superficial thrombophlebitis
reported a beneficial effect of the cream.'

Hirudoid cream has been claimed to stimulate fibrinolysis.5
Nevertheless, studies of this effect seem to have given inconclusive
results, and hence we studied its influence on tissue fibrinolysis in
rat and human skin by a histochemical method modified from
Todd.3 4

Material, methods, and results

Hirudoid cream and a placebo cream were kindly supplied by Luitpold-
Werk, while inbred rats from a Lister strain of animals with a mean body
weight of 200 g were used.

In the animal experiments an excess of Hirudoid or of placebo cream was
thoroughly rubbed into a shaved dorsal skin area of about 9 cm2 in rats
anaesthetised intraperitoneally with pentobarbital in a dose of 2 mg/100 g
body weight. The skin area was immediately covered with a tight bandage.
Groups of four animals were killed at different intervals (15, 45, 90 min and
2, 4, 6 h, respectively) after application of Hirudoid or placebo cream.
Biopsies of skin were immediately frozen. Four anaesthetised, untreated
animals were studied.

In the studies on human skin an excess of Hirudoid cream was rubbed into
normal skin in regions of planned incisions in patients operated on for
hernia or varicose veins. The cream was applied in five patients for 30 min
and in two patients, respectively, for two, four, and 24 h before operation
and covered with a tight bandage. Skin biopsies were taken from the cream-
treated skin area and also from five untreated control patients.
The fibrinolytic activity of small specimens of Hirudoid cream; of placebo

cream; of the separate constituents of the cream (glycerol, thymol, potassium
stearate, lanoline, petroleum jelly, and white wax); and of frozen sections
from control, Hirudoid-treated, and placebo-cream-treated rat skin and from
control and Hirudoid-treated human skin was examined and semiquantitated
by a histochemical method modified from Todd.3 4 In a separate experiment
specimens of Hirudoid and placebo cream were also incubated with a
plasminogen-free fibrin film. The creams were submitted for bacteriological
investigation.

In preparations with specimens from both Hirudoid and placebo cream
and incubated with either plasminogen-enriched or plasminogen-free fibrin
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Human skin. Zones of fibrinolysis related to vessels. Incubation time
60 mmn (Original magmification x 100).

films, unstained zones were observed around fragments of cream and were
primarily interpreted as lysis of the fibrin film. With further examination
of the different constituents of the cream basis, unstained zones were
observed around specimens of petroleum jelly, which had apparently
influenced the staining of the fibrin film. Tissue fibrinolysis in normal rat
skin was low compared with human skin. Fibrinolytic zones in human skin
specimens were localized to small vessels (see figure). No stimulation of
fibrinolysis was observed either in rat skin or in human skin after application
of Hirudoid cream. Both the Hirudoid and the placebo creams were found
to be sterile.

Discussion

In this study no evidence was found for a stimulating effect of
Hirudoid cream on tissue fibrinolysis in rat or in human skin. The
cream per se did not have any demonstrable plasminogen activating
or plasmin activity. A stimulating effect of Hirudoid on blood fibrino-
lysis, as reported after cutaneous application, should also be detected
as an increase of skin tissue fibrinolysis, since circulating plasminogen
activators are mainly released from vessel endothelium.
The creams were sterile. No bacterial contamination could therefore

be responsible for the observed changes in staining of fibrin films.
The results of the present study do not exclude other therapeutic
effects of the cream.
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Tests of tubal patency: comparison
of laparoscopy and
hysterosalpingography
Infertility is regarded as a social stigma in Nigeria and constitutes a
major problem. About half the women attending gynaecology clinics
complain of primary or secondary infertility. An important part of the
investigation of such patients is to determine whether the Fallopian
tubes are patent and capable of normal function. I report here the
results of examining 86 infertile patients by hysterosalpingography
and with use of the laparoscopic methylene blue test.

Patients, methods, and results

The 86 patients had an average age of 29-5 years (range 19-40 years).
Twenty had primary and 66 secondary infertility. Hysterosalpingography

Results of hysterosalpingography and laparoscopy in the 86 patients. Figures
are numbers ofpatients

Laparoscopic
Hystero- methylene blue

salpingography test

Bilateral tubal patency 27 33
Interstitial tubal occlusion 33 28

Unilateral 8 6
Bilateral .. . 25 22

Fimbrial occlusion 18 18
Unilateral 3 6
Bilateral .. . 15 12

Combined occlusions .. .. 8 7

Periadnexal adhesions with or without
tubal occlusion ..tient. .. 4 57

Fimbrial phimosis in patients with
tubal patency 13
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with Hypaque was performed before the expected date of ovulation, and
laparoscopy before menstruation.' All but one of the laparoscopies were per-
formed under local anaesthesia2 with about 30 ml aqueous methylene blue
injected under low pressure into the uterine cavity. On laparoscopy the dye
could be seen traversing patent tubes and spilling into the pouch of Douglas.

Bilateral tubal patency was shown in 27 patients by hysterosalpingography
and 33 by laparoscopy (see table). In 700Z of the patients known to have
some degree of tubal occlusion the two methods gave closely similar results,
whereas periadnexal adhesions were detected in 57 patients (66 %) by
laparoscopy but in only four patients (47 %0) by hysterosalpingography.
Laparoscopy also permitted an assessment of the severity of the adhesions
and the degree to which other organs were affected. Thirteen patients who
appeared to have either bilateral or unilateral patent tubes on their hystero-
salpingograms were shown by laparoscopy to have fimbrial phimosis.

Comment

These results show the advantages of laparoscopy over hysterosal-
pingography despite the accuracy of the latter in detecting intrauterine
anatomical defects. Six patients shown by hysterosalpingography
to have bilateral tubal occlusions were found at laparoscopy to have
patent tubes. This might have been due to tubal spasm at the time
of hysterosalpingography resulting from anxiety and apprehension.3
Two patients shown by both hysterosalpingography and laparoscopy
to have bilateral interstitial tubal occlusions conceived within three
months after the laparoscopy. They had macroscopically normal tubes
with limited fine adhesions. Possibly the injection of the solutions
opened the tubes.
There was good correlation between the two procedures in 70"0 of

the patients with unilateral or bilateral tubal occlusions. Nevertheless,
the finding at laparoscopy of 13 patients with fimbrial phimosis and
57 with periadnexal adhesions shows the advantage of this method in
identifying peritoneal as well as tubal factors that may be responsible
for subfertility in patients with patent tubes.
The results indicate the superiority of laparoscopy in the diagnosis

of infertility, as it gives a better appraisal of tubal structure and
excludes peritoneal factors.
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Alcohol-induced Cushingoid
syndrome

Alcohol has long been known to affect adrenocortical activity.'--4 A
rise in hydrocortisone concentrations to such an extent that Cushing's
syndrome is mimicked has been alluded to in various reports,1 4
though well-documented accounts are lacking. Here we report the
case histories of three alcoholic patients with biochemical and physical
abnormalities strongly suggesting Cushing's syndrome.

Case reports

Case 1-A 39-year-old housewife enjoyed excellent health until July 1974,
when she developed anorexia, weight loss, vomiting, hypertension (210/120
mm Hg), muscle wasting, and weakness, together with tremor. She was
tremulous with a grossly Cushingoid appearance (moon face, periocular
pigmentation, buffalo hump, supraclavicular fat pads, truncal obesity, crural
ulcers, and obvious muscle wasting). Serum transaminase concentrations were
double the normal. The morning plasma cortisol concentration was high
(1662 nmol/l, 59 ieg/l00 ml) and inadequately suppressed (388 nmol/l, 14
jug/100 ml) by an overnight dose of 2 mg of dexamethasone. A diagnosis of
Cushing's syndrome was considered. On admission to hospital three weeks

later the physical findings and serum transaminase concentrations were
unchanged. Glucose tolerance was impaired. Plasma cortisol concentrations
were still high-1324-1656 nmol/l (48-60 ,egllOO ml)-with a diminished
circadian rhythm. Remarkably, a few days after admission the raised cortisol
concentrations (along with the transaminase values) decreased and became
normally suppressible by dexamethasone. The tremulousness, hypertension,
and Cushingoid appearance also diminished.
The concurrent decrease of plasma cortisol and transaminase concentrations

suggested alcohol abuse, which was finally admitted by the patient, who
confessed that every day she drank 0 5 1 of Dutch Jenever. Initially after
discharge from the hospital her plasma cortisol levels remained normal, but
later they were regularly found to be raised, strongly correlating with raised
transaminase levels, suggesting that she had renewed her alcohol abuse.

Case 2-A 54-year-old milkman was admitted to hospital in November
1974 for evaluation of his hypertension (210/120 mm Hg), vertebral wedging,
glucose intolerance, disturbed cortisol rhythm (3174 nmol/l, 115 tsg/100 ml,
at 8 am and 3060 nmol/l, 111 ug/l100 ml, at 8 pm), and Cushingoid appearance.
He said that he drank 0 5 1 of Dutch Jenever daily. He appeared overtly
Cushingoid with facial mooning, truncal obesity, and easy bruising. Serum
transaminase concentrations were double the normal values. Basal morning
plasma cortisol concentrations were initially high (1683-2208 nmol/l, 61-80
4gjl100 ml) with either a dampened or absent circadian rhythm. Dexametha-
sone (0 5 mg four times daily for two days) inadequately suppressed plasma
cortisol concentrations to 938 nmol 1(34 Hug/100 ml). Cushing's syndrome was
diagnosed. Two weeks after admission, however, plasma cortisol concentra-
tions and blood pressure returned to normal (as did the serum transaminase
concentrations) and remained so until discharge.

Case 3-A 30-year-old man was admitted in December 1974 for evaluation
of his glucose intolerance and hypertension (150100 mm Hg). He admitted
to alcohol abuse. He was a plethoric young man with overt moon face,
diffuse obesity, and purple abdominal striae. Serum transaminase concentra-
tions were four times the normal values, while the histological examination
of a liver biopsy specimen showed findings compatible with alcohol abuse.
The morning plasma cortisol concentration was raised to 1021 nmol/l
(37 ,sg/l00 ml) and was inadequately suppressed by an overnight dose of
2 mg of dexamethasone to 386 nmol/'l (14 ,egllOO ml). During his stay in
hospital, however, the plasma cortisol concentration returned to normal and
appeared adequately suppressible by dexamethasone. Concurrently serum
transaminase values became normal.

Discussion

Clinical and biochemical findings suggesting Cushing's syndrome
were found in our three patients with proved alcohol abuse. Remark-
ably, most of the abnormalities compatible with Cushing's syndrome
disappeared one to three weeks after abstinence from alcohol in
hospital. The raised plasma cortisol concentrations returned to normal
and became adequately suppressible by the time the initially raised
serum transaminase concentrations had also returned to normal.
Excessive alcohol intake was considered to account for both the liver
impairment and hypercortisolism, which finally resulted in a Cush-
ingoid appearance. The mechanism by which alcohol induces hyper-
cortisolism is still not clear, though alcohol-mediated pituitary
hypersecretion of corticotrophin' 2 4 rather than impairment of liver
function2 seems to be responsible.2 4 It remains conjectural why only
some alcoholics show signs of adrenal overactivity and become
Cushingoid.
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