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Our results suggest that presence of glucocorticoids act
as a rate-limiting factor for catecholamine degradation.
These findings may have important clinical implicationsin
the treatment of neuroleptic disorders caused by neuro-
transmitter degradation and metabolism. The possible
use of glucocorticoids in the treatment of the above
diseases in future could replace several synthetic MAO
inhibitors widely used in clinical practice inspite of
their considerable side effects.

Résumé. L’inactivation du cortex surrénal par 'hypo-
physectomie provoque une augmentation des activités
MAQ et COMT. L’administration d’ACTH ou d’hydro-
cortisoneréduit 'augmentation des activités enzymatiques
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chez les foetus décapités sacrifiés a 31 jours. Chez des
jeunes rats de 10 jours, surrénalectomisés a la naissance,
on constate une augmentation de l'activité MAO dans le
ceeur et 'hypophyse. Chez le rat adnlte, l'inhibition de la
synthése des glucocorticoides par la métopirone est
également suivie par une augmentation rapide et haute-
ment significative de 'activité de ces deux enzymes dans
la plupart des organes.
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The Effect of the Ergoline Derivative VUFB-6683 on the Adenohypephysial Prolactin

Concentration in Rats

Some ergot alkaloids, and other compounds containing
an ergoline or ergolene moiety, exert an antilactation
effect which can be inhibited by prolactin®-3. The mech-
anism of action of these compounds is explained by
their stimulation of the secretion of the hypothalamic
prolactin-inhibiting factor (PIF)® and inhibition of pro-
lactin release?. Another compound exhibiting lactation-
inhibitory activity in lactating rats and dogs is the com-
pound VUFB-6683, D-6-methyl-8-ergolin-I-ylacet-amide
tartarate®. Concurrent administration of prolactin pro-
tected the lactation®. The preparation has a low toxicity;
at a single oral administration to rats, the medium lethal
dose LD ,, equals about 1 g/kg of body weight. Our study
has been aimed at finding how this preparation influ-
ences the adenohypophysial prolactin level.

Material and methods. Our experiments were performed
on lactating Wistar rats whose postpartum weight -was
200-220 g. Each mother was caged individually together
with her litter, the size of which had been reduced imme-
diately after birth to 6 puppies. Compound VUFB-6683
was administered by gavage in daily doses of 1.4 and 10
‘mg/kg for 4 consecutive days, and from the 4th day post-
partum on in 5 ml/kg of a 2%, aqueous solution of tartaric
acid. Each experimental group had its control group
receiving water by gavage. Throughout the duration of
the experiment, the lactation was checked by body
weight gain of the presence of milk-spots. On the 5th day
the mothers were killed by decapitation 10 h after remo-
val of the offspring.

Estimation of prolactin concentration. The hypophyses
were removed, the anterior pituitary lobe isolated, and,
after weighing, homogenized with redistilled water in a
glass homogenizer. The prolactin concentration per 1 mg
of wet adenohypophysis was estimated by the standard
method of polyacrylamide disc electrophoresis9 11, The
polyacrylamide concentration was 7.5% and electrophor-
esis was made with a current of 3 mA per tube. After con-
clusion of electrophoresis, the gels were stained overnight
with 19, amido black 10B, and destained electrophoreti-
cally in 79, acetic acid in a device described by Prusik 2.
The optical density (OD) of the prolactin zons was meas-
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Effect of VUFB-6683 on anterior pituitary (AP) prolactin concentration and weights in rats

Dosage of VUFB-6683 No. of rats Prolactin concentration®  95% Confidence limite  Prolactin concentra- AP weight (mg)
(ODy} of means tion® (IU)

1 mg 14 0.42 4 0.03 0.35-0.48 0.278 ¢ 6.0 +0.4¢
Control 13 T 0.70 4 0.03 0.64-0.76 0.459 8.4 4038

4 mg 7 0.33 4 0.03¢ 0.27-0.39 0.279¢ 5.040.5¢
Control 7 0.56 4- 0.03 0.48-0.64 0.336 83402

10 mg 10 0.31 4- 0.09¢ 0.24-0.38 0.271¢ 6.7+ 0.5¢
Control 9 0.57 4 0.02 0.53-0.61 0.369 8.24 0.6

Mean values £ standard error are given. ¢ Significant difference against control value (p < 0.03). # Prolactin concentration per 1 mg wet
adenohypophysis expressed in terms of optical density and " in terms of international units of prolactin.
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ured and integrated with the densitometer Vitatron
TLD-100. A standard curve was obtained by densito-
metric measurement of samples containing 10-40 pg of
rat prolactin (NTAMD - rat prolactin RP-1; 11 IU/mg) 3,

Results and discussion. The milk spots were completely
suppressed by VUFB-6683 dosed 10 and 4 mg/kg daily,
and reduced by 829, at the dosage of 1 mg/kg daily. The
adenohypophysial prolactin concentrations and weights
are given in the Table. It is evident that after VUFB-
6683 the adenohypophysial prolactin concentration sank
and the adenohypophysial weight decreased. In view of

18 Rat prolactin RP-1 was kindly supplied by the National Institute
of Arthritis, Metabolism and Digestive Diseases, Bethesda, USA.

14 The authors are indebted to Dr. I. J. SkirLa, Dr. J. HonpLix,
Mrs. V. MaSrrova and Mrs. J. EMaNUuELOVA for technical assistance;;
and to Dr. I. M1kuLAS for his aid in designing the study.
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these findings, an inhibitory effect of the preparation on
the prolactin synthesis in adenohypophysis can be as-
sumed to exist.

Zusammenfassung. Mit Hilfe von p-6-Methyl-8-ergolin-
I-ylacetamid-Tartarat, VUFB-6683 wurde bei siugen-
den Ratten das Gewicht und der Prolaktinspiegel der
Adenchypophyse herabgesetzt und die Laktation ge-
hemmt. :
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A New Type of ‘Node’ in the Myelin Sheath of an Invertebrate Nerve Fibre

The mechanisms of impulse conduction in inverte-
brate nerve fibres with myelin-like sheaths and their
ultrastructural correlates have not yet been cleared
up. In 2 cases®>2, nodes resembling the vertebrate nodes
of Ranvier have been described in crustacean nerve
fibres, but their function was not analyzed. On the
other hand, certain myelinated giant fibers of shrimps,
for which saltatory conduction has been claimed, lack
Ranvier-like nodes. The myelin sheath is interrupted
only by the emerging collaterals and these sites act
probably as excitable nodes®4:

In the ventral cord of earthworms, only the 3 dorsal
giant fibres have myelin-like sheaths, which are also
interrupted by regularly spaced collaterals on their
ventral side®. This communication describes openings
in the dorsal side of the myelin sheath of the median
giant fibre of the earthworm, which have been over-
looked until now. )

Matevials and methods. The observations were made
on adult specimens of Lumbricus tervestris. Thin sections
for light microscopy (0.5 to 1 um thick) were obtained
from Araldite-embedded ventral cords after fixation
with 19, glutaraldehyde followed by 2% osmium te-
troxide, both in 0.1 m phosphate or cacodylate buffer
and in the cold (pH 7.4). The sections were post-stained
with toluidine blue.

Results. The median giant fibre of the earthworm
displays 3 ventral collaterals in all segments of the
cords. However, examining Araldite-embedded whole
mounts of the ventral cord at low magnification, 5
regularly spaced translucent spots can be discerned
in its opaque myelin sheath. After cutting off the ventral
part of the cord including the ventral half of the giant
fibres — and therefore the 3 ventral openings of the
median giant — 2 openings are still visible in the dorsal
midline of the myelin sheath of the median giant fibre.
No such openings could be distinguished in the lateral
giant fibres (Figure 2). These dorsal openings will be
henceforth called nodes. The position of the nodes is
fairly constant in all regions of the cord and in all animals
examined (Figure 1). They alternate with the 2 nerve
bundles which leave each segment of the cord, the side
nerves 1 and the paired side nerves 2 and 3. The first
node is located about midway between the side nerves
1 and 2/3, some 50 to 150 pm anterior to the median

giant cell®. The second node is found at the end of the
segment slightly closer to the preceeding side nerves
2/3 than to the side nerve 1, and at about the same lev-
el as the synchronizing bridge between the lateral giant
fibres® (Figure 1).

The distance between consecutive nodes varies be-
tween 0.5 and 0.7 mm, depending upon the length of
the corresponding segment. Generally, the internodal
distance within the segment appears to be somewhat
smaller than the internodal distance between consecu-
tives segments. The nodes are of approximately cir-
cular shape and about 10 to 15 pm in diameter. The
myelin lamellae are arranged around the node to
envelope the protruding axoplasm concentrically (Fi-
gure 3), covering it until it reaches the fibrous capsule
above the giant fibre, thus forming a funnel-like struc-
ture (Figure 4).
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Tig. 1. Schematic drawing of a ventral cord segment showing the
dosition of the dorsal nodes of the median giant fibre. Interrupted lines
indicate the segmental borders of the body wall.



