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Trials of the Elimination of the Central Effects of Ronpacon Cerebral 280
after its Administration into the Cerebral Lateral Ventricle in Rats

Préba climinacji oérodkowych efektéw Ronpacon Cerebral 280 po jego zastosowaniu
do komory bocznej mézgu szczura

VicnbiTaHMe SAMMMHALMM LEHTPANBHBIX 3¢dekToB Poumnakon Ilepedpan 280 nocne
ero NpUMEHeHMM B JIaTepaJjlbHbI JKEJIYAOUEK MO3ra KpBIChI

The progress of X-ray diagnosis exerts an influence on medical treat-
ment effects, The diagnosis of intracranial lesions poses clinical as well
as radiological problems which often cannot be solved after careful con-
sideration of information obtained by adequate diagnostic procedures.
Cerebral pneumography plays a definite role in diagnosing intracranial
tumours. It is considered that the air used in the pneumography, does
not always show each part of cerebral ventricles. Also the air ventriculo-
graphy which in a great deal of cases leads {o proper surgical treatment
does not bring thorough information about the essence of a tumour and
its exact localisation.

Introduction of positive oil contrast ventriculography permits to have
the seat of a tumour localized quite precisely, and sometimes to define
the kind of pathological process. Administration of this positive contrast
medium did not make the state of a patient worse, and there is no need
to intervene surgically, what was sometimes an absolute necessity after
the air injection. Unfortunately, post mortem examination showed infla-
mmatory changes in arachnoidea in some of the patients (13). The oil
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contrast medium may bring a discomfort to the patient due to the
blocking of the aqueduct (8, 15). In this situation experiments are going
on in the direction of finding notgaseous contast mediums which possess
the properties of Lipiodol, but would be devoid of its ill effects, are
still being made. The contrast medium which has been introduced to
clinical purposes and which is derived of phenyl-ethyl-decylan (Panto-
paque, Ethiodan, Myodil) has not brought the desirable effects either.
It was not until the desirable qualities of such water-soluble contrast
mediums as Conray 60 or Ronpacon Cerebral 280 had been observed in
angiography that some authors used them into ventriculogprahy, first
in experiments on animals and then introduced on patients (1, 3, 4, 6,
9, 10, 19). Unfortunately, some of the authors observed the occurrance
of side effects taking the forms of clonic seizures (3, 6, 14, 18). These
divergent data taken from literature and also serious neurological compli-
cations observed by certain authors, have made us consider this problem.
Our aim is to determine the influence of some drugs upon the seizures
brought about by intraventricular injection of Ronpacon Cerebral 280
produced by Cilag-Chemie.

MATERIAL AND METHOD

The experiments have been performed on 201 white rats of the Wistar strain
of both sexes whose body weight ranges from 150 to 200 g. Ronpacon has been in-
jected intraventriculary by means of the method described by Herman (7). The
moderate, death causing dose (LDy) has been marked by Litschfield and
Wilcoxon method (12). Subsequently, 30 min. before the intraventricular in-
jection of Ronpacon in the case of remaining animals, drugs such as Phenobarbital
(Luminal Natrium — Polfa 5 mg/kg, 2,5 mg/kg and 1 mg/kg), Meprobamate (Me-
probamate — Polfa 50 mg/kg, 5 mg/kg and 1 mg/kg), Oksazepam (Relanium —
Polfa 0,5 mg/kg, 0,1 mg/kg and 0,05 mg/kg) have been introduced intraperitoneally.
The animals have been watched for 2 hours from the moment of the injection
of a contrast medium and at the same time the number of rats affected by seizures,
in each experimental group, have been registered.

RESULTS

The LD;, of Ronpacon Cerebral 280, which has been administered in-
traventriculary, is 14 (13,3—14,7) ul per one rat. All the medicine applied
here display a strong protective activity that is, their administration in
advance prevents completely or to a great extent the occurrence of sei-
zures. The strongest preventing activity is exerted by Meprobamate which
prevents the spasm completely when applied in doses 25 mg/klg and
decreased considerably their frequency of occurrence when applied in
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doses of 5 mg/kg. Some weaker activity is displayed by Glutetimid when
applied in doses of 2,5 mg/kg. Phenobarbital, when applied in doses of
1 mg/kg or 5 mg/kg, and finally Oksazepam applied in doses of 0,1 mg/kg
or 0,5 mg/kg.

DISCUSSION

Each new contrast medium should fulfill 3 following conditions: 1)
perfect opacity, 2) harmlessness, 3) possibly the less risk of further compli-
cations (15). The need of examinations with the help of the water-soluble
contrast medium is brought about by the cases of hydrocephalus and by
patients who are clinically suspected for having intraventricular or mid-
-line structures tumours (16). In stereotaxy the designation of certain
anatomical structures is also of great importance (13). The view is gene-
rally taken that the use of the above mentioned contrast medium reduces,
to a great extent occurrence of unpleasent vegetative reactions. While
taking the radiographs. there is no need of changing the position of head.
This treatment saves time and filming and a better visualisation of brain
ventricles is obtained. At same time nothing prevents the additional admi-
nistration of air if necessary. Pathological processes in the vicinity of
temporal horns may not, however, be revealed, for these structures are
supperimposed by a too homogeneous shading intensity (14). Campbell
et al. (3) observed, however, the occurrence of generalized seizures in the
case of 2 patients, following the administration of a water-soluble contrast
medium into base cisterns. One of them had a strong headache above
the eyeballs. By the end of the contrast medium injection he vomited.
In the course of a histological examination of two dead patients no changes
have been observed. Pikaza et al. (15) observed the seizures in 5 cases
out of 260 and in 2 cases the seizures were dangerous for lives of the
patients. These seizures appeared within one hours time from the moment
of contrast medium injection. The water-soluble contrast medium is ab-
sorbed, as a rule, in half an hour and it is already impossible to trace it
in 20 minutes time (18). First, separate seizures have been observed to
have place in the neck, there they next changed into opisthotonus. The
slightest touch then caused rapid seizures in the legs and later on, the
spasm were becoming generalized and similar to those which can be
observed in case of tetanus or strychnine poisoning. A significant fact
is that the patients examined retained their consciousness. In the course
of the above mentioned seizures no positive influence of any drugs has
been notified. Sometimes the seizures lasted up to 14 hours and ceased
only after curare administration and in general anaesthesia. In the case
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of one patient permanent anterograde amnesia remained. The coexistence

of the glottis spasms and a temporary lack of breath have also been
observed.

Heimburger et al. (6) pointed out in their experiments that
seizures are supposed to occur if the concentration of an injected contrast
medium into cisterna magna reaches 50% of its concentration in the brain
ventricles, No side effects resulting in hydrocephalus from the brain tu-
mours, have been observed. The absorbable water-soluble contrast
medium does not get over to the cisterna magna and to the surface of
brain cortex. Although Ronpacon was getting over to the surface of the
brain cortex, Szlaminski et al. (18) did not observed any negative
effects. These authors had completed 15 ventriculography examinations
using Ronpacon Cerebral 280 and did not find more serious side symptoms.
Only in two patients has the nausea and vomitting been observed for
a short time after 30 minutes from the injection of the contrast medium.
They also did not find any changes in the cerebrospinal fluid and in the
ependyine of the brain ventricle. Brye (2) had completed ventriculo-
graphy by means of Ronpacon Cerebral 280 on 45 patients with the tu-
mours in the posterior cranial fossa. He also did not observed any side
effects and the X-ray pictures presented a high diagnostic value. Zam o j-
da et al. (20) did not notice any complications with 70 patients and the
results of their examinations which had been carried out using Cerebral
280, were identical to the project data.

On account of obtaining valuable diagnostic data in ventriculography
with Ronpacon Cerebral 280 produced by Cilag-Chemie, it is hard to
stop these kind of examinations in spite of some hazard, which are not
more frequent than those in case of the Conrady 60 application. It seems to
the authors of the present paper that the experimental research upon ani-
mals they have carried out, in which the occurrence of seizures has been
eliminated as a result of intraventricular injection of Ronpacon, is purpose-
ful and justified. For it is know from the literature that the attempts of
pharmacological control of the seizures already occurring with in human
beings, do not produce desirable results. The early premedication by
means of proper medicines would have been, to a great extent, practical
value, namely in making the patient feel secure during his ventriculogra-
phic examination. It must be stressed here, that the results which have
been obtained from the experiments on animals may apply to human
beings only in some specified way (5).
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STRESZCZENIE

W doswiadezeniach przeprowadzonych na bialych szczurach stwierdzono, ze
Ronpacon Cerebral 280 stosowany do komory bocznej mébzgu szczura wywoluje
drgawki, a w wiekszych dawkach $§mieré zwierzat. LD;, tego preparatu po jego za-
stosowaniu do komory bocznej moézgu wynosi 14 (13,3—14,7) pul/szczura. Uprzednie
dootrzewnowe zastosowanie meprobamatu (0,1; 1 i 5 mg/kg), diazepamu (0,05; 0,1
i 0,50 mg/kg), glutetymidu (1; 2,5 i 5 mg/kg) lub fenobarbitalu (0,1; 1 i 5 mg/kg) wy-
raznie, szczegdlnie w przypadku meprobamatu, zmniejsza wystepowanie toksyecznych
efekt6w Ronpaconu. Ctrzyirane wyniki mogg mieé praktyczne znaczenie w klinice
w badaniach wentrvkulograficznych.
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PE3IOME

R uccellefoBaHMAX NPOBEAEHHBIX Ha OeJblx KpbicaX JOKa3zaHO, 4TO PoOHMNAKOH
Tlepebpan 280 nmpuMeHAeMblit B JaTEPAJILHBIN KEJYAOUEK MO3ra BbI3bIBaeT CyROPOru
p GonbIIMX fNO3axX Aaxe CMePTh KUBOTHBIX. LD;, 3TOro mpenapara mnocje €ro npu-
MEHEeHMsA B JiaTepalbHbIi KeJaynodek craHoBur 14 (13,3—14,7) ua/kpeicy. Ilpeasa-
puTebHOe BHYTpuUOpIOLIeYHoe npuMmeHenme Mernpobamara (0,1, 1 1 5 Mr/kr) amasenana
(0,05, 0,1 u 0,5 Mr/kr), rmorerumuzaa (1,0, 2,5 u 5,0 mr/kr) man cenobapburana (0,1,
1,0 u 5,0 Mr/kr) pesko, ocobeHHO B ciyvyae Mmenpobamara, NOHMIKAJNO BBICTYIJIEHUE
TOKcnYecknx s¢dekToB Pounakona. Iloaydyennble pe3yabTaThl MOTYT MMETh [IPaKTU-
4ecKoe 3HadeHue B KJIMHUKE B BEHTPHMKYyJOrpadnyecKmnx MCCIeOBaHUAX.



