Development of modern medicine in Serbia

Scientific importance of Serbian Pasteur Institutes

DusSan LaloSevié

SUMMARY

Only 12 years after Paris, the first Pasteur Institute in Serbia and the Balkans was founded in Nis, in 1900. Its contribution
to preventive medicine of Serbia was enormous, primarily in production of vaccine against variola and rabies. After the
liberation in 1919, the Pasteur Institute was re-established and it continued its scientific work under the management of
Gerasim Alivizatos, a Greek who had come to help Serbian people. He is the author of the so-called mixed method in
rabies prophylaxis, in which he combined dilution of live vaccine with concentrated ether treated vaccine. He published
his work on this method in the journal Deutschen Medicinische Wochenschrift in 1922. After 1928, the only active Pasteur
Institute in the whole Kingdom of Serbs, Croats and Slovenes was the Pasteur Institute in Novi Sad, which has remained
the central anti-rabies institution to the present day. lts first director, Dr. Adolf Hempt, born in Novi Sad in 1874, was the
author of the world famous vaccine against rabies, which was named after him and was in use from 1925 to 1989. He
was the first in the world to have made a completely inactive, i.e. dead vaccine, which was much safer for use, so many
European countries such as Austria, Czechoslovakia, Germany, Hungary gradually accepted it under the name of Hempt,
and from the Novi Sad Institute it was exported to some African countries as well. Dr Hempt published his first work on
the new vaccine in the magazine Annales de I'Institut Pasteur in 1925 in French, and he also published a monograph in
German by Bering Institute in 1938, nowadays ranked as a monograph of international importance.
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INTRODUCTION

Apart from the enormous importance for public health, Pasteur Institutes are
also famous for scientific work. The same as a hundred years ago, a scien-
fific significance of a work can be assessed according to published scientific
works and according to their acceptance by other researchers, nowadays
called indexes of scientific competence and citation. Even 100 years ago, it
was important to publish a work in an international, widely accepted medi-
cal journal, therefore, on the basis of published works, we can nowadays
gasily evaluate scientific importance of past time researchers. The immense
scientific and practical importance of Pasteur’s discoveries promptly led to
founding of Pasteur Institutes worldwide. One of Pasteur’s first and most
important discoveries was refuting the theory of spontaneous generation
of microorganisms. Pasteur’s law Omne vivo ex vivo brought to recognition
that diseases of animals and people are caused by microorganisms against
which it is possible to fight and even prepare vaccines. Pasteur’s law that
alive becomes only from alive is used today by creationists as the only
scientific explanation of the creation of life given so far.

Pasteur Institute in Nis

The first Pasteur Institute in the Balkans was founded in 1900 in NiS, twelve
years after the one in Paris or ten years after the one in Budapest. The
Institute was under military management and it was located on the outskirts
of Ni§, near Skull Tower (1). Dr. Milan Jovanovi¢-Batut, Pasteur’s student,
wrote at that time ,,... in Serbia, over half (58%) of children dies before
the age of 14 ...” (Preface for ,The Book on Health”, 1896). Dr. Dragutin
Petkovi¢ (1873-1947) was the first manager of Pasteur Institute in NiS and
for the production of anti-rabies vaccine, he used Hegyes method from
Budapest. This method represented a significant improvement of Pasteur’s
method, but with all the methods of that period, a small percentage of
patients died in spite of vaccination. As the functioning of Pasteur Institute in

Ni$ was tragically stopped during the World War |, there were no significant
scientific discoveries. Nevertheless, Dr. Petkovi¢ published a work on bac-
teriology in a German journal Centralblatt fiir die Bakteriologie, which can
be nowadays evaluated as a leading international journal (2).

Atter the World War |, Dr. Gerasimos Alivizatos became a director of Pasteur
Institute in Ni§ in the period from 1918 to 1926. In the rabies prophylaxis,
he left a significant work on introducing ether in the technology of prepara-
tion of anti-rabies vaccine. He published that work in 1922 in the journal
Deutsche Medicinische Wochenschrift, and he sent an offprint of the work
with inscription to Dr. Adolf Hempt to Pasteur Institute in Novi Sad.

Pasteur Institute in Novi Sad

Dr. Hempt was born in Novi Sad in 1874, grew up in Sarajevo, studied medi-
cing in Munich and Graz, worked as a military doctor in Grossenzersdorf
near Vienna till 1905 and then as a county doctor in Lukavac near Tuzla.
During the World War |, he was the commander of military hospital in
Trieste. In 1918, he went back to Lukavac and in 1922 he was appointed
as director of Pasteur Institute in Novi Sad, where he died in 1943. His name
and the name of Pasteur Institute in Novi Sad became famous worldwide. Of
all doctors of Novi Sad to the present day, only Dr. Hempt presents a familiar
name in the world history of medicine (3).

Dr. Hempt wrote a paper on the new procedure of preparation of vaccine
against rabies and reduced protocol of vaccination to only 6 days. It
was published in French, in one of the most influential journals, Pasteur
Institute Annals, in Paris in 1925. At that time, he pursued specialization
in Pasteur Institute as a Rockefeller’s scholarship holder.

In 1927 (April 25 1o 30), Dr. Hempt participated in the First International
Conference on rabies held in Pasteur Institute in Paris. After five years of
practical work in Pasteur Institute in Novi Sad, he gained great experience
in rabies prophylaxis, which made him not only an equal but also one of
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the most influential participants of the conference. He was a representa-
tive of modified vaccine, i.e. completely avirulent vaccine, and reduced
time of vaccination protocol to only six days.

Dr. Hempt submitted an especially detailed account in 1938 in the mono-
graph of Bering Institute in Marburg am Lana (Figure 1), where he went to
introduce his technology in Germany (4).
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Ueber eine karbolisierte antirabische
Aether-Vaccine und ihren Schutzwert
bei Mensch und Tier
Von Dr. Adolph Hempt*)

Direktor i. R. des Si in Novi-Sad

L.
Entwicklung und Eigenschaften der karbolisierten
antirabischen Aether-Vaccine

Trotz des halben Jahrhunderts, das seit der Entdeckung der
Tollwut-Schutzimpfung durch Pasteur verflossen ist und der
reichen Erfahrungen, die seither auf diesem Spezialgebiet der
Priiventivmedizin gesammelt werden konnten, blieb merkwiir-
digerweize die Vornahme dieser Art von Schutzimpfungen in
zahlreichen Lindern noch immer eigenen, meist nur in Haupt-
stidten errichteten Anstalten vorbehalten, zu denen die Ge-
bissenen heute noch u. U. von weither zureisen miissen, um sich
der sehr zeitraubenden, in der Regel 3—4 Wochen dauernden

Figure 1. The beginning of Dr. Hempt's work published by Bering Institute in 1938,
nowadays ranked as a monograph of international importance

Like other vaccines against rabies of nerve tissue origin, Hempt's vaccine
also resulted in neurological complications in vaccinated patients. The
most serious complication was allergic encephalitis that was manifested
by rising Landry type paralyses. In the production procedure of vaccines
from nerve tissue of grown up animals without ether application, as was
the widely used Sir David Sample’s vaccine, neurological complications
appeared exceptionally frequently, in one report in as many as 1:200 of
vaccinated patients (5). In the report on application of Hempt's vaccine in
Germany, neurological complications were registered in 0.069%, approxi-
mately 10 times more sporadic than with Sample’s vaccine (6).
Hungarian researchers gave in 1977 probably the best experimental
explanation of advantages of Hempt's vaccing over Sample’s or inter-
national referential vaccine over 30 years after Hempt's death; Hempt's
vaccine was used in Hungary until 1989. It had been proved in that work
that Hempt's vaccine was a great deal less harmful, as it contains as
much as 3500 times fewer encephatoligenic factors compared to control
sheep nerve tissue (7).

In addition, Pasteur had tried to explain the nature of these complications
as paralytic form of rabies in case of vaccine failure. The real nature of
neurological complications of anti rabies vaccination, as allergic encepha-
litis was explained by Professor Dorde Joannovic (1871-1932), one of
founders of Medical school in Belgrade.

Hempt's student since 1926 and his successor as director since 1946,
chief of the staff, Dr. Milan Nikoli¢ (1896-1974), published many works on
rabies, some of which are quoted in modern textbooks, as well as a big
monograph in Serbian ‘Human and Animal Rabies' (1955, pp. 1-539) and
a smaller one in German (Die Tollwut), which was published by one of the

most important publishers of the time in the world, Gustav Fischer Verlag,
in Stutgart, 1961. Of numerous works by Nikolic, here are presented only
three, one from the beginning and two near the end of his rich career.
Nikoli¢ published one of his more important works as a young doctor
during his stay in Munich in 1932, also as a holder of Rockefeller's schol-
arship. This work was experimental and was carried out on dogs kept in
Pasteur Institute in Novi Sad, who were infected with pseudorabies virus
(Aujeszky’s disease). Correspondence between Dr. Hempt and Dr. Nikoli¢
has been preserved, from which it can be seen how Hempt had organised
the experiment and sent the material to Munich for publishing.

Dr. Nikoli¢’s work on rabies virus concentration and incubation duration
from 1957, ten years after Hempt's death, shows the author as a mature
and competent scientist (Figure 2). This work was quoted in one of the
world’s most influential contemporary infectology textbooks by Mandell
and associates (8), eleven years after Nikoli¢'s death.

Sonderdruck aus Band 141, Heft 5 {1957)

Archiv fiir Iygiene und Bakteriologie

VERLAG URBAN & SCHWARZENBERG, MUNCHEN-BERLIN

Alle Rechte, nuch die des Nachdruiis, der photomechanischen Wisdergabe und der Ubsrsetzung, vorbehalien

Aug dem Pasteur-Institut Novi Sad, Jugoslawien
(Direktor: Prim. Dr. Milan Nikolitsch)

Viruskonzentration und Inkubationsliinge

Von Milan Nikolitsch

Eine Viruskonzentration kiénnen wir auf Grund der Berechnung des
Verdiinnungsgrades charakterisieren und als Elemente hiezu dienen uns
die Angaben iiber die Anzahl der fiir die Viruskonzentration-Titrierung
verwendeten, eingegangenen und am Leben gebliebenen Tiere. Wir miissen
uns aber fragen ob diese Berechnung, auf die wir uns heute stiitzen, tat-
sichlich den Tatsachen entspricht? Fiir uns ist dies von groBer Wichtig-
keit, da wir auf dieser Grundlage alle unsere weiteren Forschungen ent-
wickeln und wenn diese Grundlage mangelhaft ist, dann kinnen logischer-
weise auch die Ergebnisse der auf dieser Grundlage durchgefiihrten
Forschungsarbeiten nicht richtig sein.

Figure 2. Dr. Nikolié’s work from 1957 was quoted in the contemporary world
textbook on infectology by Mandell

The most quoted work of Nikoli¢ and his associate, assistant professor,
Dr. Zdravko Jelesic is the one from 1956 (Figure 3), in which they were the
first in Europe to isolate bat rabies virus. This work was quoted in several
international journals and monographs, which deal with rabies, several
decades after its publication (9, 10).
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Isolation of Rabies Virus
from Insectivorous Bals in Yugoslavia

A prelimingry report by Mitany Nikoud, M. D, and Zoraveo Jecesic, M. D.,
Pastewr Institute, Novi Sad, Yugoslavia

During the last two or three years, several cases of atypical rabies,
in which the source of infection could not be established, have been reported
in groups of cattle in Yugoslavia. According to Dr Manninger” of the
Veterinary School, University of Budapest, similar cases have also been
observed in Hungary. In every instance, diagnosis had to be made by
means of laboratory examination.

In view of the atypical clinical picture and inexplicable mode of infec-
tion, we suspected that even in Europe bats might be vectors of rabies.”

& Personal communication
& Outbreaks of rabies
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Figure 3. Work on the first isolation of bat rabies virus in Europe in the Bulletin of
the World Health Organization 1956
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CONCLUSION

Pasteur Institute in Novi Sad between the two wars was one of the most
respected in the world. Witness to that are not only scientific works of
Dr. Hempt, but also the fact that his vaccine, under his name, had been
accepted and produced over a number of years in Germany, Austria,
Hungary, Czechoslovakia, and partially Romania and Bulgaria. In the 30s,
many rabies researchers worldwide were coming to Pasteur Institute in
Novi Sad to learn Hempt's technology of vaccine production. His worthy
successor was Dr. Milan Nikoli¢, with numerous scientific works in inter-
national journals, quoted to the present day.
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