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The review summarized evidence that
clonidine represents a novel class of drugs that
appear with a typical cardiovascular pattern,
triggered by a specific action upon medullary
central nervous system sites. The molecular
basis of these actions was attributed to a
stimulation of medullary cs-adrenoceptors. Pharmacological evidence indicated that medullary
catecholamines might physiologically modulate
cardiovascular depression. [The SC/a indicates
that this paper has been cited in over 380 pubI ications.]
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The antihypertensive drug clonidine was
originally designed as a nasal decongestant. Its
ability to lower blood pressure was serendipitously discovered in Ingelheim, Federal Republic of Germany, when human volunteers
got a few drops of the drug into their noses.
In 1961 the late Ernst Boehringer,one ofthe
owners ofSoehringer Ingeiheim, a drug company, had decided to open a small research
institute in Vienna to look for new territories
in drug research. In 1965 the pharmacological
laboratory in Viennawas asked to investigate
the mechanism of action of clonidine. These
mechanisms were revealed over the next 10
years by the following steps: localization of the
site of action in the central nervous system
(CNS) and characterization of the central
action pattern as sympathoinhibition plus

vagal activation. These results provided evidence that the central action pattern was due
to a stimulation of central a-adrenoceptors;
it also provided evidence for the postsynaptic
nature of these receptors.
Experiments and discussions grew in a stimulating and exciting atmosphere with my two
colleagues, A. Walland (at the beginning) and
1. Pichler (in later stages). Similar and com1
plementary work was done in Amsterdam
2
and Paris, and there was a lively connection
between our groups, both competitive and
amicable. For pharmacologists these investigations solved the problem of a drug that
locally acted as a vasoconstrictor but systemically lowered the blood pressure. It took the
medical profession some time to realize that
a “sympathomimetic” may serve as an antihypertensive drug.
A review article is a favourite for a Citation
Classic if the editor selects the suitable author
at the right moment. The suitable author is
someone who did a lot of original work in the
field, causing subsequent authors to cite (or
read) all the literature that was published
earlier. The right moment is when a new field
has reached a certain profile but isstill expanding or leading into another exciting direction.
When the article mentioned here was written,
it became apparent to the researchers in the
field that the new, and some old, a-adrenoceptor-stimulating and -blocking drugs did not
fit completely into the frame of our textbooks.
It followed the discovery of the adrenoceptor
subtypes a~and a and the relationship to
2 a-adrenoceptors; clonipre- and postsynaptic
dine-like drugs played a considerable role in
this process. I had the opportunity to review
the recent developments on the occasion
3 of
the second Rudolf Buchheim Lecture. A
group of a-adrenoceptor agonists, mentioned
previously, were then found to stimulate cen4
tral dopamine receptors this opened up new
therapeutic perspectives for the treatment of
schizophrenia and morbus Parkinson.~
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