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Abstract 

The first description of histamine dates back to Sir Henry Dale and co-workers 
(Dale HH, 1910; Kwiatkowski, 1941) who detected its presence and biological activ-
ity. Dale and colleagues by studying the effect of ergot extracts, identified histamine 
as stimulant of smooth muscle in the gut and respiratory tract by induction of vasodi-
latation. Simultaneously, at the beginning of XX century, the stimulation of acid se-
cretion in the stomach caused by histamine was also recognized. During the first 20 
years after these discoveries other important histaminergic actions were defined. 
Lewis and Grant (LEWIS T.,   1924) headlines: Vascular reaction of the skin to injury. 
The liberation of a histamine-like substance in injured skin: the underlying cause of 
factitious urticarial and of wheals produced by burning, and observation upon the 
nervous control of skin reactions. With this discovery was defined for the first time 
what will be then call “triple response of Lewis”. The rapid developments of these 
years soon ceased, however, and despite continuous efforts and considerable improve-
ments in the available technical facilities the experimental data since presented to 
show that histamine participates in physiological processes appear to be inconclusive. 
The presence of histamine in the brain, predominantly in the grey matter, was first 
shown by Kwiatkowski(Kwiatkowski, 1941), and White (WHITE, 1959) but in 
1960’s with the introduction of fluorimetric assay that disclosed the anatomical iden-
tity of the catecholamine containing neurons and their projections, histamine was ini-
tially neglected because the assay failed to determine the location of histamine in the 
brain. This was because the reagents that were used to detect this diamine cross-re-
acted with spermidine — a uniformly distributed polyamine that occurs at high con-
centrations (Haas and Panula, 2003). But circumstantial evidence began to accumulate 
for a significant role for histamine, and lesion studies by the Schwartz group, in 1974, 
pointed to the approximate location of a brain source of histamine (Garbarg et al., 
1974). Later, two different and parallel discoveries brought to a general acceptance of 
the existence of central histaminergic system. Panula and colleagues and Watanabe 
and co-workers in 1984 independently demonstrated by means of immunohistochem-
istry that the tuberomamillary nucleus (TMN) in the posterior hypothalamus, is the 
only source of histaminergic neurons and the origin of the widely distributed hista-
minergic projections just like the other amine systems (Panula et al., 1984; Takeda et 
al., 1984). It is now clear that the histaminergic TM system commands general states 
of metabolism like satiety and appetite, arousal, and of consciousness, including learn-
ing and memorizing both pleasurable and aversive events. 

In my thesis, I will provide evidence that in the brain histaminergic system con-
verge peripheral and central signals and orchestrates appropriate behavioural re-
sponses. In particular, I will present results that strongly suggest the involvement of 


