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Abstract: Vasopressin (VP) and oxytocin (OT) are mainly synthesized in the magnocellular neurons of the 

paraventricular (PVN) and supraoptic nucleus (SON) of the hypothalamus. Axons from the magnocellular part of the PVN 

and SON project to neurohypophysis where VP and OT are released in blood to act like hormones. Axons from the 

parvocellular part of PVN project to extra-hypothalamic brain areas (median eminence, limbic system, brainstem and 

spinal cord) where VP and OT act like neurotransmitters/modulators. VP and OT act in complementary manner in 

cardiovascular control, both as hormones and neurotransmitters. While VP conserves water and increases circulating 

blood volume, OT eliminates sodium. Hyperactivity of VP neurons and quiescence of OT neurons in PVN underlie 

osmotic adjustment to pregnancy. In most vascular beds VP is a potent vasoconstrictor, more potent than OT, except in 

the umbilical artery at term. The vasoconstriction by VP and OT is mediated via V1aR. In some vascular beds, i.e. the 

lungs and the brain, VP and OT produce NO dependent vasodilatation. Peripherally, VP has been found to enhance the 

sensitivity of the baro-receptor while centrally, VP and OT increase sympathetic outflow, suppresse baro-receptor reflex 

and enhance respiration. Whilst VP is an important mediator of stress that triggers ACTH release, OT exhibits anti-stress 

properties. Moreover, VP has been found to contribute considerably to progression of hypertension and heart failure while 

OT has been found to decrease blood pressure and promote cardiac healing.  

Keywords: Vasopressin, oxytocin, respiration, blood pressure, baro-receptor reflex, stress, hypertension, heart failure.  

INTRODUCTION 

 Neurohypophyseal peptides vasopressin (VP) and 
oxytocin (OT) are mainly synthesized in the supraoptic 
nucleus (SON) and the paraventricular nucleus (PVN) of the 
hypothalamus. Neurons of SON and of the magnocellular 
part of the PVN project to neurohypophysis [1]. From there 
VP and OT are released in the systemic circulation, where 
they act like hormones, reach distant targets and participate 
in the regulation of many functions crucial for survival.  

 Axons of the neurons in the parvocellular part of the 
PVN also project to extra-hypothalamic areas of the brain, 
such as the eminentia mediana where VP is released in portal 
circulation to modulate the release of ACTH during stress 
response, the limbic system and amygdale where they affect 
emotions, and the brainstem and intermediolateral column of 
the spinal cord [2] where VP and OT influence autonomic 
functions (Fig. 1). VP and OT released from these axons 
execute point to point communication participating in wire 
neurotransmission and neuromodulation. The synaptic 
neurotransmission by peptides, and therefore by VP and OT, 
have certain characteristics that distinguishes them from 
classical neurotransmitters. OT and VP released in the 
synaptic cleft are not subject to degradation and recycling 
like biogenic amines, they spill over and act extra-synaptically,  
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and the duration of their effects depends on up-and-down-
regulation of their receptors [3-5]. 

 VP and OT are also released from the neuronal cell 
bodies and dendrites into the extracellular space, and this can 
occur without depolarization. In the extracellular space VP 
and OT exert autocrine and paracrine regulation and may 
reduce or enhance the activity i.e. prime magnocellular 
neurons to engender self-sustained and long-lasting effects. 
For detailed review refer to [6]. From the extracellular space 
VP and OT diffuse to the cerebrospinal fluid, use it as 
vehicle for volume communication and reach remote receptor 
sites, thus overcoming the mismatch between the distribution 
of OT and VP neurons and their receptors in the brain.  

STRUCTURE OF VASOPRESSIN, OXYTOCIN AND 
THEIR RECEPTORS  

 Although VP and OT were discovered only in 1953 by 
Vincent du Vignaud [7, 8] and Roger Acher [9], they 
appeared some 500 million years ago, in primitive organisms 
cyclostomes, by duplication of the ancestral gene exposed to 
irradiation. Their discovery launched the exciting, peptide 
era in research. VP and OT are almost identical cyclic 
nonapeptides differing in only two amino acids at position 3 
and 8 [10]. Even though subtle, this structural difference 
between neurohypophyseal peptides imposed considerable 
diversity in their biological effects. VP and OT are very  
well known for their roles in osmotic homeostasis and 
reproduction and a plethora of evidence exists about their 
contribution to behavior (for excellent review refer to [11]).  

 Thanks to the development of pharmacological and 
genetic tools in research, we now know that VP and OT are 
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involved in the control of many physiological functions in 
the mammalian as well as in human organism, sometimes in 
concert and in complementary rather than opposing manner. 
All the biological effect of OT and VP are mediated through 
specific, structurally very similar receptors, V1aR, V1bR, 
V2R and OTR that are widely distributed in the organism, 
both at the periphery and in the brain [12-19]. The VP and 
OT receptors have been defined in term of genes, structure 
[for review refer to 20-22], pharmacology [23-26] and they 
have been cloned [27-32]. VP and OT receptors are cell 
membrane receptors with seven trans-membrane domains 
and are a sub-family within the large super-family of G-
protein-linked receptors. Most actions of vasopressin on 
blood vessel constriction, liver glycogenolysis, platelet 
adhesion, adrenal angiotensin II secretion, myometrial 
contractility and brain functions (memory, learning, emotions 

and autonomic functions) are mediated via V1a-type 
receptors that are coupled to a Gq/11 protein, stimulation of 
phospholipases C, D and A2 and an increase in intracellular 
calcium. Vasopressin also stimulates V1bR receptors, 
discovered long after V1aR receptors, present on pituitary 
corticotrophs [33] but also in other parts of brain such as the 
limbic system, in the kidneys and adrenal medulla. Finally, 
the V2R receptor located in the kidney, mediates water re-
absorption in the collecting ducts via intracellular cAMP 
production and translocation of aquaporins in epithelial cell 
membrane. OT acts via OTR receptor, also coupled to a 
Gq/11 protein, induces myometrial contraction, endometrial 
prostaglandin F2 alpha production, mammary gland milk 
ejection, renal natriuresis and specific sexual, affiliative and 
maternal behaviours [34]. 

 

Fig. (1). Extra-hypothalamic projections of PVN and targets of neurohypohyseal peptides: kidney, adrenal, blood vessel, area postrema, 

heart, liver, platelets, breast and uterus [adapted from 189]. 

���������	�
���
��	�
	�����
����
��

���������
�
���

�������
����

����������
���	��
�������
����������������������

����	��	
�������	�

�����	��	
�������	�

���
�����	�����
��
���	���

������������
������	���	�
�����
��

�������������������������
�� 
��

���	�
�����
�� ���	���
�����

�

!�	��
�����	
�����������
���
�����"��

����
�#

$���	�����
���	�

��

���
������

���	�
���	�

���	����
�����
���	�

��%&�'�



220    Current Neuropharmacology, 2013, Vol. 11, No. 2 Nina Japund i - igon 

 It is important to remember that VP and OT and their 
receptors are prone to structural changes by mutations and 
naturally occurring genetic polymorphism that may alter 
peptide release, receptor distribution and give rise to diverse 
phenotypes with different predisposition to disease. This 
topic was tackled by Landgraf and Wigger [35] who 
identified a single nucleotide polymorphism in the AVP gene 
promoter region and associated it to over-expression of VP 
in PVN, dendritic over-release and anxiety/depression trait in 
rats. Also, genetic variations of V1aR receptor have been 
associated to pair-bonding behavior both in rodents and 
humans [36, 37]. Over 150 different genetic mutations of the 
renal V2R receptor have been described and are associated 
with the development of diabetes insipidus [38-40]. Only 8 
mutations amongst them can be rescued by small molecules 
(pharmacological chaperones) that penetrate inside the cell 
and promote the maturation and translocation of the 
misfolded receptor in the cell membrane [41]. In the 
following sections, a role of VP and OT in control of the 
circulation is assessed in a comprehensive manner, both as 
hormones and as neurotransmitters / modulators. 

HORMONAL (PERIPHERAL) CONTROL OF THE 
CARDIOVASCULAR SYSTEM BY VASOPRESSIN 
AND OXYTOCIN 

 Circulation, along with respiration is the most important 
vital function. Its primary role is to deliver food (glucose) 
and oxygen to all tissues and liberate the cell milieu from 
products of metabolism and CO2. Many factors, neural and 
endocrine, were found to contribute to the stability of the 
circulation, and, VP is amongst the key ones. The strongest 
stimulus to VP release is the increase in plasma osmolality. 
This information is sensed by the circumventricular organs 
of the lamina terminalis (subfornical organ, organum 
vasculosum lamine terminalis) lacking the blood brain 
barrier and conveyed to PVN [42]. Even subtle changes in 
VP blood concentration will activate the V2R receptors in 
the membrane of the principal endothelial cells of the renal 
collecting duct. Activated V2R receptors increase cAMP and 
mediate the fusion of intracellular vesicles containing 
aquaporin 2 water channels with the apical membrane. The 
increase in number of water pores will engender water re-
absorption by diffusion and normalization of blood 
osmolality with consequent urine concentration [26, 43].  

 VP release can also be engendered by the stimulation of 
peripheral receptors located in the thoracic vessels that 
monitor changes in blood pressure (arterial baro-receptors in 
aorta and carotids, for detailed review refer to [44]), blood 
volume (receptors at the junction of great thoracic veins  
to the right atrium, for detailed review refer to [45]) and 
blood oxygen concentrations (chemo-receptors co-localized 
with arterial baro-receptors, for detailed review refer to 
[46]). Information from peripheral receptors travel via 
parasympathetic cranial nerves IX and X to the nucleus of 
the solitary tract and further to the hypothalamus. VP 
released in blood, in response to change in blood pressure 
(BP), targets arterial blood vessels and increases peripheral 
resistance. A number of in vitro and in vivo experiments 
have unequivocally shown that vasopressin is a powerful 
vasoconstrictor. At molar basis, vasopressin is even more 
potent than noradrenalin and angiotensin II [47]. However, 

in some vascular beds vasopressin produces vasodilatation 
by the stimulation of V2R-like receptors and the release of 
NO [47-51]. In the preconsticted pulmonary vasculature VP 
has been found to produce vasodilatation primarily via the 
stimulation of V1 receptors and endothelial release of NO 
[49, 52]. 

 The effect of OT on blood vessels is less evident. OT is a 
much weaker constrictor than vasopressin in the systemic 
circulation in vitro, except for the umbilical artery at term 
[53]. The vasoconstrictor action of OT is mediated via V1aR 
receptors [49, 54]. However, in the presence of increased 
vascular tone, OT will produce vasodilatation also by the 
stimulation of V1aR and calcium dependent endothelial NO 
release [49, 55]. The vasodilatatory effect of OT is evident in 
the basilary arteries [56]. OT does not seem to play an 
important physiological role in the regulation of vascular 
tone in resistance vessels of pregnant rats [57].  

 In a number of studies it was demonstrated that VP 
administered systemically, peripherally and centrally, in 
high, nonphysiological i.e. pharmacological doses, increases 
BP [58, 59] while OT was reported to do the opposite [60]. 
However, application of selective antagonists, peripherally 
and centrally, revealed that physiological concentrations of 
VP and OT do not modulate BP under basal physiological 
conditions and do not participate in the maintenance of BP 
under basal physiological conditions [58, 59]. However, 
V1aR receptor knock-out mice were reported to exhibit 
lower basal BP values than wild-type controls [61] while OT 
knock-out mice have been reported to exhibit greater basal 
BP and heart rate values than wild-type controls [62]. 
Meticulous investigation of cardiovascular phenotype of 
V1aR knock-out mice discovered that the hypotension was 
due to the lack of V1aR receptors in area postrema and 
consequently blunted baro-receptor reflex control of BP as 
well as the lack of V1aR receptors in the macula densa of the 
kidney, which normally facilitates rennin production (lower 
co-expression of V1aR receptors with nNOS and COX-2 in 
macula densa diminished synthesis of PGE-2 and NO, potent 
stimulators of rennin release, [61, 63]). OT receptors were 
also found in the macula densa of the kidney and were 
reported to produce natriuresis by the modulation of 
tuberulo-glomerular feed-back and solute transport [64]. In a 
series of elegant experiments, Gutkowska and Jankowski, 
[65] discovered that oxytocin is synthesized in the heart and 
the vascular smooth muscle and that heart-derived oxytocin 
regulates atrial natriuretic peptide release and natriuresis in 
the kidneys [66-68]. It is worth noting that same authors 
reported that heart-derived OT plays an important role in the 
heart development and cardiac stem cell renewal and 
regeneration [65]. 

NEUROGENIC CONTROL OF THE CARDIOVAS- 
CUALR SYSTEM BY VASOPRESSIN AND OXYTOCIN 

 A number of studies in the last three decades indicate that 
VP and OT interfere with feed-back and feed forward 
mechanisms in neurogenic control of the circulation.  

Feed-back Mechanisms 

 VP and OT have been found to be implicated in the 
modulation of the baro-receptor reflex, stretch-receptor 
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reflex and chemo-reflex. The baro-receptor reflex is the main 
corrector of blood pressure at beat-to-beat basis, and its 
malfunction has been associated to bad outcome of 
cardiovascular disease [69]. The baro receptors are located in 
aortic arch and carotids and convey information about BP 
changes via vagal afferents to the nucleus of the solitary 
tract. From NTS, information is further transmitted to other 
brain areas, primarily to adjacent vagal nuclei and rostral 
ventrolateral medulla wherefrom baro-receptor efferents 
arise and set vagal and sympathetic outflow to the heart, and 
sympathetic outflow to the blood vessels. From the NTS 
information is also transmitted to the hypothalamus to 
modulate vasopressin release, diuresis and vascular 
resistance. VP has been shown to increase BP at plasma 
concentrations well above anti-diuretic ones, [70] and that 
this was due to VP-induced decrease in heart rate and renal 
sympathetic nerve activity (RSNA) initiating renal 
vasodilatation [71, 72]. Since this effect of VP on HR and 
RSNA could be prevented by sino-aortic desafferentation it 
was suggested that VP sensitizes the baro-receptor reflex 
[73]. Experiments with electrolytic destruction of area 
postrema, a structure in the fourth cerebral ventricle devoid 
of blood brain barrier [44, 71, 74], uncovered the site where 
the sensitization of baro-receptor reflex by VP occurrs. This 
was further substantiated by identification of abundant 
neural connections between area postrema and the NTS 
where baro-receptor afferents terminate [75, 76].  

 The mechanism by which VP acts in area postrema to 
modulate the baro-receptor reflex remains still unsolved. The 
majority of work point to V1aR receptors. By intravenous 
administration of V1aR antagonist, Elliot and coworkers [77] 
prevented the facilitatory action of VP on baro-receptor 
reflex, while Michelini and Bonagamba [78], Suzuki and 
colleagues [79] and Hasser and Bishop [80] provided 
evidence that microinjection of V1aR antagonist in the area 
postrema abolished the potentiating effects of vasopressin on 
renal sympatho-inhibition. However, Brizzee and Walker 
[72], and Imai and associates [81] found that administration 
of V2R receptor agonist, desmopressin, to normal rats [72] 
and Brattleboro rats [81], a strain that lacks endogenous VP, 
exerts similar effects on baro-receptor reflex as VP, 
suggesting a role for V2R receptors. Brizee and Walker 
further reported that the effects of desmopressin (selective 
V2R agonist) on baro-receptor reflex may be antagonized 
both by V1aR and V2R selective antagonists. In spontaneously 
hypertensive rats, and, in rats with renal hypertension, 
Sampey and co-workers [82] and Nakayama and associates 
[83] confirmed a role for V2R-like receptors in the 
regulation of the baro-receptor reflex. Recent cardiovascular 
phenotypization of V1aR receptor knock-out mice also 
support a role for V1aR receptors in baro-receptor reflex 
sensitization [84, 85] but do not rule out the possible role of 
V2R receptors. Although there is abundance of pharmacological 
evidence regarding V2R receptors and the modulation of the 
baro-receptor reflex in the area postrema, there is still no 
convincing morphological proof for their existence in area 
postrema [19, 86].  

 While the current opinion is that under basal 
physiological condition VP does not contribute to the 
maintenance of BP, a plethora of findings indicates that VP 

is crucial for maintenance of BP during hemorrhage and that 
it enhances survival [58, 87-90]. The hypotensive hemorrhage 
has been documented to be a stimulus to VP transcription 
and release from PVN and SON [91]. Peripherally released 
VP produces antidiuresis and vasoconstriction while 
centrally released VP increases sympathetic outflow to blood 
vessels and the heart in order to maintain the circulation and 
thus survival. However, when the blood pressure decreases 
below the critical value, Peuler and associates [92] provided 
evidence that VP mediates paradoxical sympatho-inhibition 
of RSNA and HR. Again, this removal of sympathetic 
influences to the heart and renal vasculature is crucial for 
survival because it reduces heart demands for oxygen and 
preserves the functioning of the kidneys. Fujisawa and 
coworkers [89], further investigated the mechanism of renal 
and cardiac sympatho-inhibition using non-peptide V1aR 
(OPC-21268) and V2R receptor selective antagonist (OPC-
31260). They found that V1aR and V2R receptors have 
opposing effects and that V1aR mediate the inhibition 
whereas V2R receptors mediate the stimulation of RSNA.  
In freely moving conscious rats exposed to graded 
hemorrhaged, using the same selective antagonists, we found 
that VP modulates BP short-term variability both under 
nonhypotensive and hypotensive conditions, and that only 
V2R blockade potentiated hemorrhage-induced bradycardia 
and prevented the increase of low-frequency BP short-term 
variability [58] linked to RSNA [93]. 

 Stretch receptors are localized at the junction of great 
thoracic veins to the right atrium in the so called low 
pressure high volume compartment of the circulation. Stretch 
receptor afferents travel via the glossopharingeal cranial 
nerve to the nucleus of the solitary tract and further to the 
hypothalamus. Stimulation of these receptors produces 
differential effects on the neural control of the HR and the 
kidney triggering tachycardia and renal vasodilatation, to 
accomplish elimination of volume over-load. Since 
destruction of PVN neurons inhibited renal vascular 
response to systemic volume load, evidence was provided 
that PVN is the command centre for low-pressure stretch 
receptors [94, 95]. Deng and Kaufman [96], further 
confirmed that upon stimulation of low-pressure receptors at 
the veno-atrial junction, there is early gene c-fos activation 
in the parvocellular part of the PVN. In a series of 
remarkable studies, John Coote and collaborators [97-99] 
identified two groups of neurons in PVN, one that is 
activated and the other one that is inhibited by the 
stimulation of parasympathetic afferents from the right 
atrium. Also, Strack and coworkers [100] and Schramm and 
coworkers [101] identified two different pools of neurons in 
PVN projecting to the spinal cord that influence the heart 
and the kidney. When Yang and collaborators [102] injected 
selective V1aR antagonist and OT antagonist at the lower 
and upper thoracic spinal cord, they dissociated VP and OT 
neurons in PVN that mediate renal sympatho-inhibition and 
cardiac sympatho-stimulation, respectively. Altogether these 
studies revealed that loading stretch receptors at veno-atrial 
junction engender a unique differential pattern of 
sympathetic activity to the heart and the kidney via PVN 
direct projections to the intermediolateral column of the 
spinal cord: OTR receptors were found to mediate cardiac 
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sympathetic activation and tachycardia while V1aR receptors 
were found to produce renal symaptho-inhibition, with 
consequent renal vasodilatation and diuresis. For detailed 
review refer to [45]. 

 Chemo-receptor reflex is another important regulation 
mechanism in determination of neurogenic control of the 
circulation. Chemo receptors are co-localized with baro-
receptors and use the same parasympathetic afferent to the 
NTS to convey information to the brain on blood 
oxygenation. Early as 1963 Redgate [103] first noticed that 
hypothalamic lesion depressed ventilation but did not go 
further in elaborating the mechanism. Almost half a century 
later Duan and coworkers [104] and Schlenker and 
collaborators [105] have shown in conscious and 
anesthetized animals, that PVN alters cardio-respiratory 
function in parallel. Functional and anatomical studies have 
indicated that the stimulus to sympatho-respiratory excitation 
is hypoxia, not hypercapnia, and that the information travels 
via the carotid sinus nerve and activates the commissural 
nuclei of the solitary tract that further project to PVN [106-
108]. Only when Yeh and coworkers [109] identified direct 
connections between the PVN and the phrenic motoneurons, 
as well as indirect connection of PVN with brainstem 
bulbospinal neurons, that morphological basis for the 
neuronal path for concomitant cardio-respiratory control was 
provided. Kc and coworkers [110] and Mack and coworkers 
[111], further investigated the mechanisms involved in this 
neuronal communication. They discovered that both VP and 
OT neurons from the parvocellular part of the PVN project 
to the pre-Bötzinger complex and phrenic motoneurons, and 
that only VP-containing neurons project to rostral 
ventrolateral medulla, a vasomotor centre [46, 112]. They 
also provided evidence on the abundance of V1aR and OTR 
receptors in the rostral ventral respiratory column including 
the pre-Bötzinger complex and rostral ventrolateral medulla. 
Altogether these experiments revealed that PVN stimulation 
increased neuronal discharge of VP and OT containing 
neurons to the pre-Bötzinger complex and rostral 
ventorlateral medulla. Consequently, BP and HR increased 
with respiration [46, 110, 112, 113]. Using the advantages of 
spectral analysis technique that provides a dynamic insight 
into cardio-respiratory control (for review refer to [114]) 
Japund i - igon and coworkers provided equivalent 
evidence in conscious rats, that endogenously released VP 
during hemorrhage [58, 115] or stress [59] concomitantly 
increased sympathetic outflow to blood vessels and the depth 
of respiration. They also showed that centrally injected 
cholinergic drugs produced concomitant increase of respiration-
induced high-frequency variability and sympathetically 
mediated low-frequency short-term variability of BP 
involving central vasopressinergic pathways and V1aR 
receptors [116]. 

Feed Forward Mechanisms 

 The feed-forward command or positive feedback control 
of the circulation is activated during stress and exercise and 
opposes negative feed-back influences. In 1980, Ciriello and 
Calaresu [117] first reported that stimulation of SON and 
PVN inhibited reflex bradycardia elicited by carotid sinus 
nerve stimulation, and, Matsuguchi and coworkers [118] 

reported that microinjections of VP in nucleus of the solitary 
tract elicited concomitantly hypertension and tachycardia. 
Furthermore Schmid and collaborators [119], showed that 
intracerebroventricularly injected VP as well as micro- 
injections of VP and OT in nucleus of the solitary tract, 
increased sympathetic vasomotor drive and blunted the baro-
receptor reflex. These finding were surprising and in 
collision with previous data about the sensitization of the 
baro-receptor reflex by VP in area postrema. Then, Unger 
and coworkers [120] provided evidence that peripherally 
applied VP sensitized the baro-receptor reflex by the 
stimulation of V2R receptors in area postrema, while 
centrally applied VP inhibited the baro-receptor reflex by the 
stimulation of central V1R receptors, inaccessible from 
blood. Michelini and Bonagamba [78], further demonstrated 
that increased concentration of VP in the nucleus of the 
solitary tract attenuated baro-receptor reflex sensitivity, and 
suggested that neuronal projections from PVN might be 
involved in exercise-induced increases of BP [121, 122] 
Moreover, Morris and collaborators [123] found that OT 
containing neurons in PVN mediate stress-induced 
tachycardia. It was also shown that centrally injected VP 
attenuated reflex bardycardia and that VP antagonists 
enhanced it [124]. Li and collaborators [125, 126] elaborated 
the mechanisms in PVN. According to them, GABA 
tonically inhibits glutamate excitatory inputs to pre-
sympathetic neurons in PVN. Excitatory glutamate inputs 
trigger NO release that act as facilitator of GABA, closing 
the negative feed-back loop. We have tackled another 
mechanism. We performed microinjections of adenoviral 
vector to transfect the PVN magnocellular neurons of rats 
with naturally occurring V1aR receptors [127], and we noted 
that rats over-expressing V1aR receptors in PVN under basal 
physiological conditions have reduced baro-receptor reflex 
sensitivity. These finding open another possibility that 
increased expression of vasopressin V1aR receptors in PVN 
might trigger dendritic release of VP, induce priming of 
PVN neurons and blunt the reflex (for review refer to [127]).  

VASOPRESSIN, OXYTOCIN AND CARDIOVAS- 
CULAR RESPONSE TO STRESS 

 It is widely acknowledged that chronic psychological 
stress is the risk factor in etiopathogenesis of cardiovascular 
disease, and that acute stress can trigger cardiac events such 
as myocardial infarction and sudden death [128]. During 
exposure to stress the cardiovascular response is driven by 
the emotional and the behavioral reaction. Generally there 
are two different behavioural strategies, the active coping 
strategy and the passive coping strategy, each of which is 
associated to differential neurogenic cardiovascular response 
[129, 130]. It is well established that vasopressin is important 
for the normal response to stress both as the modulator of the 
hypothalamo-pituitary [131, 132] and the sympatho-adrenal 
axes [133]. The pattern of involvement of VP in the stress 
response depends on the type of stressor. For instance 
Stoji i  and coworkers [134, 135] demonstrated that in rats 
exposed to air-jet stress, a model that induces fear and panic 
reaction with escape (active coping strategy), VP mediates 
the neurocardiogenic response but do not affect the 
endocrine response as measured by blood corticosterone 
level before and after exposure to stress. Also, accumulated 
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experimental evidence indicates that the modulation of 
hypothalamo-pituitary axes by VP is important for 
adaptation to stress [136, 137], suggesting that impairment of 
habituation mechanisms may also be important for 
developing pathology. For instance borderline hypertensive 
rats exposed to repeated stress in the pre-hypertensive stage, 
exhibit impaired neurogenic cardiovascular control and 
allostatic overload [138]. 

 Using the advantages of spectral analysis technique that 
provide a dynamic insight into cardiorespiratory control 
[114], Milutinovi  and coworkers [59] have shown that, 
endogenous increase of VP concentration in the brain during 
exposure of rats to stress by immobilization, enhances the 
respiration induced high-frequency blood pressure variability 
and sympathetically-mediate LF-BP variability directed to 
blood vessels [139, 140]. This effect of VP may be crucial 
for survival because increasing the depth of respiration has 
dual beneficial effect for maintaining circulation: to increase 
the available alveolar surface for most efficient blood 
oxygenation and to assist in heart filling by greater aspiration 
of blood in inspiration (negative intra-thoracic pressure). The 
results of Milutinovi  and coworkers [59] also indicate that 
during stress induced by immobilization, there is a V1aR 
receptor-mediated increase in respiratory sinus arrhythmia or 
high-frequency oscillation of heart rate, a well known, 
physiological vago-vagal phenomenon. This could be also 
important in protecting the heart from sympathetic over-
stimulation during stress. Interestingly we noticed that both 

central V1aR and V1bR receptor blockade abolished stress-
induced increase of respiration derived blood pressure short-
term variability. The possibility that V1aR receptors in the 
preBötzinger complex and rostral ventrolateral medulla 
could mediate this effect, was substantiated by morphological 
and functional findings by Kc and colleagues [46, 110, 112]. 
Our results also suggest that VP may control respiration 
from more than one central site. There is another possibility 
that blockade of V1bR receptors in the bed nucleus of the 
stria terminalis that projects to PVN and exerts 
anxiolytic/antidepressant effect [141-143], alleviates the 
emotional response to stress and pacifies respiration. The 
upper panel of Fig. (2) illustrates the increase of blood 
pressure and blood pressure low-frequency and high-
frequency short-term variability in one rat during exposure to 
emotional stress, due to simultaneous increase of sympathetic 
outflow to resistance vessels and respiration, respectively. 
Lower panel demonstrates how pre-treatment of rats with 
V1b antagonist abolished the effects of stress on both 
sympathetically- and respiration-mediated blood pressure 
variability. Since the V1b antagonist was injected previous 
to exposure to stress in the lateral ventricle of the rat, it is 
reasonable to propose that V1b antagonist acted at the 
neighboring brain structure with abundance of V1b receptors 
such as bed nucleus of the stria terminalis, well recognized 
to be involved in the emotional response to stress [143]. 
Recently, Lolait and collaborators [144-146] reported that 
V1bR knock-out mice, as well as mice pre-treated with 

 

Fig. (2). A 7 minutes-long recording of systolic arterial pressure (BP) in adult male Wistar rat and the corresponding time spectrum under 

basaline conditions (upper panel), during exposure to stress by immobilization without V1bR receptor antagonist pre-treatment (middle 

panel) or with V1bR receptor antagonist pre-treatment (lower panel). Arrows indicate simultaneous increase of the respiratory, high 

frequency (HF) and sympathetic low frequency (LF) oscillations of systolic BP induced by acute immobilization [59]. 
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V1bR receptor antagonist, exhibit diminished neuro- 
endocrine response to stress, as measured by the release of 
ACTH and blood corticosterone response, complementing 
our findings. 

 A number of animal studies suggest that affiliative social 
interactions elicit an increase in OT activity which then 
activates an anti-stress response that promotes bonding, 
relaxation and growth, while reducing cardiovascular and 
neuroendocrine stress responsivity [147-152]. For instance 
OT is found to blunt restraint-induced hypothalamo-pituitary 
axes activation [150, 151], to decrease cardiovascular 
responding to isolation [147], to reduce anxiety-like behavior 
[150] and promote social interactions [149]. Krause and 
collaborators [148] also found that OT mediates a buffering 
effect of hypernatremia on stress-induced behavioural, 
endocrine and cardiovascular response. In OT knock-out 
mice, Bernatova and co-workers [62] described accentuated 
BP and corticosterone response during exposure to acute 
stress. In line with their finding Wsol and coworkers [152] 
reported that central application of OTR receptor antagonist 
enhanced BP and HR increase to environmental stress. 
Clinical findings also support a role for OT as an anti-stress 
hormone. Altemus and co-workers [53] reported that 
lactating women have greater parasympathetic control of the 
heart, and Grewen and Light [153] found that plasma OT in 
lactating women is related with lower cardiovascular 
reactivity to stress.  

 It is noteworthy mentioning that pregnancy is a 
physiological state where important cardiovascular hemo- 
dynamic changes occur to meet the oxygen and nutritional 
requirements of the growing uterus and developing fetus. 
Strong evidence exists that VP and OT are involved in the 
mediation of the hypervolaemic and hyponatremic state in 
pregnancy (for detailed review see [154]). By the end of 
pregnancy blood volume is increased by 55% and plasma 
sodium concentration and osmolality are decreased by 4% 
[154], and this is induced by corpora lutea derived relaxin 
that stimulates VP release and drinking behavior [155]. At 
the same time OT neurons remain quiescent [156]. The 
mechanism of OT neurons quiescence to osmotic stimuli in 
pregnancy remains unexplored though allepregnenolon, a 
progesterone neurosteroid metabolite, was implicated [157-
159]. As a consequence of hypervolaemia, maternal cardiac 
output increases and this is accompanied by gradual increase 
of myocardial contractility provoking mild left ventricular 
hypertrophy by the end of pregnancy [160]. At the same time 
remodeling of cardiovascular neurogenic control occurs and 
the baro-receptor reflex sensitivity is decreased (for review 
refer to [161]), as well as the peripheral resistance and blood 
pressure. Moreover, the responsiveness of maternal vessels 
to pressor agents is reduced while the responsiveness to 
vasodilators is enhanced. At this point there is no evidence 
that VP and OT contribute to neurogenic and hemodynamic 
remodeling in pregnancy [57, 162].  

PATHOPHYSIOLOGICAL IMPLICATIONS  

 Several lines of experimental evidence suggest that VP 
contributes to the pathogenesis of hypertension. In 
genetically hypertensive rats [115, 163-168] and rats with 
endocrine hypertension [169] V1aR receptor antagonists 

have been found to reduce BP. Moreover, spontaneously 
hypertensive rats and humans have been shown to have 
elevated plasma VP concentration [170] and exhibit 
enhanced vascular responsiveness to exogenously applied 
VP [82, 171]. However this elevation of VP in blood of 
hypertensive animals and humans is insufficient to justify the 
increase of BP in hypertension; it rather correlates well to the 
severity of hypertension [170]. Some earlier reports have 
suggested that chronic stimulation of V1R receptors in 
normotensive rat resulted in sustained hypertension [172, 
173]. A more recent work by the same author [174] 
demonstrated that VP, even in sub-pressor doses, produced 
sustained hypertension in Dahl salt sensitive rats with 
impaired renal medullary NO that mediates V2R receptor 
vasodilatation. Moreover, in spontaneously hypertensive 
rats, deoxicorticosterone acetate-salt hypertension, rennin 
transgenic hypertension and reno-vascular hypertension, 
there is an over-activation of the brain vasopressinergic 
system and altered expression of V1R receptors in the brain 
[175-177]. Yi and collaborators [178] have also reported 
increased VP synthesis in PVN and SON of spontaneously 
hypertensive rats that develop stroke. Petersson and 
coworkers [179] investigated the role of OT in hypertension. 
They reported that OT has an antihypertensive effect in 
spontaneously hypertensive male rats. We have noted that, in 
spontaneously hypertensive rats a buffering effect VP on BP 
short-term variability is impaired [115], and postulated that 
this failure could contribute to increased BP variability, an 
independent risk marker for end-organ damage in 
hypertension [180]. Altogether, experimental and clinical 
data suggest that VP does not play a key role in the etiology 
of hypertension, but that it rather impinges on the severity of 
disease and its prognosis. 

 It is now well established that VP contributes to the 
pathogenesis of heart failure. Enhanced release of VP in 
heart failure is initiated by the decrease of cardiac output and 
subsequent stimulation of the baro-receptor reflex. VP 
released in the circulation acts to increase blood volume and 
arterial resistance, while centrally liberated vasopressin 
increases sympathetic outflow to the cardiovascular system 
[181], burdening the failing heart and rising the risk for 
arrhythmias and sudden death. Increased sympathetic drive, 
circulating angiotensin II and tumor necrosis factor  
(released from the failing heart) also stimulate VP release, 
closing the positive feed-back loop [133, 182-184]. In the 
PVN of animals with failing heart a reduction of GABA 
content was reported suggesting removal of the tonic 
inhibition of pre-sympathetic neurons [185, 186]. At present, 
V2R receptor antagonists – vaptans that act peripherally to 
produce water diuresis, have been introduced in the 
treatment of hyponatremic hypervolaemia associated with 
advanced stages of heart failure. Unfortunately vaptans do 
not appear to delay the progression of heart failure or to 
decrease mortality [187]. For novel central mechanisms and 
challenges for new drug development in heart failure refer to 
[188].  

CONCLUSION AND PERSPECTIVES 

 There is no doubt that neurohypophyseal peptides  
VP and OT, both as hormones and neurotransmitters/ 
neuromodulators influence vital functions, the cardiovascular 



Vasopressin and Oxytocin in Cardiovascular Control Current Neuropharmacology, 2013, Vol. 11, No. 2    225 

system and respiration. The modulation of the cardiovascular 
system occurs at many levels, the kidneys, the vasculature, 
and the nervous system. In the kidneys, VP and OT act in 
complementary manner to maintain osmotic homeostasis: 
while VP conserves water OT eliminates sodium. 
Remodeling of VP and OT neurons is crucial in osmotic 
adaptation to pregnancy. In blood vessels, VP and OT are 
both vasoconstrictors and increase peripheral resistance, but 
they can also produce vasodilatation in the lungs and the 
brain. In the brain, VP and OT act like enhancers of 
sympathetic outflow and respiration, while peripherally, VP 
augments the sensitivity of the baro-receptor reflex via the 
area postrema. Therefore VP and OT are important in the 
cardiovascular response to stress. While VP supports the 
activation of the hypothalamo-pituitary and sympatho-
adrenal axes, OT buffers the effects of stress on the 
cardiovascular system. Evidence has been provided that 
vasopressinergic mechanisms contribute to deterioration of 
hypertension and heart failure and that OT has hypotensive 
properties and promotes cardiac regeneration. However we 
still know very little about the process within the PVN that 
dictates neurocardiogenic remodeling in cardiovascular 
disease. We also need to elucidate the role of OT in 
cardiovascular pathology and evaluate its potential in 
cardiovascular healing.  
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ABBREVIATONS 

VP = Vasopressin 

OT = Oxytocin 

V1aR = vasopressin V1a receptor 

V1bR = vasopressin V1b receptor 

V2R = vasopressin V2 receptor 

OTR = oxytocin receptor 

SON = supraoptic nucleus 

PVN = paraventricular nucleus 

ACTH = adrenocorticotrophic hormone  

BP = blood pressure 

HR = heart rate 

LF = low-frequency  

HF = high-frequency 

nNOS = neural nitric oxide synthase 

COX-2 = cyclooxigenase – 2 

NO = nitric oxide 

PGE2 = prostaglndin E2 

GABA = gamma aminobutiryc acid 

REFERENCES 

[1] Burbach, J.P.; Luckman, S.M.; Murphy, D.; Gainer, H. Gene 
regulation in the magnocellular hypothalamo-neurohypophyseal 
system. Physiol. Rev., 2001, 81, 1197-1267.  

[2] Geerling, J.C.; Shin, J-W.; Chimenti, P.C.; Loewy, A.D. 
Paraventricular hypothalamic nucleus: axonal projections to the 
brainstem. J. Comp. Neurol., 2010, 518(9), 1460-1499. 

[3] Caramelo, C.; Tsai, P.; Okada, K.; Briner, V.A.; Schrier, R.W. 
Mechanisms of rapid desensitisation to arginine vasopressin in 
vascular smooth muscle cells. Am. J. Physiol., 1991, 260, F46-F52.  

[4] Innamorati, G.; Le Gouill, C.; Balamotis, M.; Birnbaumer, M. The 
long and short cycle. Alternative intracellular routes for trafficking 
of G-protein-couplerd receptors. J. Biol. Chem., 2001, 276(16), 

13096-13103. 
[5] Oakley, R.H.; Laporte, S.A.; Holt, J.A.; Barak, L.S.; Caron, M.G. 

Association of beta-arrestin with G protein-coupled receptors 
during clathrin-mediated endocytosis dictates the profile of 
receptor resensitization. J. Biol. Chem., 1999, 274, 32248-32257. 

[6] Ludwig, M.; Leng, G. Dendritic peptide release and peptide-

dependent behaviours. Nature, 2006, 7, 126-136. 
[7] du Vigneaud, V.; Ressler, C.; Trippett, S. The sequence of amino 

acids in oxytocin, with a proposal for the structure of oxytocin. J. 

Biol. Chem., 1953, 205, 949-957.  
[8] du Vigneaud, V.; Lawler, H.C.; Popenoe, E.A. Enzymatic cleavage 

of glycinamide from vasopressin and a proposed structure for this 

pressor-antidiuretic hormone of the posterior pituitary. J. Am. 

Chem. Soc., 1953, 75, 4880-4881.  
[9] Acher, R.; Chauvet, J. La structure de la vasopressin de boeuf. 

Biochim. Biophys. Acta, 1953, 12, 487-488.  
[10] De Bree, F.M.; van der Kleij, A.A.; Nijenhuis, M.; Zalm, R.; 

Murphy, D.; Burbach, J.P. The hormone domain of the vasopressin 

prohormone is required for the correct prohormone trafficking 
through the secretory pathway. J. Neuroendocrinol., 2003, 15, 
1156-1163. 

[11] Stoop, R. Neuromodulation by oxytocin and vasopressin. Neuron, 
2012, 76, 142-159. 

[12] Brinton, R.E.; Gee, K.W.; Wamsley, J.K.; Davis, T.P.; Yamamura, 

H.I. Regional distribution of putative vasopressin receptors in rat 
brain and pituitary by quantitative autoradiography. Proc. Natl. 

Acad. Sci. USA, 1984, 81, 7248-7252.  

[13] Ostrowski, N.L.; Lolait, S.J.; Bradley, D.J.; O’Carroll, A.M.; 
Brownstein M.J.; Young, W.S.3rd () Distribution of V1a and V2 
vasopressin receptor messenger ribonucleic acids in rat liver, 

kidney, pituitary and brain. Endocrinology, 1992, 131(1), 533-535.  
[14] Ostrowski, N.L.; Lolait, S.J.; Young, W.S.3rd. Cellular localization 

of vasopressin V1a receptor messenger ribonucleic acid in adult 

male rat brain, pineal, and brain vasculature. Endocrinology, 1994, 
135(4), 1511-1528. 

[15] Hirasawa, A.; Hashimoto, K.; Tsujimoto, G. Distribution and 

developmental change of vasopressin V1A and V2 receptor mRNA 
in rats. Eur. J. Pharmacol., 1994, 267(1), 71-75. 

[16] Hurbin, A.; Orcel, H.; Alonso, G.; Moos, F.; Rabie, A. The 

vasopressin receptors colocalize with vasopressin in the 
magnocellular neurons of the rat supraoptic nucleus and are 
modulated by water balance. Endocrinology, 2002, 143, 456-466. 

[17] Kato, Y.; Igarashi, N.; Hirasawa, A.; Tsujimoto, G.; Kobayashi, M. 
Distribution and developmental changes in vasopressin V2 receptor 
mRNA in rat brain. Differentiation, 1995, 59(3), 163-169.  

[18] Hernando, F.; Schoots, O.; Lolait, S.J.; Burbach, J.P.H. Immuno- 
histochemical localization of the vasopressin V1b receptor in the 
rat brain and pituitary gland: anatomical support for its 

involvement in the central effects of vasopressin. Endocrinology, 
2001, 142, 1659-1668. 

[19] Vargas, K.J.; Sarmiento, J.M.; Ehrenfeld, P.; Añazco, C.C.; 

Villanueva, C.I.; Carmona, P.L.; Brenet, M.; Navarro, J.; Müller-
Esterel, W.; González, C.B. Postnatal expression of V2 vasopressin 
receptor splice variants in the rat cerebellum. Differentiation, 2009, 

77(4), 377-385.  



226    Current Neuropharmacology, 2013, Vol. 11, No. 2 Nina Japund i - igon 

[20] Barberis, C.; Mouillac, B.; Durroux, T. Structural bases of 

vasopressin /oxytocin receptor function. J. Endocrinol., 1998, 156, 
223-229.  

[21] Birnbaumer, M. Vasopressin receptors. Trends Endocrinol. Metab., 

2000, 11(10), 406-410.  
[22] Gimpl, G.; Fahrenholc, F. The oxytocin receptor system: structure, 

function, and regulation. Physiol. Rev., 2001, 81(2), 629-683. 

[23] Thibonnier, M.; Coles, P.; Thibonnier, A.; Shoham, M. The basic 
and clinical pharmacology of nonpeptide vasopressin receptor 
antagonists. Annu. Rev. Pharmacol. Toxicol., 2001, 41, 175-202. 

[24] Tribollet, E.; Barberis, C.; Jard, S.; Dubois-Dauphin, M.; Dreifuss, 
J.J. Localization and pharmacological characterization of high 
affinity binding sites for vasopressin and oxytocin in the rat brain 

by light microscopic autoradiography. Brain Res., 1988, 442, 105-
118. 

[25] Manning, M.; Misicka, A.; Olma, A.; Bankowski, K.; Stoev, S.; 

Chini, B.; Durroux, T.; Mouillac, B.; Corbani, M.; Guillon, G. 
Oxytocin and vasopressin agonists and antagonists as research tools 
and potential therapeutics. J. Neuroendocrinol. 2012, 24(4), 609-

628. 
[26] Wong, L.L.; Verbalis, J.G. Vasopressin V2 receptor antagonists. 

Cardiovasc. Res., 2001, 51, 391-402. 

[27] Kimura, T.; Tanizawa, O.; Mori, K.; Brownstein, M.J.; Okayama, 
H. Structure and expression of a human oxytocin receptor. Nature, 
1992, 356, 526-529. 

[28] Birnbaumer, M.; Seibold, A.; Gilbert, S.; Ishido, M.; Baberis, C.; 
Antaramian, A.; Brabet, P.; Rosenthal, W. Molecular cloning of the 
receptor for human antidiuretic hormone. Nature, 1992, 357, 333-

335.  
[29] Lolait, S.J.; O'Carroll, A.M.; McBride, O.W.; Konig, M.; Morel, 

A.; Brownstein, M.J. Cloning and characterization of a vasopressin 

V2 receptor and possible link to nephrogenic diabetes insipidus. 
Nature, 1992, 357, 336-339.  

[30] Morel, A.; O'Carroll, A.M.; Brownstein, M.J; Lolait, S.J. 

Molecular cloning and expression of a rat V1a arginine vasopressin 
receptor. Nature, 1992, 356, 523-526. 

[31] Sugimoto, T.; Saito, M.; Mochizuki, S.; Watanabe, Y.; Hashimoto, 

S.; Kawashima, H. Molecular cloning and functional expression of 
a cDNA encoding the human V1b vasopressin receptor. J. Biol. 

Chem., 1994, 269, 27088-27092.  

[32] Thibonnier, M.; Auzan, C.; Madhun, Z.; Wilkins, P.; Berti-Mattera, 
L.; Clauser, E. Molecular cloning, sequencing, and functional 
expression of a cDNA enconding the human V1a vasopressin 

receptor. J. Biol. Chem., 1994, 269, 3304-3310.  
[33] Rivier, C.; Vale, W. Interaction of corticotropin-releasing factor 

and arginine vasopressin on adrenocorticotropin secretion in vivo. 

Endocrinology, 1983, 113, 939-942. 
[34] Landgraf, R.; Neumann, I.D. Vasopressin and oxytocin release 

within the brain: a dynamic concept of multiple and variable modes 

of neuropeptide communication. Front. Neuroendocrinol., 2004, 
25(3-4), 150-176. 

[35] Landgraf, R.; Wigger, A. High vs. low anxiety-related behavior 

rats: an animal model of extremes in trait anxiety. Behav. Genet., 
2002, 32, 301-314.  

[36] Insel, T.R.; Wang, Z.X.; Ferris, C.F. Patterns of brain vasopressin 

distribution associated with social organization in microtine 
rodents. J. Neurosci., 1994, 14, 5381-5392. 

[37] Walum, H.; Westberg, L.; Henningsson, S.; Neiderhiser, J.; M.; 

Reiss, D.; Igl, W.; Ganiban, J.; M.; Spotts, E.L.; Pedersen, N.L.; 
Ericsson, E.; Lichtenstein, P. Genetic variations in the vasopressin 
receptor 1a gene (AVPR1A) associates with pair bonding behavior 

in humans. Proc. Natl. Acad. Sci. USA, 2008, 105, 14153-14156. 
[38] Pan, Y.; Metzenberg, A.; Das, S.; Jing, B.; Gitschier, J. Mutations 

in the V2 vasopressin receptor gene are associated with X-linked 

nephrogenic diabetes insipidus. Nat. Genet., 1992, 2, 103-106. 
[39] Friedman, E.; Bale, A.E.; Carson, E.; Boson, W.; Nordenskjöld, 

M.; Ritzen, M.; Ferreira, P.C.; Jammal, A.R.; De Marco, L. 

Nephrogenic diabetes insipidus: an X chromosome-linked 
dominant inheritance pattern with a vasopressin type 2 receptor 
gene that is structurally normal. Proc. Natl. Acad. Sci. USA., 1994, 

91, 8457-8461. 
[40] Birnbaumer, M. The V2 vasopressin receptor mutations and fluid 

homeostasis. Cardiovasc. Res., 2001, 51, 409-415.  

[41] Morello, JP.; Salahpour, A.; Laperriere, A.; Bernier, V.; Arthus, 
MF.; Lonergan, M.; Petäjä-Repo, U.; Angers, S.; Morin, D.; 
Bichet, D.G.; Bouvier, M. Pharmacological chaperones rescue 
cell-surface expression and function of misfolded V2 vasopressin 
receptor mutants. J. Clin. Invest., 2000, 105, 887-895. 

[42] McKinley, M.J.; Mathai, M.L.; McAllen, R.M.; McClear, R.C.; 
Miselis, R.R.; Pennington, G.L.; Vivas, L.; Wade, J.D.; Oldfield, 

B.J. Vasopressin secretion: osmotic and hormonal regulation by the 
lamina terminalis. J. Neuroendocrinol., 2004, 16(4), 340-347. 

[43] Bankir, L. Antidiuretic action of vasopressin: quantitative aspects 

and interaction between V1a and V2 receptor mediated effects. 
Cardiovasc. Res., 2001, 51, 372-390.  

[44] Hasser, E.M.; Bishop, V.S.; Hay, M. Interactions between 

vasopressin and baroreflex control of the sympathetic nervous 
system. Clin. Exp. Phramcol. Physiol., 1997, 24, 102-108. 

[45] Coote, J.H. A role for the paraventricular nucleus of the 

hypothalamus in the autonomic control of heart and kidney. Exp. 

Physiol., 2004, 90, 169-173.  
[46] Kc, P.; Dick, T.E. Modulation of cardiorespiratory function 

mediated by the paraventricular nucleus. Respir. Physiol. 

Neurobiol., 2010, 174(1-2), 55-64. 
[47] Altura, B.M.; Altura, B.T. Actions of vasopressin, oxytocin, and 

synthetic analogs on vascular smooth muscle. Fed. Proc., 1984, 
43(1), 80-86.  

[48] Hirsch, A.T.; Dzau, V.J.; Majzoub, J.A.; Creager, M.A. 

Vasopressin-mediated forearm vasodilation in normal humans: 
evidence for a vascular vasopressin V2 receptor. J. Clin. Invest., 
1989, 84, 418-426. 

[49] Russ, R.D.; Resta, T.C.; Walker, B.R. Pulmonary vasodilatory 
response to neurohypophyseal peptides in the rat. J. Appl. Physiol., 
1992, 73(2), 473-478. 

[50] Aki, Y.; Tamaki, T.; Kiyomoto, H.; He, H.; Yoshida, H.; Iwao, H.; 
Abe, Y. Nitric oxide may participate in V2 vasopressin-receptor-
mediated renal vasodilation. J. Cardiovasc. Pharmacol., 1994, 

23(2), 331-336.  
[51] Cowley, Jr.A.W. Control of the renal medullary circulation by 

vasopressin V1 and V2 receptors in the rat. Exp. Physiol., 2000, 85, 

223S-231S.  
[52] Russ, R.D.; Walker, B.R. Role of nitric oxide in vasopressinergic 

pulmonary vasodilatation. Am. J. Physiol., 1992, 262 (3 Pt 2), 

H743-H747. 
[53] Altemus, M.; Redwine, L.S.; Leong, Y.M.; Frye, C.A.; Porges, 

S.W.; Carter, C.S. Responses to laboratory psychosocial stress in 

postpartum women. Psychosom. Med., 2001, 63(5), 814-821.  
[54] Loichot, C.; Krieger, J.P.; De Jong, W.; Nisato, D.; Imbs, J.L.; 

Barthelmebs, M. High concentrations of oxytocin cause 

vasoconstriction by activating vasopressin V1a receptors in the 
isolated perfused rat kidney. Naunyn Scmiedebergs Arch. 

Pharmacol., 2001, 363(4), 369-375. 

[55] Thibonnier, M.; Conarty, D.M.; Preston, J.A.; Plesnicher, C.L.; 
Dweik, R.A.; Erzurum, S.C. Human vascular endothelial cells 
express oxytocin receptors. Endocrinology, 1999, 140(3), 1301-

1309. 
[56] Katusic, Z.S.; Shepherd, J.T.; Vanhoutte, P.M. Oxytocin causes 

endothelium-dependent relaxation of canine basilar arteries by 

activating V1-vasopressinergic receptors. J. Pharmacol. Exp. Ther., 
1986, 236, 166-170. 

[57] Miller, M.E.; Davidge, S.T.; Mitchell, B.F. Oxytocin does not 

directly affect vascular tone in vessels from nonpregnant and 
pregnant rats. Am. J. Physiol. Heart Circ. Physiol., 2002, 282(4), 
H1223- H1228.  

[58] Japund i - igon, N. Effects of nonpeptide V1a and V2 antagonists 
on blood pressure fast oscillations in conscious rats. Clin. Exp. 

Hypertens., 2001, 23(4), 277-292. 

[59] Milutinovi , S.; Murphy, D.; Japundzi -Zigon, N. The role of 
central vasopressin receptors in the modulation of autonomic 
cardiovascular controls: a spectral analysis study. Am. J. Physiol. 

Regul. Integr. Comp. Physiol., 2006, 291(6), R1579-R1591.  
[60] Petersson, M.; Alster, P.; Lundeberg, T.; Uvnäs-Moberg, K. 

Oxytocin causes a long-term decrease of blood pressure in female 

and male rats. Physiol. Behav., 1996, 60(5), 1311-1315. 
[61] Koshimizu, T.A.; Nasa, Y.; Tanoue, A.; Oikawa, R.; Kawahara, Y.; 

Kiyono, Y.; Adachi, T.; Tanaka, T.; Kuwaki, T.; Mori, T.; Takeo, 



Vasopressin and Oxytocin in Cardiovascular Control Current Neuropharmacology, 2013, Vol. 11, No. 2    227 

S.; Okamura, H.; Tsujimoto, G. V1a vasopressin receptors maintain 

normal blood pressure by regulating circulating blood volume and 
baroreflex sensitivity. Proc. Natl. Acad. Sci. USA, 2006, 103(20), 
7807-7812. 

[62] Bernatova, I.; Rigatto, K.V.; Key, M.P.; Morris, M. Stress-induced 
pressor and corticosterone response in oxytocine-deficient mice. 
Exp. Physiol., 2004, 89, 549-557.  

[63] Aoyagi, T.; Koshimizu, T.; Tanoue, A. Vasopressin regulation of 
blood pressure and volume: findings from V1a receptor-deficient 
mice. Kidney Int., 2009, 76(10), 1035-1039.  

[64] Conrad, K.P.; Gellai, M.; North, W.G.; Valtin, H. Influence of 
oxytocin on renal hemodynamics and sodium excretion. Ann. N.Y. 

Acad. Sci., 1993, 689, 346-362.  

[65] Gutkowska, J.; Jankowski, M. Oxytocin revisited: its role in 
cardiovascular regulation. J. Neuroendocrinol., 2012, 24, 599-608. 

[66] Gutkowska, J.; Jankowski, M.; Lambert, C.; Mukaddam-Daher, S.; 

Zingg, H.H.; McCann S.M. Oxytocin releases atrial natriuretic 
peptide by combining with oxytocin receptors in the heart. Proc. 

Natl. Acad. Sci. USA, 1997, 94, 11704-11709. 

[67] Jankowski, M.; Hajjar, F.; Al Kawas, S.; Mukaddam-Dahler, S.; 
Hoffman, G.; McCann S.M.; Gutkowska, J. Rat heart: a site of 
oxytocin production and action. Proc. Natl. Acad. Sci. USA, 1997, 

95, 14558-14563. 
[68] Jankowski, M.; Wang, D.; Hajjar, F.; Mukaddam-Dahler, S.; 

McCann, S.M.; Gutkowska, J. Oxytocin and its receptors are 

synthesized in the rat vasculature. Proc. Natl. Acad. Sci. USA, 
2000, 97, 6207-6211. 

[69] Narkiewicz, K.; Grassi, G. Imapired baroreflex sensitivity as a 

potential marker of cardiovascular risk in hypertension. J. 

Hypertens., 2008, 26, 1303-1304.  
[70] Montani, J.P.; Liard, JF.; Schoun, J.; Möhring, J. Hemodynamic 

effects of exogenous and endogenous vasopressin at low plasma 
concentrations in conscious dogs. Circ. Res., 1980, 47(3), 346-355. 

[71] Undesser, K.P.; Hasser, E.M.; Haywood, J.R.; Johnson, A.K.; 

Bishop, V.S. Interactions of vasopressin with the area postrema in 
arterial baroreflex function in conscious rabbits. Circ. Res., 1985, 
56(3), 410-417. 

[72] Brizzee, B.L.; Walker, B.R. Vasopressinergic augmentation of 
cardiac baroreceptor reflex in conscious rats. Am. J. Physiol., 1990, 
258(4 Pt 2), R860-R868. 

[73] Cowley, Jr.A.W.; Monos, E.; Guyton, A.C. Interaction of 
vasopressin and the baroreceptor reflex system in the regulation of 
arterial blood pressure in the dog. Circ. Res., 1974, 34(4), 505-514.  

[74] Bishop, V.S.; Hasser, E.M.; Nair, U.C. Baroreflex control of renal 
nerve activity in conscious animals. Circ. Res., 1987, 61(4 Pt 2), 
I76-I81.  

[75] Leslie, R.A.; Gwyn, D.G. Neuronal connections of the area 
postrema. Fed. Proc., 1984, 43(15), 2941-2943. 

[76] Shapiro, R.E.; Miselis, R.R. The central neural connections of the 

area postrema of the rat. J. Comp. Neurol., 1985, 234(3), 344-364. 
[77] Elliot, J.M.; West, M.J.; Chalmers, J. Effects of vasopressin on 

heart rate in conscious rabbit. J. Cardiovasc. Pharmacol., 1985, 7, 

6-11. 
[78] Michelini, L.C.; Bonagamba, L.G. Baroreceptor reflex modulation 

by vasopressin microinjected into the nucleus tractus solitarii of 

conscious rats. Hypertension, 1988, 11(2 pt 2), I75-I79.  
[79] Suzuki, S.; Takeshita, A.; Imaizumi, T.; Hirooka, Y.; Yoshida, M.; 

Ando, S.; Nakamura, M. Central nervous sytem mechanisms 
involved in the inhibition of renal sympathetic nerve activity 
induce by arginine vasopressin. Circ. Res., 1989, 65, 1390-1399. 

[80] Hasser, E.M.; Bishop, V.S. Reflex effect of vasopressin after 

blockade of V1 receptors in the area postrema. Circ. Res., 1990, 
67(2), 265-271. 

[81] Imai, Y.; Nolan, P.L.; Johnston, C.I. Endogenous vasopressin 

modulates the baroreflex sensitivity in rats. Clin. Exp. Pharmacol. 

Physiol., 1983, 10(3), 289-292. 
[82] Sampey, D.B.; Burrell, L.M.; Widdop, R.E. Vasopressin V2 

receptor enhances gain of baroreflex in conscious spontaneously 
hypertensive rats. Am. J. Physiol., 1999, 276, R872-R879. 

[83] Nakayama, Y.; Takano, Y.; Eguchi, K.; Migita, K.; Saito, R.; 

Tsujimoto, G.; Kamiya, K. Modulation of the arterial baroreceptor 
reflex by the vasopressin receptor in the area postrema of the 
hypertensive rats. Neurosci. Lett., 1997, 226, 179-182. 

[84] Oikawa, R.; Nasa, Y.; Ishii, R.; Kuwaki, T.; Tanoue, A.; 

Tsujimoto, G.; Takeo, S. Vasopressin V1A receptor enhances 
baroreflex via the central component of the reflex arc. Eur. J. 

Pharmacol., 2007, 558(1-3), 144-150.  

[85] Fujiwara, Y.; Tanoue, A.; Tsujimoto, G.; Koshimizu, T.A. The 
roles of V1a vasopressin receptors in blood pressure homeostasis: a 
review of studies on V1a receptor knockout mice. Clin. Exp. 

Nephrol., 2012, 16(1), 30-34. 
[86] Yang, J.; Yang, Y.; Chen, J.M.; Wang, G.; Xu, H.T.; Liu, W.Y.; 

Lin, B.C. Periaqueductal gray knockdown of V2, not V1a and V1b 

receptor influences nociception in the rat. Neurosci. Res., 2007, 
57(1), 104-111. 

[87] Rocha e Silva, M.; Rosenberg, M. The release of vasopressin in 

response to hemorrhage and its role in the mechanism of blood 
pressure regulation. J. Physiol., 1969, 202, 535-557. 

[88] Laycock, J.F.; Penn, W.; Shirley, D.G.; Walter, S.J. The role of 

vasopressin in blood pressure regulation immediately following 
acute hemorrhage in the rat. J. Physiol., 1979, 296, 267-275.  

[89] Fujisawa, Y.; Miyatake, A.; Hayashida, Y.; Aki, Y.; Kimura, S.; 

Tamaki, T.; Abe, Y. Role of vasopressin on cardiovascular changes 
during hemorrhage in conscious rats. Am. J. Physiol., 1994, 267(5 
Pt 2), H1713-H1718. 

[90] Imai, Y.; Kim, C-Y.; Hashimoto, J.; Minami, N.; Munataka, M.; 
Abe, K. Role of vasopressin in neurocardiogenic response to 
hemorrhage in conscious rats. Hypertension, 1996, 27, 136-143. 

[91] Kakiya, S.; Arima, H.; Yokoi, H.; Murase, T.; Yambe, Y.; Oiso, Y. 
Effects of acute hypotensive stimuli on arginine vasopressin gene 
transcription in the rat hypothalamus. Am. J. Physiol. Endocrinol. 

Metab., 2000, 279, E886-E892. 
[92] Peuler, J.D.; Schmid, P.G.; Morgan, D.A.; Mark, A.L. Inhibition of 

renal sympathetic activity and heart rate by vasopressin in 

hemorrhaged diabetes insipidus rats. Am. J. Physiol. Heart Circ. 

Physiol., 1990, 258, H706-H712. 
[93] Julien, C.; Chapuis, B.; Cheng, Y.; Barrès, C. Dynamic interactions 

between arterial pressure and sympathetic nerve activity: role of 
arterial baroreceptors. Am. J. Physiol. Regul. Integr. Comp. 

Physiol., 2003, 285(4), R834-R841. 

[94] Lovick, T.A.; Malpas, S.C.; Mahoney, M.T. Renal vasodilatation in 
response to acute volume load is attenuated following lesions of the 
parvocellular neurons in the paraventricular nucleus in the rat. J. 

Auton. Nerv. Syst., 1993, 43, 247-255. 
[95] Haselton, J.R.; Goering, J.; Patel, K.P. Parvocellular neurons of the 

paraventricular nucleus are involved in the reduction in renal nerve 

discharge during isotonic volume expansion. J. Auton. Nerv. Syst., 
1994, 50, 1-11. 

[96] Deng, Y.; Kaufman, S. Effects of pregnancy on activation of 

central pathways following atrial distension. Am. J. Physiol., 1995, 
269, R552-R556. 

[97] Lovick, T.A.; Coote, J.H. Electrophysiological properties of 

paraventriculo-spinal neurons in the rat. Brain Res., 1988, 454, 
123-130.  

[98] Lovick, T.A.; Coote, J.H. Effects of volume loading on 

paraventriculo-spinal neurons in the rat. J. Auton. Nerv. Syst., 1988, 
25, 135-140. 

[99] Lovick, T.A.; Coote, J.H. Circulating natriuretic factor activates 

vagal afferent inputs to paraventriculo-spinal neurons in the rat. J. 

Auton. Nerv. Syst., 1989, 26, 129-134. 
[100] Strack, A.M.; Sawyer, W.B.; Hughes, J.H.; Platt, K.B.; Loewy, 

A.D. A general pattern of CNS innervations of the sympathetic 
outflow demonstrated by transneuronal pseudorabies viral 
infection. Brain Res., 1989, 491, 156-162.  

[101] Schramm, L.P.; Strack, A.M.; Platt, K.B.; Loewy, A.D. Peripheral 
and central pathways regulating the kidney: a study using 
pseudorabies virus. Brain Res., 1993, 616, 251-262.  

[102] Yang, Z.; Wheatley, M.; Coote, J.H. Neuropeptides, amines and 
amino acids as mediators of the sympathetic effects of 
paraventricular nucleus activation in the rat. Exp. Physiol., 2002, 

87, 663-674. 
[103] Redgate, E.S. Hypothalamic influence on respiration. Ann. N.Y. 

Acad. Sci., 1963, 109, 606-618. 

[104] Duan, Y.F.; Winters, R.; McCabe, P.M.; Green, E.J.; Huang, Y.; 
Schneiderman, N. Cardiorespiratory components of defense 



228    Current Neuropharmacology, 2013, Vol. 11, No. 2 Nina Japund i - igon 

reaction elicited from paraventricular nucleus. Physiol. Behav., 

1997, 61, 325-330. 
[105] Schlenker, E.; Barnes, L.; Hansen, S.; Martin, D. Cardiorespiratory 

and metabolic responses to injection of bicuculline into the 

hypothalamic paraventricular nucleus (PVN) of conscious rats. 
Brain Res., 2001, 895, 33-40.  

[106] Swanson, L.W.; Sawchenko, P.E. Hypothalamic integration: 

organization of the paraventricular and supraoptic nuclei. Annu. 

Rev. Neurosci., 1983, 6, 269-324.  
[107] Koshya, N.; Guyenet, P.G. NTS neurons with carotid 

chemoreceptor inputs arborize in the rostral ventrolateral medulla. 
Am. J. Physiol., 1996, 270, R1273-1278. 

[108] Reddy, M.K.; Patel, K.P.; Schultz, H.D. Differential role of the 

paraventricular nucleus of the hypothalamus in modulating the 
sympathoexcitatory component of peripheral and central 
chemoreflexes. Am. J. Physiol. Regul. Integr. Comp. Physiol., 

2005, 289, R789-R797. 
[109] Yeh, E.R.; Erokwu, B.; LaManna, J.C.; Haxhiu, M.A. The 

paraventricular nucleus of the hypothalamus influences respiratory 

timing and activity in the rat. Neurosci. Lett., 1997, 232, 63-66.  
[110] Kc, P.; Haxhiu, M.A.; Tolentino-Silva, F.P.; Wu, M.; Trouth, C.O.; 

Mack, S.O. Paraventricular vasopressin-containing neurons project 

to brain stem and spinal cord respiratory-related sites. Respir. 

Physiol. Neurobiol., 2002, 133, 75-88. 
[111] Mack, S.O.; Kc, P.; Wu, M.; Coleman, B.R.; Tolentino-Silva, F.P.; 

Haxhiu, M.A. Paraventricular oxytocin neurons are involved in 
neural modulation of breathing. J. Appl. Physiol., 2002, 92, 826-
834. 

[112] Kc, P.; Balan, K.V.; Tjoe, S.S.; Martin, R.J.; Lamanna, J.C.; 
Haxhiu, M.A.; Dick, T.E. Increased vasopressin transmission from 
the paraventricular nucleus to the rostral medulla augments 

cardiorespiratory outflow in chronic intermittent hypoxia-
conditioned rats. J. Physiol., 2010, 588(Pt 4), 725-740.  

[113] Mack, S.O.; Wu, M.; Kc, P.; Haxhiu, M.A. Stmulation of the 

hypothalamic paraventricular nucleus modulates cardiorespiratory 
responses via oxytocinergic innervation of neurons in pre-
Bötzinger complex. J. Appl. Physiol., 2007, 102 (1), 189-199. 

[114] Japund i - igon, N. Physiological mechanisms in regulation of 
blood pressure fast frequency variations. Clin. Exp. Hypertens., 
1998, 20(4), 359-388. 

[115] Japund i - igon, N.; Milutinovi , S.; Jovanovi , A. Effects of 
nonpeptide and selective V1 and V2 antagonists on blood pressure 
short-term variability in spontaneously hypertensive rats. J. 

Pharmacol. Sci., 2004, 95(1), 47-55. 
[116] Milutinovi , S.; Murphy, D.; Japundzi -Zigon, N. Central 

cholinergic modulation of blood pressure short-term variability. 

Neuropharmacology, 2006, 50(7), 874-883.  
[117] Ciriello, J.; Calaresu, F.R. Role of paraventricular and supraoptic 

nuclei in central cardiovascular regulation in the cat. Am. J. 

Physiol., 1980, 239, R137-R142.  
[118] Matsuguchi, H.; Sharabi, F.M.; Gordon, F.J.; Johnson, A.K.; 

Schmid, P.G. Blood pressure and heart rate responses to 

microinjection of vasopressin into the nucleus tractus solitarius 
region of the rat. Neuropharmacology, 1982, 21, 687-693. 

[119] Schmid, P.G.; Sharabi, F.M.; Guo, G.B.; Abboud, F.M.; Thames, 

M.D. Vasopressin and oxytocin in the neural control of the 
circulation. Fed. Proc., 1984, 43(1), 97-102. 

[120] Unger, T.; Rohmeiss, P.; Demmert, G.; Ganten, D.; Lang, E.R.; 

Luft, F.C. Differential modulation of the baroreceptor reflex by 
brain and plasma vasopressin. Hypertension, 1986, 8(Suppl II), II-
157-II-162.  

[121] Michelini, L.C. Endogenous vasopressin and the central control of 
heart rate during dynamic exercise. Braz. J. Med. Biol. Res., 1998, 
31, 1185-1195. 

[122] Dufloth, D.L.; Morris, M.; Michelini, L.C. Modulation of exercice 
tachycardia by vasopressin in the nucleus tractus solitarii. Am. J. 

Physiol. Regul. Integr. Comp. Physiol., 1997, 273(42), R1271-R1282. 

[123] Morris, M.; Callahan, M.F.; Li, P.; Lucion, A.B. Central oxytocin 
mediates stress-induced tachycardia. J. Neuroendocrinol., 1995, 7, 
455-459.  

[124] Brattström, A.; de Jong, W.; De Wied, D. Central vasopressin 
impairs baroreceptor heart arte refelex in conscious rats. J. 

Cardiovasc. Pharmacol., 1990, 15(1), 114-117.  

[125] Li, Y.F; Mayhan, W.G.; Patel, K.P. NMDA-mediated increase in 

renal sympathetic nerve discharge within the PVN: role of nitric 
oxide. Am. J. Physiol. Heart. Circ. Physiol., 2001, 281, H2328-
H2336. 

[126] Li, Y.F.; Jackson, K.L.; Stern, J.E.; Rabeler, B.; Patel, K.P. 
Interaction between glutamate and GABA systems in the 
integration of sympathetic outflow by the paraventricular nucleus 

of the hypothalamus. Am. J. Physiol. Heart Circ. Physiol., 2006, 
291(6), H2847-H2856.  

[127] Murphy, D.; Konopacka, A.; Hindmarch, C.; Paton, J.F.; Sweedler, 

J.V.; Gillette, M.U,; Ueta, Y.; Grinevich, V.; Lozi , M.; Japund i -
igon, N. The hypothalamic-neurohypophyseal system: from 

genome to physiology. J. Neuroendocrinol., 2012, 24(4), 539-553. 

[128] Brotman, D.J.; Golden, S.H.; Wittstein, I.S. The cardiovascular toll 
of stress. Lancet, 2007, 370, 1089-1100. 

[129] Sawchenko, P.E.; Li, H.Y.; Ericsson, A. Circuits and mechanisms 

governing hypothalamic responses to stress: a tale of two 
paradigms. Prog. Brain Res., 2000, 122, 61-78. 

[130] Carrasco, G.; Van de Kar, L.D. Neuroendocrine pharmacology of 

stress. Eur. J. Pharmacol., 2003, 463(1-3), 235-272. 
[131] Lolait, S.J.; O'Carroll, A.M.; Mahan, L.C.; Felder, C.C.; Button, 

D.C.; Young, W.S.3rd; Mezey, E.; Brownstein, M.J. Extrapituitary 

expression of the rat V1b vasopressin receptor gene. Proc. Natl. 

Acad. Sci. USA, 1995, 92(15), 6783-6787. 
[132] Scantamburlo, G.; Ansseau, M.; Legros, J.J. Role of the 

neurohypophysis in psychological stress. Encephale, 2001, 27(3), 
245-259.  

[133] Benarroch, E.E. Paraventricular nucleus, stress response, and 

cardiovascular disease. Clin. Auton. Res., 2005, 15, 254-263. 
[134] Stoji i , S.; Milutinovi , S.; arenac, O.; ivkovi , S.; Japund i -

igon, N. Central vasopressin V(1a) and V(1b) receptors modulate 

the cardiovascular response to air-jet stress in conscious rats. 
Biomed. Tech. (Berl)., 2006, 51(4), 268-271. 

[135] Stoji i , S.; Milutinovi -Smiljani , S.; arenac, O.; Milosavljevi , 

S.; Paton, J.;F.; Murphy. D.; Japund i - igon, N. Blockade of 
central vasopressin receptors reduces the cardiovascular response 
to acute stress in freely moving rats. Neuropharmacology, 2008, 

54(5), 824-836. 
[136] Carter, R.N.; Pinnock, S.B.; Herbert, J. Does the amygdala 

modulate adaptation to repeated stress? Neuroscience, 2004, 

126(1), 9-19. 
[137] Gray, M.; Innala, L.; Viau, V. Central vasopressin V1A receptor 

blockade impedes hypothalamic-pituitary-adrenal habituation to 

repeated restraint stress exposure in adult male rats. Neuro- 

psychopharmacology, 2012, 37(12), 2712-2719. 
[138] arenac, O.; Lozi , M.; Drakuli , S.; Baji , D.; Paton, J.F.; 

Murphy, D.; Japund i - igon, N. Autonomic mechanisms 
underpinning the stress response in borderline hypertensive rats. 
Exp. Physiol., 2011, 96(6), 574-589. 

[139] Japund i , N.; Grichois, M-L.; Zitoun, P.; Laude, D.; Elghozi, J-L. 
Spectral analysis of blood pressure and heart rate in conscious rats: 
effects of autonomic blockers. J. Auton. Nerv. Syst., 1990, 30(2), 

91-100. 
[140] Bertram, D.; Barres, C.; Cuisinaud, G.; Julien, C. The arterial 

baroreceptor reflex of the rat exhibits positive feedback properties 

at the frequency of mayer waves. J. Physiol., 1998, 513(Pt 1), 251-
261. 

[141] Liebach, G.; Wotjak, C.T.; Landgraf, R.; Engelmann, M. Septal 

vasopressin modulates anxiety-related behavior in rats, Neurosci. 

Lett., 1996, 217, 101-104. 
[142] Ebner, K.; Wotjak, C.T.; Landgraf, R.; Engelmann, M. Forced 

swimming triggers vasopressin release within the amygdala to 
modulate stress-coping strategies in rats. Eur. J. Neurosci., 2002, 
15, 384-388. 

[143] Stemmelin, J.; Lukovic, L.; Salome, N.; Griebel, G. Evidence that 
the lateral septum is involved in the antidepressant-like effects of 
the vasopressin V1b receptor antagonist, SSR149415. Neuro- 
psychopharmacology, 2005, 30, 35-42. 

[144] Lolait, S.J.; Stewart, L.Q.; Jessop, D.S.; Young, W.S.3rd; O’Carroll, 
A-M. The hypothalamic-Pituitary-Adrenal Axis response to  

stress in mice lacking functional vasopressin V1b receptors. 
Endocrinology, 2007, 148(2), 849-856. 



Vasopressin and Oxytocin in Cardiovascular Control Current Neuropharmacology, 2013, Vol. 11, No. 2    229 

[145] Stewart, L.Q.; Roper, J.A.; Young III, W.S.; O’Carroll, A-M.; 

Lolait, S.J. Pituitary-adrenal response to acute and repeated mild 
restraint, forced swim and change in environment stress in arginine 
vasopressin receptor 1b knockout mice. J. Neuroendocrinol., 2008, 

20, 597-605. 
[146] Roper, J.A.; Craighead, M.; O’Carroll, A-M.; Lolait, S.J. 

Attenuated stress response to acute restraint and forced swimming 

stress in arginine vasopressin 1b receptor subtype [Avpr 1b] 
receptor knockout mice and wild-type mice treated with novel 
Avpr 1b receptor antagonist. J. Neuroendocrinol., 2010, 22, 1173-

1180. 
[147] Grippo, A.J.; Trahanas, D.M.; Zimmerman, R.R.2nd; Porges, S.W.; 

Carter, C.S. Oxytocin protects against negative behavioral and 

autonomic consequences of long-term social isolation. 
Psychoneuroendocrinology, 2009, 34(10), 1542-1553. 

[148] Krause, E.G.; de Kloet, A.D.; Flak, J.N.; Smeltzer, M.D.; Solomon, 

M.B.; Eavanson, N,K.; Woods, S.C.; Sakai, R.R.; Herman, J.P. 
Hydration state controls stress responsiveness and social behavior. 
J. Neurosci., 2011, 31(14), 5470-5476. 

[149] Lee, P.R.; Brady, D.L.; Shapiro, R.A.; Dorsa, D.M.; Koenig, J.I. 
Social interaction deficits caused by chronic phencyclidine 
administration are reversed by oxytocin. Neuropsychopharmacology, 

2005, 30(10), 1883-1894. 
[150] Windle, R.J.; Shanks, N.; Lightman, S.L.; Ingram, C.D. Central 

oxytocin administration reduces stress-induced corticosterone 

release and anxiety behavior in rats. Endocrinology, 1997, 138(7), 
2829-2834.  

[151] Windle, R.J.; Kershaw, Y.M.; Shanks, N.; Wood, S.A.; Lightman, 

S.L.; Ingram, C.D. Oxytocin attenuates stress-induced c-fos mRNA 
expression in specific forebrain regions associated with modulation 
of hypothalamo-pituitary-adrenal activity. J. Neurosci., 2004, 

24(12), 2974-2982. 
[152] Wsol, A.; Cudnoch-Jedrzejewska, A.; Szczepanska-Sadowska, E.; 

Kowalewski, S.; Puchalska, L. Oxytocin in the cardiovascular 

responses to stress. J. Physiol. Pharmacol., 2008, 59 (Suppl 8), 
123-127. 

[153] Grewen, K.M.; Light, K.C. Plasma oxytocin is related to lower 

cardiovascular and sympathetic reactivity. Biol. Psychol., 2011, 
87(3), 340-349.  

[154] Brunton, P.J.; Arunachalam, S.; Russell, J.A. Control of 

neurohypophysial hormone secretion, blood osmolality and volume 
in pregnancy. J. Physiol. Pharmacol., 2008, 59(Suppl 8), 27-45.  

[155] Parry, L.J.; Poterski, R.S.; Summerlee, A.J. Effects of relaxin on 

blood pressure and the release of vasopressin and oxytocin in 
anesthetized rats during pregnancy and lactation. Biol. Reprod., 
1994, 50, 622-628. 

[156] Russell, J.A.; Leng, G.; Douglas, A.J. The magnocellular oxytocin 
system, the fount of maternity: adaptation in pregnancy. Front. 

Neuroendocrinol., 2003, 24(1), 27-61. 

[157] Concas, A.; Mosallino, M.C.; Porcu, P.; Follesa, P.; Barbaccia, 
M.L.; Trabucchi, M.; Purdy, R.H.; Grisenti, P.; Biggo, G. Role of 
brain allopregnanolone in the plasticity of g-aminobutyric acid type 

A receptor in rat brain during pregnancy and after delivery. Proc. 

Natl. Acad. Sci. USA, 1998, 95, 13284-13289. 
[158] Brunton, P.J.; Russell, J.A. Keeping oxytocin neurons under 

control during stress in pregnancy. Prog. Brain. Res., 2008, 170, 
365-377.  

[159] Brunton, P.J.; Bales, J.; Russell, J.A. Allopregnenolone and 

induction of endogenous opioid inhibition of oxytocin responses to 
immune stress in pregnant rats. J. Neuroendocrinol., 2012, 24(4), 
690-700. 

[160] Duvekot, J.J.; Peeters, L.L. Maternal cardiovascular hemodynamic 
adaptation to pregnancy. Obstet. Gynecol. Surv., 1994, 49(12 
Suppl.), S1-S14. 

[161] Brooks, V.L.; Cassaglia, P.A.; Zhao, D.; Goldman, R.K. Baroreflex 
function in females: changes with the reproductive cycle and 
pregnancy. Gend. Med., 2012, 9(2), 61-67. 

[162] Valdes, G.; Kaufmann, P.;Corthorn, J.; Erices, R.; Brosnihan, K.B.; 
Joyner-Grantham, J. Vasodilator factors in the systemic and local 
adaptations to pregnancy. Reprod. Biol. Endocrinol., 2009, 7, 79-

99. 
[163] Burrell, L.M.; Phillips, P.A.; Risvanis, J.; Aldred, K.L.; Hutchins, 

A.M.; Johnston, C.I. Attenuation of genetic hypertension after 

short-term vasopressin V1a receptor antagonism. Hypertension, 

1995, 26, 828-834.  
[164] Crofton, J.T.; Share, L.; Shade, R.E.; Allen, C.; Tarnowski, D. 

Vasopressin in the rat with spontaneous hypertension. Am. J. 

Physiol., 1978, 235, H361-H366. 
[165] Lo, M.; Julien, C.; Barrès, C.; Medeiros, I.; Allevard, A.M.; 

Vincent, M.; Sassard, J. Blood pressure maintenance in 

hypertensive sympathectomized rats. Renin-angiotensin system and 
vasopressin. Am. J. Physiol., 1991, 261, R1052-R1056. 

[166] Ogura, T.; Mitsui, T.; Yamamoto, I.; Katayama, E.; Ota, Z.; 

Ogawa, N. Differential changes in atrial natriuretic peptide and 
vasopressin receptor bindings in kidney of spontaneously 
hypertensive rat. Life Sci., 1987, 40, 233-238. 

[167] Vågnes, Ø.; Feng, J.J.; Iversen, B.M.; Arendshorst, W.J. 
Upregulation of V1 receptors in renal resistance vessels of rats 
developing genetic hypertension. Am. J. Physiol. Renal. Physiol., 

2000, 278:F940-F948.  
[168] Yamada, Y.; Yamamura, Y.; Chihara, T.; Onogawa, T.; Nakamura, 

S.; Yamashita, T.; Mori, T.; Tominaga, M.; Yabuuchi, Y. OPC-

21268, a vasopressin V1 antagonist, produces hypotension in 
spontaneously hypertensive rats. Hypertension, 1994, 23, 200-204. 

[169] Crofton, J.T.; Share, L.; Shade, R.E.; Lee Kwon W.J.; Manning, 

M.; Sawyer, W.H. The importance of vasopressin in the 
development and maintenance of DOC-salt hypertension in the rat. 
Hypertension, 1979, 1, 31-38. 

[170] Johnston, C.I. Vasopressin in circulatory control and hypertension. 
J. Hypertens., 1985, 3(6), 557-569. 

[171] Mohring, J.; Kintz, J.; Schoun, J.; McNeill, J.R. Pressor 

responsiveness and cardiovascular reflex in spontaneously 
hypertensive rats and normotensive rats during vasopressin 
infusion. J. Cardiovasc. Pharmacol., 1981, 3, 948-957. 

[172] Cowley, A.W.; Szczepanska-Sadowska, E.; Stepniakowski, K.; 
Mattson, D. Chronic intravenous administration of V1 arginine 
vasopressin agonist results in sustained hypertension. Am. J. 

Physiol., 1994, 267, H751-H756.  
[173] Szczepanska-Sadowska, E.; Stepniakowski, K.; Skelton, M.M.; 

Cowley, A.W.Jr. Prolongued stimulation of intrarenal V1 

vasopressin receptors results in sustained hypertension. Am. J. 

Physiol., 1994, 267, R1217-R1225. 
[174] Baozhi, Y.; Cowley, Jr. A.W. Evidence that reduced medullary 

nitric oxide synthase activity of Dahl S rats enables small elevation 
of arginine vasopressin to produce sustained hypertension. 
Hypertension, 2001, 37[pt 2], 524-528.  

[175] Swords, B.H.; Wyss, J.M.; Berecek, K.H. Central vasopressin 
receptors are upregulated by deoxycortocosterone acetate. Brain 

Res., 1991, 559, 10-16. 

[176] Szczepanska-Sadowska, E.; Paczwa, P.; Lon, S.; Ganten, D. 
Increased pressor function of central vasopressinergic system in 
hypertensive rennin transgenic rats. J. Hypertens., 1998, 16, 1505-

1514. 
[177] Jackiewicz, E.; Szczepanska-Sadowska, E.; Dobruch, J. Altered 

expression of angiotensin AT1a and vasopressin V1a receptors and 

nitric oxide synthase mRNA in the brain of rats with renovascular 
hypertension. J. Physiol. Pharmacol., 2004, 55, 725-737. 

[178] Yi, S.S.; Kim, H-J.; Do, S-G.; Lee, Y-B.; Ahn, H.J.; Hwang, I.K.; 

Yoon, Y.S. Arginine vasopressin (AVP) expressional changes in 
the hypothalamic paraventricular and supraoptic nuclei of stroke-
prone spontaneously hypertensive rats. Anat. Cell Biol., 2012, 

45(2), 114-120.  
[179] Petersson, M.; Lundeberg, T.; Uvnäs-Moberg, K. Oxytocin 

decreases blood pressure in male but not in female spontaneously 

hypertensive rats. J. Auton. Nerv. Syst., 1997, 66(1-2), 15-18.  
[180] Mancia, G.; Frattola, A.; Parati, G.; Santucciu, C.; Ulian, L. Blood 

pressure variability and organ damage. J. Cardiovasc. Pharmacol., 

1994, 24 (Suppl A), S6-S11. 
[181] Weiss, M.L.; Kenney, M.J.; Musch, T.I.; Patel, K.P. Modifications 

to central neural circuitry during heart failure. Acta Physiol. Scand., 

2003, 177, 57-67.  
[182] Muders, F.; Riegger, G.A.; Bahner, U.; Palkovits, M. The central 

vasopressinergic system in experimental left ventricular 

hypertrophy and dysfunction. Prog. Brain. Res., 2002, 139, 275-
279. 



230    Current Neuropharmacology, 2013, Vol. 11, No. 2 Nina Japund i - igon 

[183] Felder, R.B.; Francis, J.; Zhang, Z-H.; Wei, S-G.; Weiss, R.M.; 

Johnson, A.K. Heart failure and the brain: new perspectives. Am. J. 

Physiol. Regul. Integr. Comp. Physiol., 2003, 284, R259-R276. 
[184] Cudnoch-Jedrzejewska, A.; Dobruch, J.; Puchalska, L.; 

Szczepanska-Sadowska, E. Interaction of AT1 receptors and V1a 
receptors-mediated effects in the central cardiovascular control 
during the post-infarct state. Regul. Pept., 2007, 142, 86-94. 

[185] Zhang, K.; Li, Y.F.; Patel, K.P. Reduced endogenous GABA -
mediated inhibition in the PVN on renal nerve discharge in rats 
with heart failure. Am. J. Physiol. Regul. Integr. Comp. Physiol., 

2002, 282, R1006-R1015. 

[186] Li, Y.F.; Patel, K.P. Paraventricular nucelus of the hypothalamus 

and elevated sympathetic activity in heart failure: the altered 
inhibitory mechanisms. Acta Physiol. Scand., 2003, 177, 17-26. 

[187] Ali, F.; Guglin, M.; Vaitkevicius, P.; Ghali, J.K. Therapeutic 

potential of vasopressin receptor antagonists. Drugs, 2007, 67(6), 
847-858. 

[188] Felder, B.B.; Yu, Y.; Zhang, Z-H.; Wei, S-G. Pharmacological 

treatment of heart failure - A view from the brain. Clin. Pharmacol. 

Ther., 2009, 86(2), 216-220. 
[189] Felten, D.L.; Jozefowicz, R.F. Netter’s atlas of human 

neuroscience; ICON learning systems LLC, 2003, pp. 275. 

 
 
Received: August 29, 2012 Revised: November 01, 2012 Accepted: December 03, 2012 

 


	8-Zigon-MS_CN.doc



