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Abstract 

 

7-transmembrane (7TM)-hormonal receptors with by noradrenaline (NA) bind activate adenylate cyclase (AC). 

The dendrites at the oral-cavity of NA-AC-Hypothalamic (OC-NA-AC-HT) axis have axons across the blood-

brain barrier (BBB). Its function is to modulate the hypothalamic-pituitary-adrenal (HTPA) axis and its 

secretions into the capillary arterioles irrigating the oral cavity. The atrophy of the mammalian olfactory bulb lead 

humans into motor and re-adaptive brain needs. Thus, an emotional brain develops at human nurturing age. 

Thus, saliva hormonal communication of infants conditions by dopamine exchanges as behavioral reward. The 

cAMP response element binding (CREB) protein via stimulatory or inhibitory receptors (Rs and Ri) on G 

protein phosphorylation could stimulate signaling rewards during stages of neuronal plasticity, allowing 

mechanisms for conectomas development. Moreover, nurturing as a basal period allows reconfiguration of the 

structures of the brain itself like to 3 times improvement of the velocity of impulse transmission by axons 

myelination at important pathways. Infants manifest a functional amygdala and hippocampus when still have an 

under develop frontal brain. Emotional learning allows to bypass genetic constrains to obtain a self-cognitive 

level, which links to family and society experience at the unconscious level. Conformational changes release O2 

from the 4 Hemes and 2Mg2+ during deoxygenation. Mutual exclusion allows the movement of His    143 to 

the new domain by the confluence of the positive R groups surrounding the single cavity for 2,3-DPG5- of the 

deoxyHb structure. Nascent Mg2+ dynamics drive Na+/K+ membrane translocation for electrogenic action 

potential. The H-bonds breakdown and reconstitution involved in the conformational change, showed the 

energy flow sequence by mutual exclusion in oxy to deoxyHb, blood-plasma to cerebrospinal fluid (CSF) and AC 

conformational change from hydrophilic to hydrophobic domains. A mechanism by a switch on/off by Mg2+-

cAMP coordinative insertion to open DNA in a 3 helix transitory structure with bases pointed externally. Hence, 

allowing a localized transcription for induce gene and phenotype expression. The initial 16.33 molarity of 

(   )      by H-bonds exhaustion retains randomness. The kinetics energy of solvation provides a polarity 

scale for unidirectional unitary sense circulatory flow for the thermogenic transitions dissipation to exclude 

organismal entropy. The direct link to oral cavity allows an autonomous emotional human brain. The non-polar 

sides tends at microtubules to generate a coherence water superposition as dimers (       ), with kinetic 

energy when reach the oral cavity is exhaled as a 5% vapor. 

 

Introduction 

 

The studies at the Weizmann Institute of 

Science (1964-65) showed absence of 

photophosphorylation reversibility in the absence of 

uncoupled reactants that lead to the emergence of a 

light-dependent and light-triggered ATPases.  

The first resolution by the extraction from the 

chloroplast membrane of the latter denominated 

ATP-synthase-ATPase enzyme CF1 allowed the 

reconstitution of similar percentage of photo-

phosphorylation and the two ATPase activities. 

The study of the affinities of substrate 

ADP/GDP and ATP/GTP showed similar 

changes, indicating the three enzymatic activities, 

have a single active site with differential 

conformational states [1] [2]. 

The ATP synthase was dependent of a tight fit 

within the membrane, containing the electron 

carrier, allowing the coupling of oxidation-reduction 

to proton translocation [3]. The latter, mediated by 

changes in the pKa of a proton acceptor R groups 

in CF1 or F1, allowing the enzyme to undergo 

topological changes at its active site, magnifying 

vectorial transitions. 
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Thus, electron displacements induce ADP3- to 

accept a phosphate to form ATP4-. Hence, the mass 

action of protons favors the endergonic transition 

from a lower to a higher pH, shown by the 

Jagendorf’s Jump [4]. 

The chloroplast’s studies showing vectorial 

activities of the ATP synthase ATPase was in 

apparent contradiction with the principle of 

microscopic reversibility. The impossibility to 

differentiate between hot- and cold-molecules 

allowed a humorous description by Maxwell that 

such operators should be called demons. Figuratively, 

the principle describes that a single microscopic 

door allows transit in both senses. However, [5] to 

evade that incompatibility, were two doors the 

complementary of the vectorial senses and the door 

equivalent should be the H-bonds dependent 

protein structural change during electron transport 

[6] [7] [8]. 

An endergonic state of the enzyme will depend 

on the number and strength of R groups on the 

membrane enzyme transition from hydrophobic to 

hydrophilic state, because its hydration changes 

depend of the tendency of the bipolar water 

molecules to organize H-bonds. Thus, allows energy 

conservation at the enzyme protein level by the 

amphoteric response of the pKa of R-groups in the 

active site capable to reach equilibrium by synthesis 

of ATP.  

The finding that CF1-ATPase requires Mg2+ 

for binding to the membrane and reconstitution of 

allotopic properties implicates that vectorial 

response may depend from both conformational 

change at the active site coupled to a 

conformational change displacing the topology of R 

groups in the membrane from a hydrophilic to 

hydrophobic conformational domain. 

The regulation of metabolism and biological 

functions in fat cells [9], brain [10][11][12][13] and liver 

[14] [15] [16] [17] [18], by adenylate cyclase (AC). 

Genetic restrictions impose the limits to 

animal’s natural selection, which human control 

assisted to develop improvement on the species for 

greater genetic commercial characteristics. The 

period of nurturing allows to reach hormonal 

cognitive communication, process like language and 

family bonds forming individuals diversified to 

better conform to social pressures. 

 Hence, the human brain has found a pathway 

for self-manipulation of its body nutritional 

environment. However the progressive linkage to 

learning to respond to social environment persist 

outside genetic restrictions as emotional learning, 

accordingly mediated by the noradrenaline activated 

AC, with positive feedbacks as dopamine reward 

secretion for individual achievement and 

potentiated by participating in competitive activities 

like sports. Hence, since societies develops 

tendencies for expansion, differential role for job 

diversification and instrumentation plus the human 

learning motivation for inquiring into the unknown 

and scientific problematic.  

The thermodynamics parameters applied to 

evolution clearly reveals that the frequency of 

specie’s variability is accelerated under stress. Thus, 

the brain noradrenaline (NA)-AC role in the fight-

or-flight [19] response clearly involves requirements 

for a viable nutritional-territorial environment [20]. 

Thus, the orientation for evolution of the specie 

should be to seek and find a fitting environment. 

Accordingly, all species develop mechanisms to 

generate phenotypic specialization in the course of 

evolution. Presently, the model accepted by most 

biologists including myself corresponds to inherited 

and transmitted from the genes random 

contributions from combination of alleles, defining 

sexual differences, mutations at the DNA level. 

There is no reason to exclude Homo sapiens as well as 

related cousins from that characterization, which 

could be expanded under most models of 

morphological differentiations. Like those favoring 

survivals that a long time, are conductive to new 

expressions of adaptability to the territorial medium 

[21] [22].  

The crystallography x-ray analysis by Max 

Perutz [23] was able to determine the quaternary 

structure of oxyHb and deoxyHb. The latter 

showed that the tetramer subunits link to a cavity 

accommodating a single molecule of 2,3-DPG5- by 

the positivity charged are amino acid residues liming 

a central pocket. A decrease in pH favors the 

protonated forms favoring the deoxyHb formation. 

The two His     and    143 during oxygenation are 

changed in relative position by the quaternary 

restructuring topology and move to the two 

interphase      and      to participate in a new 

domain for 2,3-DPG binding site. Hence, the 

oxyHb contains duplicated interphases as 2Mg2+-

dependent hydrophilic domains mutually exclusive 

with a single 2,3-DPG-dependent domain within a 
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tetramer structure of the deoxyHb [24] [25] [26] [27] [28]  

[29] [30]. 

 

Hemoglobin and O2/Mg2+ control of 

membrane action potential 

 

The crystallography x-ray analysis by Max 

Perutz [31] was able to determine the quaternary 

structure of oxyHb and deoxyHb. The latter 

showed that the tetramer subunits link to a cavity 

accommodating a single molecule of 2,3-DPG5- by 

the positivity charged are amino acid residues liming 

a central pocket. A decrease in pH favors the 

protonated forms favoring the deoxyHb formation.  

 

 

 

 

 
Figure 1: The four Heme oxygenation sites correspond to two dimer interfaces:      and the illustrated      coordinated each by 

Mg2+ for negative R group hydration within of oxyHb. This configuration became in mutually exclusive domain with the 2,3-DPG5- 

hydrophobic domain in the tetramer structure of deoxyHb. Thus, at the erythrocyte, Hb release of 4O2 jointly with the breakdown of 

2 coordinated Mg2+ (or Mn2+, Zn2+) atoms and its release at tissue level, acting as a carrier for Mg2+ released.  
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Peptide bonds are rigid and fixed in a plane in 

where two  --carbons, 3.6 A apart, rotate by angles 

  (fi) and   (psi). The tertiary structure in the 2  

and 2  polypeptide chains of Hb bends, twists and 

folds over and back upon imidazole R-groups. With 

pKa of 6.5 that at about pH 6 shows two NH 

bonds that share in a resonance a positive charge. 

Hence, the hydrophobic state form of the protein 

by an O2 induce conformational changes      

dimer to rotate 15o around of other dimer     .  

The two His     and    143 during 

oxygenation are changed in relative position by the 

quaternary restructuring topology and move to the 

interphase      and      to participate in the 

disruption of the 2,3-DPG binding site. Hence, the 

oxyHb contains two ions at the interphases: Mg2+-

dependent hydrophilic domain, which is mutually 

exclusive by rotating His    143. This R group the 

amphoteric or zwitterionic form (can react both as 

an acid and as a base) changes hydrophilic state to 

be included in positive R group domain of 2,3-

DPG5- within the tetramer structure of positive 

deoxyHb. 

The two dimer interfaces:      and      link 

by two Mg2+.(H2O)n the dynamics of 

conformational change to an hydrophilic state of 

the protein, by chelating the R groups His    92, 

Cys    93 and Asp    94, could attract sequentially 

the iron in the 4 hemes by His    92, moving away 

to coordinate Mg2+ and coordinate to His    87. 

The 4 irons within the 4 hemes could does move to 

the outside surface to interact with the distal 

 63His, increasing Hb affinity for the ligand by 

forming an H-bond with O2. 

The publications at Rutgers [32] [33] [34] showed 

conformational allosteric changes, were kinetically 

depend of hydrophilic configuration to form a 

coordinative center for Mg2+ (or Zn2+), operating 

the dynamics of R groups response to oxygenation. 

The events at      interphase replicate and 

will not be discussed of the patern show at      

interphase. The Fe ion at the deoxy heme    is 

attracted by the Mg2+ and His    143 (F8) is 

released and disorganized the 2,3-DPG stability.  

The His    87 (E7) moves by Mg2+ 

coordination to interact with the oxy Heme   . 

Thus, shows that the mutual exclusion 

between binding O2 or 2,3-DPG has synchronized 

the motion of R groups responding to oxygenation 

function.  

The importance of this contribution was to 

show protein dynamics in reference to pressure of 

O2 mass action in the orientation of hydrophilic R 

groups (His, Cys, Asp). 

The binding of 2,3-DPG to charged positive R 

groups lead to hydrophobic state of the protein, 

with the energy potential in the protein structure in 

the direction of the spontaneous exergonic 

dissipative state and therefore the system becomes a 

potential dissipative thermodynamic path, between 

hydrophilic oxyHb and hydrophobic deoxyHb. 

The dissipative potential functions from the 

greater atmospheric O2 pressure to the lower one at 

the tissue level, became self-organized by Mg2+ 

sequential coordinative from negative residues and 

the amphoteric histidine. Thus, O2 pressure creates 

maximizes potential by Mg2+ saturation through bi-, 

tetra-, hexa-dentate stages, and steadily releases 

along the differential axis of tissue consumption of 

O2 delimited by lower and lower pH (the vertical 

human posture favors oxygenation of its brain, over 

that its lower extremities, absent at the quadruple 

posture of other mammalian. 

The model explains sigmoidal binding 

properties (i.e. positive cooperativity) by the 

progressive binding by [Mg.(H2O)6]2+ from two to 

fourth to six coordinative states with the 

corresponding number of R groups. 

An open system magnifies the function of the 

mass action of substrate concentration because the 

product is in a dissipative state and therefore could 

acquire a lower concentration than predicted from 

kinetic equilibrium.  

Accordingly, at the brain membrane potential 

transmission of electric signal are potentiated well 

above that of thermic noises. Thus, because 

adrenaline could not cross the blood-brain barrier 

(BBB), the body became restricted to signal stress 

feedback, capable to turn-off the hypothalamic-

pituitary-adrenal (HTPA) axis to persist in 

exhaustion of metabolic reserves. 

This system allows the human brain to be 

conditioned by achievement related to the euphoric 

sense of an athletic successful performance, even at 

the cost of stressful events. The mechanism may 

involve the conversion of dopamine to 

noradrenaline (NA) by dopamine β-
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monooxygenase, which occurs predominantly inside 

neurotransmitter vesicles. 

Most vertebrate species devote between 2% 

and 8% of basal metabolism to the brain. In 

primates, however, the percentage is much higher—

in humans it rises to 20–25%, a person uses about 

320 calories only to think. Thus, this exceptional 

energy expenditure leads to autonomous 

thermogenesis, involved in the daily turnover 

consuming 450ml of cerebrospinal fluid (CSF), to 

be released as a 5% of vapor in exhaled air. 

The oral cavity (VNO) contains the cell bodies 

of sensory neurons which have receptors that detect 

specific non-volatile (liquid) organic compounds 

which are conveyed to them from the saliva, 

environment, etc. 

 

Nascent Mg2+ compete by attracting water for 

sizing Na+/K+ to allow translocation at the ions 

gates support of membrane potential 

 

The erythrocyte as a carrier of the kosmotropic 

Mg2+ could function in ionic tendencies to organize 

the translocation of Na+/K+ of an active adenylate 

cyclase (AC) in the regulation of the action potential 

of neurons. 

The capture by nascent Mg2+ of water from the 

hydration shells of the less strong ions decreases the 

sizes of Na+ and K+, fitting both to their gates, 

allowing across the membrane the sieve effects, 

which confers specific pattern to the wavelength of 

the action potential. Noradrenaline (NA) is 

contained in neuronal junction’s vesicles to activate 

other neurons. NA activated-AC (not to confuse 

with adrenaline), which is not present in brain are 

located in the locus-coeruleus system.. 

The model also proposed to Hb a carrier role 

for the coordinated Mg2+ by oxyHb. Hence, when 

released O2 is also released Mg2+. Therefore, there is 

simultaneous input coupling the delivery O2 as 

energy and kosmotropic Mg2+, its hydration shell 

exchanges the water molecules number to control 

the hydration sphere of K+ vs Na+.  Thus, the latter 

ion could cross by the modulation of hydrated shell 

sizes, into corresponding channels to magnify the 

membrane action potential.  

 

 

 
Figure 2: The mutual exclusion between oxyHb vs deoxyHb allows Hb to be a carrier of O2 plus the hydration 

shell of nascent Mg2+ to tissues and brain demands for electrogenic action potential level. Kosmotropic tend to subtract water from the 

hydration spheres of proteins, to complete their own. To this group with hexagonal geometry in the first hydric layer [(6H2O).Na+] 

and with octahedral geometry in the first and second hydric layers (12H2O).[(6H2O).Mg2+]. The Mg2+ vs Ca2+ can compete in 

NA-AC by moving as ligands between two domains of the protein. 

 

The [(3H2O).Na+] has a smaller size that allows 

it to access its channel in the Na+ pump and 

subtract H2O from the [(6H2O).K+], cycling the 

hydric-ionic translocation. The Mg2+ is kinetically an 
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obligatory step for stimulation of NA-dependent 

AC. 

As open system the accumulated mass action 

of substrate over dissipative product allows to a 

human brain to maximize neuronal transmission at 

much clear rate threshold over kinetic energy of 

temperature. 

Adrenaline is coupled to the active site in AC 

that is coupled to 7TM G protein receptors [35] 

activated by a GTP cycle [36] [37]. NA is released by 

the long axons of neurons [38] of the locus-

coeruleus into the synaptic junctions for sensorial-

integrated perception between many brain areas. 

The activation of the Na+/K+-ATPase pump [39] 

release nascent Mg2+, by decreasing [ATP4-], which 

has an inhibitory effect on AC.  

The energetic contribution of the H-bond is 

related by hydration of the negative R groups, 

usually coordinated by a metal (Mg2+) which 

configures a hydrophilic state. The H-bonds 

breakdown value is about: -5 kcal/mol utilized to 

configure a conformational change by mutual 

exclusion changing to a hydrophobic state. This 

could be cycled as a vectorial function of hydric-

ionic translocation, participating into the active site 

for enzyme state turnover. 

In response to the nervous impulse, their 

hydric and dipolar states can change by dynamics of 

the H-bonds could manifest discrete states of 

molecular vibration, at 36.6oC. The brain maintains 

a steady state in which small changes that last 

between 200 and 2000 ns do not alter the 

frequency. Quantum mechanics describes them as 

wave, phonon. 

Glycerol titration displaced 16 H2O from the 

ATPase hydration sphere to reach inactivation 

according to Hill plot used to measure cooperativity 

of solvation state of the enzyme [40]. Effect that 

correlates the dynamics of H-bonds with the 

transition/hydration states that activate ATPase. 

Mg2+ as a chelating loses its hydration shell, so the 

enzyme when hydrolyzing MgATP4- releases Mg2+, 

which tends to complete its hydration state. This 

Mg2+ has the potential to subtract H2O from the 

hydration state of [(6H2O).Na+]. 

 

The thermodynamics of the brain develops by 

structuring an autonomous open-system 

 

Science usually supports to investigate many 

mechanisms to obtain a more general perspective. 

The evolution could be genetic, phenotypic 

plasticity, epigenetic development and non-genetic 

inheritance. The organism themselves, adapt to 

variation and selectable innovations.  

In many animals, the olfactory bulb [41] 

integrates motor function, which allowed their 

offspring to reach self-care, in a short time. In the 

human atrophy of the olfactory bulb leads the loss 

of newborn baby brain projections and connection 

to open an emotional-learning-cognitive pathway to 

maturity. 

Thus, for example, the lack of response of the 

sympathetic motor system, carried by the 

hypothalamospinal tract, could not become 

consolidated until the infant [42] learn to walk. Thus, 

lead to infer that opens a learning period through 

emotional communication, which allows humans to 

develop an emotional brain and emotional 

intelligence. This event has evolved out of genetic 

restriction, but responds to a pathway introducing 

self-rewards feedbacks like achievement. Thus, 

could emanate from competition that human 

evolution consolidates behavioral coupled to 

reasoning as an expectation response for emotional 

reward. 

Hence, impulses by emotional support could 

be can a natural society, boosting the role of 

creativity. Additionally, could develop plasticity by 

restructuring important brain connections as the 

myelination of axons, which improves by about 

300% the velocity of the action potential 

transmission. 

The origin of cognition and memory could be 

attributed to the post-natal, scent-smell 

communication memory of human infants.  

The cffDNA is from the fetal vestige cells by 

atrophy of the olfactory bulb organ in human and 

from its remainder an olfactory epithelium [43]. The 

cfDNA circulating in the maternal blood originates 

from cells shed from placental trophoblasts 

microparticles [44], disappears after two hours from 

delivery.  

The activation of Mg2+ stimulated adenylate 

cyclase results in cAMP production, which in the 

newborn cerebrospinal fluid (CSF) unzipping of the 

cell-free DNA (cfDNA) and cell-free fetal DNA 

(cffDNA), for mRNA production in the glial cells 

of cortical, hippocampal, and spinal cord. The 
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responses to oxytocin, released from posterior 

pituitary results in the development of bonding 

memory. 

Prenatal diagnosis targets on the cffDNA 

analysis show correspondence with the gene 

responsible for the sex-determining region Y 

protein (SRY) on the Y chromosome and the 

DYS14 sequence [45] [46]. 

Degraded cell-free fetal DNA (cffDNA) 

fragments [47] released to the blood plasma, could 

not correspond with a characteristic expression of 

the genetic DNA in the nuclei, which is 

transmissible to the progeny. This, will involve 

duplication of DNA [48] preserved in the neuronal 

nuclei, from where, according to genetics should 

have been, transmitted by successive generation. 

Conditioning could on the other hands implicate 

anticipatory memory, for appetitive which is present 

as a reflex. The reflex conditioning response has 

been described by Pavlov using dog’s experimental 

studies. The human brain could be characterized by 

reflexive behavior rather than genetically triggered 

reflexes, which appears to be hormonal configured, 

generating an emotional intelligence. 

 

Genetic vs environmental experiential learning 

along the nurturing context of emotional 

intelligence development 

 

Genes account for between approximately 

50% and 70% of the variation in cognition at the 

population level. 

A connectome is a comprehensive map of 

neural connections in the brain, and may be thought 

of as its "wiring diagram". An organism's nervous 

system is made up of neurons which communicate 

through synapses. A connectome is constructed by 

tracing the neuron in a nervous system and mapping 

where neurons are connected through synapses. 

During childhood, cognitive abilities 

dramatically improve to make us who we are: 

persons capable of multiple academic, social, and 

professional activities [49]. 

IQ differences between individuals have been 

shown to have a large hereditary component. 

However, it does not mean at groups-level exist 

evidence for a genetic component between racial 

groups. 

The results suggest a synchrony between 

gender-related differences in the brain network and 

behavior [50]. 

During nurturing conectomas for sex 

differentiation had been characterized in men by 

prefrontal to visual cortex and in woman by 

transversal. 

Stronger structural connectivity in motor, 

sensory, and executive functions matched higher 

spatial and motor skills in men. In men, there is 

increased neural connectivity within one hemisphere 

of the brain. Thus, suggesting that men's brains are 

structured to facilitate connectivity and 

coordination between perception and action.  

In women, there are stronger neural 

connections between both cerebral hemispheres, 

which would facilitate communication between the 

analytical mind and intuition. In women, the 

subnets associated with social cognition, attention 

and memory showed greater connectivity, which 

was consistent with higher cognitive-social and 

memory skills in women than in men. 

No differences have been found in the size of 

the corpus callosum or in the white matter, which 

allows the two sides of the brain to communicate 

with each other. 

Studies of human patterns resulting from 

interaction of mother-infant separation, as related 

with decreased glucocorticoid receptor gene 

methylation of post-traumatic from early life stress. 

 

The oral-cavity-brain axis signaling emotional 

communication  

 

In the newborn human, the residual structure 

from evolutional deletion of the olfactory sense 

allows a memory unable to coordinate muscles most 

likely the sympathetic motor pathway has yet to be 

integrated. This process requires a long period of 

parental care, before reaching the brain structure of 

neuronal circuits, capable to support muscular 

interaction and development through a cognitive 

visual-hearing language. 

The locus coeruleus contains about       

NA-AC neurons characterized by their very long 

axons reaching almost every region. Thus, inputs 

from saliva at the 7TM receptors of AC, located at 

the rostral-oral-cavity could cross the blood brain 

barrier (BBB) [51]. Thus, hormones at the oral cavity 

could activate the hypothalamic-pituitary-adrenal 
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(HTPA) axis. Thus, hormonal glands secretion at 

the arterioles irrigating the oral cavity could 

represent a near autonomous hormonal signaling 

control of behavior, through the emotional 

responses of the oral-cavity-NA-AC-Hypothalamic 

(OC-NA-AC-HT) axis. 

Moreover, the sensorial 7TM hormonal 

receptor structure of NA activated AC at the locus 

coeruleus from distant regions, could integrate the 

five senses (sound, smells, touch, visual and 

gustatory regions) into simultaneous multiple 

perception associated to emotional events. 

The auditory cortex processes ear signals. The 

neuronal network responses for attention, only 

when the dorsolateral prefrontal cortex and a part 

of the parietal cortex are simultaneously activated, 

resulting in acoustic signals constant as more 

discernible because human ability to integrate the 

visual perception of lips movement. 

 

 
Figure 3: Emotional cognitive connection at the oral-cavity-hypothalamic-NA-AC-brain axis. The 

hypothalamus (bidirectional) receives projections from sympathetic motor system (carried by the hypothalamospinal tract and they 

activate the sympathetic motor pathway), from the medial forebrain bundle carried by the mammillothalamic tract. Thus, notable 

inputs are from the nucleus of the ventrolateral medulla and locus coeruleus. 

 

The implanting of micro-electrodes of low 

voltage to stimulate the frontal cortex 

communication knot with the deep brain at the 

limbic centers related to emotions, memory and 

learning of the hyperactive depressed patients were 

calm down. Thus, shows that reason and emotion 

are link by a crossing turnover. The oral-cavity-

hypothalamic-brain axis appears to provide an 

alternative therapeutic medication to the brain 

implantation of electrodes. It is suggested a 

treatment localized at VNO and/or the surrounding 

palate areas with stimulatory procedures either: 

electric discharge or pharmacological access to 

hormones like oxytocin, dopamine, NA, etc. 

Synaptic strengthening is promoted by 

oxytocin and dopamine for maternal cognitive 

memory [52]. 

Oxytocin release into nucleus accumbens shell 

is also activated by vaginocervical and lactation 

stimulation. 
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The paraventricular hypothalamic area is the 

source of oxytocin input into nucleus accumbens 

shell, which is signal by dopamine for reward-

seeking behaviors.  

Adrenaline, oxytocin and dopamine rewards 

link the emotional responses, coupling with the 

cognitive reasoning pathways originated at the 

amygdala and the hippocampus.  

Periodic breaks and breathing times at work do 

the brain good. An important control center (the 

prefrontal cortex) sends signals to deeper and older 

brain regions: the hippocampus and the amygdala, 

decreasing stress. This interaction favors the 

transmission of social information, and the 

development of selective recognition.  

 

The hypothalamic-pituitary-adrenal axis control 

on the psychosomatic metabolic network 

 

 

 
Figure 4: The 7TM hormones receptors at the oral cavity binding NA could activate the hypothalamic-

AC with axons oriented to cross the blood-brain barrier (BBB) for impulse activation of the HTPA axis. 

The brain-NA-AC activity does not respond to adrenaline, which could not cross the BBB. Thus, the adrenaline activated AC of 
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fat, liver, etc. at tissue level, by not reaching cerebrospinal fluid (CSF) could not exert feedback inhibition over the brain enzyme, and 

allows cerebral dominance over its metabolic supporting tissue network. 

 

The characterization of the overstimulation of the 

NA-enzyme AC system (7TM-AC) of the 

hypothalamic-pituitary-adrenal (HTPA) axis could 

turn-on the fight-or-flight response [53]. The 

increment of adrenaline secretion [54], but without 

entering the cerebrospinal fluid (CSF) [55], shifts 

body metabolism in the direction of depleting 

metabolic reserves like fats and cortisol releasing 

amino acids from proteins to brain itself by control 

of gluconeogenesis. This mechanism is based in the 

absence of negative feedback by adrenaline. The 

latter could not cross the blood-brain barrier (BBB) 

and therefore have only an incomplete control over 

the inhibitory signaling, allowing to stop adrenal 

secretion. 

The oral-cavity has a vomeronasal opening at 

the palate 

 

A metabolic perspective could explain the 

function and structure thermodynamics advantage 

of assigning to the brain, unchallenging nutritional 

control for maximizing its own development. 

Thus, a brain pattern of emotional-hormonal 

control, over metabolic supporting functions, may 

participate on the psychosomatic bases of the 

unconscious [56]. Accordingly explain how 

emotional rewards are granted for human 

competitions adding a selective control response to 

the primitive animal fight-or-flight conditioning.  

 

Plasma-CSF 

 

 
Figure 5: The choroid plexus generation of cerebrospinal fluid (CSF) functions in the mutual exclusive 

vectorial kinetic according to a potential of hydrophilic-plasma to hydrophobic-CSF flow. Thus, conditions 

a unilateral sense for entropy release. 
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The brain of the newborn enjoys a hormonal 

system development involving about 60% of total 

calories ingested, which became stabilized at adult 

age as 25% of total body energy. At maturity the H-

bond energy contributions of the enzyme hydration 

vs dehydration turnovers adds to a thermogenic 

flow of energy that requires that the brain develops 

an autonomous cooling system. Thus, at the blood-

brain (150ml CSF) barrier are maintained 

permanently, and 0.3-0.4 ml/min CSF are renovated 

constantly to generate about 500ml/daily output. 

The equivalence H-bond contribution is 

(   )      for each water cluster configuration 

about 3.4x5kcal/mol=17kcal/mol.  

The thermodynamics relationship between 

structure and function requires an astrocytes 

network for circulation after breakdown of H-

bonds. The water cluster exhausted the H-bonds by 

the transition of hydrated R groups in proteins in 

mutual exclusion with the dehydrated ones in 

oxyHb to deoxyHb, and plasma to CSF. 

Accordingly the circulation sense continuously 

depletes of H-bonds energy until, reaching a CSF 

state that could not allow a liquid state. Thus, 

allowing the water dimer integration by non-polar 

superposition of orbitals into conforming kinetic 

resonance of the individual jointly modify state.  

The RARE BiBi mechanism shows a second-

order dependence on substrate concentration: Mg2+ 

has to bind first to activate the binding site for 

MgATP. Hence, the noradrenaline (NA) activated 

of the hypothalamic tissue is controlled by 

obligatory ions Mg2+ exceeding the substrate 

concentration. cAMP and calmodulin release of 

Ca2+ determine signaling of the amplitude, phase 

and period  of circadian rhythms [57]. ATP4- and 

chelating metabolites decreases CaATP, strongly 

activating adenylate cyclase (AC) to increment the 

cAMP-dependent activation of pathways for 

memory affirmation.  

Ca2+ releases to activate the glutamate 

neurotransmission. Serotonin (5-hydroxytryptamine, 

5-HT) produced in Raphe nuclei located in the 

brainstem, could induced Ca2+ increase and reduced 

the cAMP increase, indicating cross-talk between 

the 5-HT-sensitive Ca2+ and cAMP pathways [58]. 

Ionic equilibrium controlling Ca2+ effects for a 

simultaneous dead-end CaATP [59][60] inhibition of 

AC and mutual exclusion activation of the α-amino-

3-hydroxy-5-methyl-4-isoxazolepropionic acid 

(AMPA) receptor, first glutamate receptor ion 

channel domain. 

Turnover, with release of Mg2+ from the E as a 

nascent ion Mg2+ acquires a stronger intrinsic 

charge. 

The molecular kinetics synchronization that 

prevents microscopic reversibility, because could 

not be conceptually assimilated to the principle of 

microscopic reversibility requiring a single door, 

which could allow transit in both senses.  

Mutual exclusion between hydrophilic and 

hydrophobic domains allows vectorial kinetics, 

which bypasses microscopic reversibility, due to the 

enzymes turnover has only one sense the 

hydrophilic changing conformation to the 

hydrophobic one. 

Change conformation turnover of protein is 

supported by the activation energy of broken H-

bonds, from polymeric water in CSF, conversion 

into waste water. Astrocytes could maintain the H-

bond wasted state of water in a liquid phase until 

their release as vapor to the outside of the system, 

which is equivalent to entropy dissipation.  

 

Mg-cAMP turn-on/off of switch for CREB 

function 

 

Mg-cAMP binds to coordinate to both DNA 

chains by coordination to the negatively oxygen of 

phosphate groups, on both backbones, connecting 

the repeated pattern of sugars and on that of Camp. 

The phosphoryl groups of the open DNA 

structure are now facing with their charged oxygen 

(  ) to the inside to bind coordinately to Mg2+ [61].  

The cAMP-Mg-DNA complex acts as a 

physiological process. The insertion of 3’-

5’cyclicAMP of phosphoryl groups by coordination 

of Mg2+ to the negative charged oxygen, to face the 

hexahydrated Mg2+ and allowing the DNA chains to 

rotate for the purine and pyrimidine groups to face 

outwards. 

The catabolite activator protein (CAP) 

functions by binding in the presence of the 

allosteric promoters and enhances the ability of 

RNA polymerase holoenzyme (RNAP) to bind and 

initiate transcription [62].  
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Figure 6: Mg-cAMP inserted in domain of DNA allows a switch-on by Mg2+ and –off by Ca2+. A dynamic 

mechanism to activate gene expression in CREB by inducible gene response to dopamine phosphorylation via G protein coupled 

receptor. Thus, acting to synthetize brain derived growth factor, a regulator during neuronal development and synaptic plasticity [63]. 

Thus, producing neurotrophins and nerve growth factor, related of inducible gene expression [64]. The D1-like dopamine (DA) 

receptors act signaling activatory stage to intracellular pathways. Activation of MAP kinases in neuronal and endocrine cells is 

critical for cell differentiation and function. This action requires guanine nucleotide exchange factor (GEF)-mediated activation of 

downstream a host of Ras family small GTPases, which lead to Ras-Raf-MEK-ERK (MAPK/ERK), is a chain of proteins 

within cell [65] [66] that communicates a signal from a receptor on the surface of the cell to the DNA in the nucleus of the cell.  
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Figure 7. Physiological mechanism for cAMP fitting into the double strands unzipping of nuclear DNA 

or the transitory structure of cffDNA. The non-physiological treatment technic of heating DNA at 650C allows the strands 

separation and transcription used experimentally. a) Base sequence of the two chains attracted to match in a double stranded binary 

rotational symmetry of DNA.  b) cAMP unzipping mechanism opens the double-stranded DNA structure positioning the outside 

purines and pyrimidines bases to transcription mechanism leading to protein synthesis.  

 

 

The H-bonds dynamics on folding allowing the 

peptide bond a resonance stabilized polar and 

planar structures 

 

Class III adenylyl cyclase membrane-bound 

mammalian adenylyl cyclase isoforms homologous a 

6 transmembrane domain and a 6 membrane 

segments, follow by C2 cytoplasmic domain.  

Adenylyl cyclase is polyphyletic enzyme a 363 

amino acid chain. It has catalytic C-terminal 

regulatory and N-terminal domains, connected by a 

linker region.  

A peptide with trans configuration manifests 

repulsion between the   positions of the pyrrolidine 

ring of the adjacent amino acid. 

All of the information required for a protein to 

fold into is biologically active conformation is 

contained in the primary structure.  

Two parallel  -pleated sheet with an 

intervening strand of   helix domains bends on the 
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surface of globular proteins. This structure offers 

little steric hindrance to a modification in the 

direction of the polypeptide chain.  

Five-membered ring of proline allows second 

residue could manifest a reverse turn. 

The hydrophobic effect drives protein folding 

in about      to        to rotate around the 

     and      bonds of the polypeptide 

backbone.  

Domains allow by H-bonds, or ion pair 

participation, the interaction between distant 

regions of the polypeptide chain. 

 

 
Figure 8: Dynamics of proline allowing sliding between two domains helix-turn-helix changing the 

correspondence between a hydrophobic vs hydrophilic site.  

 

Mechanism 

 

A vectorial function mechanism may allow a 

hydrophilic state for Mg2+ coordination state to 

negative R groups precede by mutual exclusion a 

transit Ca2+ coordination to positive R groups. In a 

subsequent step the switching to a hydrophobic 

configuration state, could allow an endergonic 

reaction, closing the adenylate cyclase (AC)-protein 

into a site configuration, allowing cycling of the ring 

of the phosphoryl group of AMP to cAMP, by 

subtracting water molecules, which could form 

dimers. Thus, opens the structure by a subsequent 

Mg2+, obligatory interaction to allow the enzyme 

configuration to release of the formed complex Mg-

cAMP signaling for cAMP response element 

binding (CREB) function. Thus, allowing turnover 

between two domains in vectorial precedent for 

differential state of the hydration, responding to 

Mg2+ transport by coordination to oxy- to deoxy-

Hb cycle and Ca2+ release by calmodulin for a 

complete turnover cycle.  
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AC manifests that C1 and C2 are catalytically 

inactive, but an obligatory excess of Mg2+ over 

substrate MgATP activates the hydrophilic 

conversion of MgATP to AMP, and by Ca2+-

dependent mutual exclusion of the hydrophilic 

configuration by stage alignment of C1 and C2, 

combining a closing state the resulting hydrophobic 

environment allows the AMP endergonic 

phosphoryl cycling to cAMP. The system by a 

second stage of Mg2+ release from its coordination 

within oxyHb returns the C1 to C2 open state 

releasing Mg-cAMP allowing turnover and detection 

of enzyme activity. 

 

The water pair hydrophobic structure 

 

The interaction of 2s and 2p orbitals allows a 

tetrahedral of 104.5 angles from two H atoms of 

positive charge. An     results from the 1s orbit 

bond overlap with   to form an sp orbital. The H-

bond of two water molecules, the partially positive 

hydrogen atom    attracts the partially 2    

negative charge of one   to the other. The result in 

a dipole-dipole attraction mediated by the in 

between H-bonded distance       

 (   ) 0.177nm the polarity strength in water 

104kcal/mol. The same H covalently to oxygen 

atom distance of 0.1nm is about 110kcal/mol. An 

    and          as between 

complementary pairs cytosine attracted to guanine 

separated by 0.27 to 0.3nm spontaneously attracted 

to form      or      by the unshared N or 

O electrons pairs. The water molecules detached 

from these intramolecular bonds within a protein 

become H-bonded between them, in bulk water. 

The dipolar state can induce transitive dipoles in 

other close molecules. Liquid state of water clusters 

show a half-life       to       . The average 

number is (   )     . From liquid to vapor state 

(heat of vaporization) 0.54kcal/g because a large 

number of H-bonds have to be broken to reach the 

vapor [67].  

However, heat homeostasis at cerebrospinal 

fluid (CSF) hydrophobic medium at the pressure 

present in astrocytes, is able to maintain the release 

of single molecule of water by H-bonds breakdown 

and the hydric affinity disappears and allow a little 

polar state to manifest aggregated by non-polar 

interactions of        , indicating energy 

configuration: (       ), between both oxygen 

atoms. Thus, circulates within the astrocytes 

network in a metastable state of high oscillatory 

tension between the oxygen orbitals, between 

surrounding hydrogen atoms tending to maintain 

covalent stability. Water dimer is the most widely 

examined water cluster. The turnaround angle 

differentiates six different isomers of water dimers. 

Hereby, RP isomers are illustrated in figure, the 

potential planar resonance states, orbital-5      

         and  orbital-9             , with 

oscillatory potential           .  

Thus, determines several possible states of 

coherence. Hence, kinetic energy accumulates by 

resonance amplification. However, in the CSF the 

absence of    and    allows coherence and their 

presence in the air induce a randomness 

decoherence, into the oral cavity, generates the 

exhaled vapor to the outside, decreasing entropy of 

the organism and allows brain to operate as an 

open-system. 

Ion pairs can form in the hydrophobic 

interiors of globular proteins. The free energy of 

solvation of an ion is so large (about 60kcal/mol) 

that an isolated charged residue is never found in 

the hydrophobic interior of a globular protein. 

 

 
Figure 9: Two oppositely charged ions, 

however, can form an ion pair. The free energy 

change for transfer of two oppositely charged residues from 

water to the monopolar interior of a protein is about -

1kcal/mol. When the ion pair forms, the water molecules in 

the solvation sphere of each ion are released to the bulk. Each 

ion therefore loses its free energy of solvation, driving their 

force for ion-pair formation the increase in the entropy of 

water clusters, during formation of the ion pair. 

 

Discussion 

 

Prigogine modeled life as an open system 

capable of decreasing entropy. However, his 

cosmological model was not dissipative but based in 
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a tendency for mass action equilibrium between 

enthalpy and entropy. 

The Pauli principle exclusion does not allow 

that two fermions to occupy the same quantum 

state. Thus, within an atom, the electrons first lodge 

into an unoccupied lower orbital, a then-on the 

empty levels up to threshold denominated Fermi 

distance. Under BCS (Bardeen-Cooper- Schrieffer) 

model, a within superconductor the electrons could 

not be treated as individually repulsive particles. 

Thus, each pair of particles do not behave like 

fermions, but as bosons another relation between 

energy and matter, in which pairs of electrons could 

agglomerate as a Bose-Einstein condensate. The 

BCS derivate theories assume that in the boson 

state interactions could be related to the electron 

spins. The electron is not limited to orbit a proton 

because also turns around its axis. Accordingly, 

becomes the movement of atoms became 

differentiable from of classic physics description as 

solid, liquid and gases. Furthermore, rotational 

movement could take only one sense and therefore 

automatically allows bypassing the microscopic 

reversibility principle by allowing vectorial 

dissipative potentials rather than from tendency to 

only relate to mass-action equilibrium. 

Moreover, the rotation sense only limits to one 

the possible direction, but create two 

complementary states denominated up and down 

states. The latter, predicts water pairs by opposite 

alignment of spins, which could integrate shared 

orbitals. 

Bosons could non-yet been accepted for 

emergence of entanglement. However, this matter 

to energy relationship predicts coherence-

decoherence states over the whole cosmos. But, if 

so, the matter could be related to every 

characteristic of the cosmological level. Thus, a 

pertinent question: How could relate to the 

thermodynamics of life and evolution? Does our 

brain evolved under its thermodynamics 

parameters, etc. 

Cosmological dissipative system far from 

equilibrium associated to the dissipative Planck’s 

bosons energy [68] based in quantum mechanics as 

inwardly open thermodynamics. This model meets 

the challenge implicated in a self-contained 

universe. 

Common knowledge describes a 

thermodynamics system as open to the sun and 

integrated to life dependent of H2O [69]. The 

confluence of requirements should be evident in 

terms that the sun when vaporizes water cluster: 

(H2O)n, separates the molecules integrating the 

complex. 

The result should be lacking H-bonds 

dissipated from water cluster into wasted water gain 

in the degree of randomness and the system as a 

whole pulled by opening the organismal system 

thanks to entropy release. 

The kinetics energy solvation provides a 

polarity scale for unidirectional unitary sense 

circulatory flow for the thermogenic transitions 

dissipation to exclude organismal entropy. 

This vapor state when became cooled allows 

spontaneously establishing of H-bonds resulting in 

liquid drops, until released from the atmosphere as 

rain.  

Thermodynamically the complete process is 

cyclic one. A turnover from solar thermogenesis, 

generating vapor, the kinetic equivalent of entropy 

( ), which is dissipated by cooling and generates 

enthalpy (H), an Gibbs free energy:       

   .  

Thus the potential are the H-bonds chemically 

reactive with R groups to coordinate Me2+, H-bonds 

are consumed in the water cluster state. Hence, the 

state of coordinative linked H-bonds became a 

reactant associated to protein hydrophilic state in 

turnover through H-bonds breakdown to a less 

hydrophilic state. Thus, the denominated 

hydrophobic molecules tend to be nonpolar. A 

dimer state corresponds to a hydrophobic nonpolar 

interaction state of water: (       ). 

Hence, a thermodynamics treatment could be 

applied to energy dependent process with impact on 

the evolution of living structures and functions, in 

which the participation of water by H-bonds cyclic 

breakdown in metabolic function. Thus the total full 

energy flow does structures open systems that allow 

to avoid metabolic equilibrium into a dead state. 

Thus, that as long that life-systems could decreases 

its entropy, became equivalent to a living state, 

allows water by decreasing H-bonds to became a 

carrier of releasing entropy.  

The Tasmanian devil (Sarcophilus harrisii) has 

been reported that does not to need drink water, 

because can obtain from its diet. However, does 

urine hot liquid. Cool blooded animals do need to 
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operate a circulatory cycle of hot vs cool liquid 

transitions to radiate entropy. 

Marine species could dissipate heat by 

conduction into liquid water and release from the 

evaporation of seas and rivers. 

The ancient life species leaving and developing 

at the environment thermal liquid springs sources, 

which are rather solar independent do need to 

release chemical entropy. It is a common believe 

that the role of cycle thermodynamic in life does 

not need to be evaluated to establish the dynamics 

of evolution. Thus, most of the research has been 

directed to determining the DNA and RNA coding 

expression.  

Hence, mutation and other epigenetic 

pathways involved in the reconstruction of the 

human genome is about 44%. 

An emotional structuring could be related to 

7TM (transmembrane) hormonal receptors like 

adrenaline at the dendrites of adenylate cyclase (AC) 

activated by concentration of Mg2+, exceeding that 

of substrate Mg2+-ATP. A gradient from cycling 

hydrated vs hydrophobic domains in mutual 

exclusion of proteins in oxyHb vs deoxyHb and 

plasma vs cerebrospinal fluid (CSF) structure 

thermogenesis channeling to reach the oral cavity 

and allow the release of water dimers that could 

decoherence into the exhaled vapor state. 

An emotional functioning brain develops 

under nurturing by reward hormonal conditioning 

by dopamine could be expected from the cAMP 

release by AC hormonal stimulation. The cAMP 

response element binding (CREB) protein became 

phosphorylated via G protein coupled receptors 

(GPCR) by dopamine signaling. The release of 

stimulated a brain growth factor (BDNF) a 

neurotrophin during neuron development became 

involved in synaptic plasticity. Dysregulation of 

GPCR signaling has been reported as involved in 

early stress models, leading to aberrant emotionality.  

 

Conclusions 

 

A model of human brain evolution should take 

in account the constitutive separation of two 

integrated parameters: the one for neuronal synapsis 

and circuits, from that by a multiple wrapped-

around astrocytes and their exchanges.  The main 

function of glial cells is the absorption of the 

generated, thermal-like breaking of H-bonds, from 

polymerized water provides the activation energy, 

coupled for the turnover of structural changes, 

between hydrophobic and hydrophilic enzyme 

forms. Thus, increasing rotational and vibrational 

kinetic activity, on the separated individual H2O 

molecules, but maintaining a liquid coherence, 

during circulation within astrocytes until the lower 

pressure at the vomeronasal organ (VNO) allows 

phase conversion to vapor, equivalent to entropy 

dissipation. The summation of the energy generated 

by metabolites and H-bond consumption allows the 

brain thermodynamics to support ratios between 

metabolite concentrations and the electrogenic 

action potential in dissipative states, within an open 

system. Cell-free DNA (cfDNA) from an evolutive 

disaggregation of the olfactory bulb, are still present 

as an olfactory epithelium, adapted for sex 

pheromones and behavioral responses stimulus on 

adenylate cyclase (AC) for cAMP-dependent 

unzipping of the DNA. It is a focused process to 

create neurons differentiated by where the cAMP is 

inserted, which creates specific neural circuits. 

Olfactory epithelium may hold the neurons with 

7TM receptors for the saliva or pheromones, 

reaching the oral cavity with their axons crossing 

the BBB. This allows cffDNA response through 

cAMP complexing and messenger RNA expression 

into polypeptide holding a transitory memory 

during baby rearing, as a psychosomatic molecular 

carrier of emotional and communication needs of a 

newborn, which functions to form an unconscious 

level, which diversifies individual emotional 

characteristics, approaching a level of animic 

personalities, which when age allows a conscious 

level, could offer differentiable roles for social 

influences that allow the brain self-plasticity such as 

literacy. 

The transposons by scission and insertion 

along the DNA segments have been reported to 

represent about 40% of the human genome. The 

better-fit, involving the variability and selection 

should be the interplay, between genetic and 

phenotype modulation. This could represent 

development plasticity, which functions at Homo 

sapiens’ brain by its signaling for hormonal 

modulation of the organismal response. The brain 

itself manages the hormonal system, rewards and 

inhibition feedbacks, like oxytocin in the course of 

mother to child hormonal communication. Thus, 

emotional inputs could be applied not only as a 
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correlation with behavior, but to the development 

of emotional intelligence. Thus, promotes the ability 

to understand, use, and manage your own emotions 

in positive ways to relieve stress, communicate 

effectively, empathize with others, product of 

learning, rather than totally dependent of genetic 

expression. 
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