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Lehel Simon, Levente Kárpáti, Levente Szilágyi: Brief summary of our research in the field of Pharmacology

1. Background
The target molecule of our research was pharmacochemically developed and biochemically tested by Maurice Manning - the most respected peptide chemist of our times – in the 80’, although even himself had no understanding of its pharmacodynamical characteristics at that time. He developed peptidergic agonists-antagonists against numerous vasopressin receptor sub-types, however, no one had an understanding of the receptor dynamics of brain vasopressin-receptor („V3, currently „V1b”) in those days. Therefore, his peptide remained open source, no research has been carried out on it since. 
Official name: „V1/V3 antagonist Manning- peptide”, however, since being Manning’s most recognised peptide by chemists, it is usually also referred to as „Manning-peptide”. The most important positive characteristics of „Manning-peptide” with respect to our research may be that: it does not show any renal V2 activity, therefore it completely lacks desmopressin-like harmful side effects.


1.1.           Effect matrix of V1 receptor
1.2. Effect matrix of V3 receptor
Since 1994, Larry J. Young, Professor of Psychiatry in Atlanta, has been conducting research on field voles and mountain voles: the first one is a fully monogamic species, while the second one is fully polygamic. The first species is characterised with high levels of vasopressin, while the second species shows low levels of the same hormone. Using vasopressin agonists or antagonists, it was possible to successfully disrupt, or even to turn around genetic determinism of mating in the case of both species.
Young’s conclusions were as follows: applying adequate central vasopressin stability, it is possible to substitute for incomplete emotional binding or to re-enforce or weeken sexual release („entactogeneity”). In other words, it is possible to influence central libido.
Since Young failed to discover a selective compound in his research, he started to experiment with oxytocin in children with autist spectrum disorder (the most effective spray presently used in the treatment of „emotional autism” is linked to his name). A problem, however, arises from the fact that there is no brain-specific oxytocin receptor (the same type of receptor can also be found in the uterus), and oxytocin can readily feminise young male patients. Further problem arises from the difficulties in administration of oxytocin into the body, namely that it can be carried out intravenously only (since it fails to pass through the blood-brain barrier), therefore it is not possible to adjust dosage.
Thus, low levels of V3 activity strengthen sexual openness, also, intensity of adventurousness of males can be predicted from the length of D4DR (dopamine 4 receptor gene), and that is (D4) where low dose of cocain expresses its effect via strengthening openness in a similar manner (also in females). Therefore, the V3-D4 connection is obvious (at least in males, although the connection between V3 and the dopamine-oxytocin-prolactin system is well known in female sexuality). Experiments using oxytocin has been carried out in autistic young females with exactly the same results as those obtained with young males. 
Boehringer Ingelheim has developed a tetracyclic structure with intended use as an antidepressant: flibanserin. This compound is closely related to mianserine and ketanserine, that is why it had an intended use as an antidepressant, the compound, however, turned out to be a complete dud in that application, although it could be used to successfully reverse anorgasmy of middle-aged subject-frustrated women. The latter is quite understandable since the compound is a D4 agonist, therefore it increases motivatedness, especially sexual one. As being a 5-HT2a antagonist, it decreases sexual satisfaction, furthermore, it is a 5-HT1a agonist, since 5-HT1 receptors counter-act with 5-HT2, 3 receptors in most cases. 
Thereby, the compound adjusts a constant sexual searching behaviour in case of women who have already „forgotten” about that. Thus, among others, it strengthenes self confidence since, evidently, motivatedness and volunteering also have an improving effect on self image.
A crutial point with respect to our research is that Sanofi was not satisfied with V1/V3 antagonism only, instead, it developed a V3-selective antagonist, vaptan (SSR149415) (while V1/V3 is recently called V1a/V1b, it was them who proved in their research that those are sub-types of the same receptor, although they were worried about V1a, which has vasodilatating effect).
Results: SSR vaptan has a long term blocking effect on CRH, although it induces a spike in the introductory phase, to which they recommend a  CRF1 blocker (SSR125543) developed by the same company, which is also an expensive polycyclic compound, and now they intend to sell the two compounds together: to generate financial advantage from professional failure.
We note that the expensive polycyclic compound, SSR, has to be administered at a dose of 10-30 mg per kg of body weight per injections to achieve the desired effect, and it is also recommended to use the CRF1 blocker, which has a similarly complicated structure, as a combination drug partner, while vasopressinergic peptides – according to every single study – have an effective dose in the microgram range.
2. Our pharmacodynamic hypotheses / perspectives
Classical human psychiatry always discusses autisms as extreme negativisms, let us follow a route based on this evidence. We are already aware of the results of experiments using oxytocin as it was discussed above.
Psychotic autists are characterised with extremely high levels of endorphin in the liquor, which – as it is well known from the results of ondansetron experiments – increases the activity of 5HT3 receptor in specific serotonin excitation. At the same time, the general serotonin antagonist, fenfluramin is ineffective in the treatment of autism.
When children are given a strong opiate agonist, e.g. naltrexon, their autism-related symptoms get alleviated, although they become apatic.

There are more up to date experiments available using polypeptide type incretinergic secretin (which is produced in the gastrointestinal tract, while stored centrally in nucleus supraopticus and paraventricular nuclei of hypothalamus; and AVP, endogenous vasopressin is produced exactly there). As an incretinergic hormone, vasopressin permanently elevates 5HT3 activity, thus causing a kind of „biochemical satisfaction”, thus excitatory endorphines are supressed (see fluoxetin or sertralin SSRI as examples: feeling satisfied, no motivation to achieve excitation), thereby causing real emotional improvement in cases of autism. At the same time, it is also immunergic and insulinergic substance, therefore, it may have dangerous effects. 
Setrones, namely ondansetron („Zofran”, Trade Mark of Glaxo), decrease 5-HT3 activity, thereby decreasing specific serotonergic excitation, but since they do not have a direct effect on endorphinergic excitation, no long term result can be achived with the above compounds either, they tend to decrease agitation instead, and based on the already discussed secretinergic process, 5-HT3-ergic excitation spikes again; the effect of secretin is virtually the opposite, while in fact that process is much more complicated. Odansetron may also interfere with insuline-like homeostasis.
2.1.              Pharmacodynamic potentials of Manning-peptide 
It decreases V3, thereby increases D4, which leads to extremely strong endorphin excitation („quasy-orgasm lasting for x seconds”), which in addition burns opiate receptors; temporarily elevates the „satisfying” 5HT3, which in return ceases slowly and evenly as a result of the lack of endorphinergic post-stimulation: all this re-optimises the openness–binding–satisfaction system, V3, according to all known signs; that is, hypothalamic balance becomes restored. If the balance remains stable, there are no incretinergic or immunergic side effects, or cardiovascular risk when the peptide in question is used, see Sanofi.
Endorphin stable: no apaty. do have hedony.

Dopamin stable: no motivation disorders. do have positive excitement.

Serotonin stable: no negativism. do have emotional binding.

Accordingly, the same positive effect in both psychiatric sense from cases of autism to OBX depression, in all cases of negativism, and sexual psychologically as well..
A possible reason for SSR vaptan to have a prolonged effect lasting for a whole week is that it may adjust several such cycles, since it remains attached to V3 receptor relatively longer, not just for a few minutes like endogenous AVP (e.g. endorphine burn lasts for 12 seconds max.). Thus, it is not only the drug which is in effect but also hypothalamic stability, which is being established as a result; not mentioning, however, the enormous cardiovascular risk it presents, which is „2 in 1”, can be prevented simply by using the Manning peptide.
The FDA recently banned the commercial distribution of the drug in the USA and explained its step by the results of its research examining the female population that fall within the general spectrums of anorgasmia. Research result shows no radical condition change among these women. This result is referred to in our essay in the context of receptor efficiency; and we are covering this topic in the following chapter:

We can sequentially alleviate apaty, anhedony, and unsatisfaction in anorgasmy; 
not entirely in a single step, which is a big drawback in case of flibanserin; and that is the reason why flibanserin helps the most in case of patients suffering from all three sympthoms simultaneously: women in pre-climacterial period.
Being aware of the above facts, we can state that Manning-peptide has a potential as a general anorgasm drug, or may be more than that: since it also shows vasodilatating effect lasting for two hours, thus it may have a potential in effective treatment of erectile dysfunction by its „Viagra-like effect”.

The way it exerts such effect is when libido is increased (Viagra is unable to achieve that inherently), the „Viagra-effect” is strengthened within the penis, while at the same time, cardiovascular risk is not increased unlike in case of larger doses of Viagra; due to the fact that indirect adrenolytic effect is also increased in the present case. Consequently, it follows the course of male erectile orgasm without posing risks (3 advantages to Viagra and its associated molecules), while, at the same time, it treats bodily functions by the means of hypothalamic optimisation. In this respect, „male markets” is also covered with such a remarkable pharmacodynamical portfolio. 
� General description of Manning-peptide: „This is a V1/V3 antagonist oligopeptide, it does not interfere with the V2 renal receptors at all, it does not interfere with the oxytocin receptors, it is linear (there is no disulphide bridge), it is enzyme stable, it can get through the blood-brain barrier, it can be applied in vivo, and it also has an ideal half-life period of  approximately 2 hours.” (Source: )
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