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LAY SUMMARY

The autism spectrum disorder (ASD) often refers to individual living with mental disorder featured in soci-
ety-life phobic and almost absent interests when likely self-abondance in repetitive dull behaviors [1] and more 
commonly manifested at 2 years old. Besides come with a long-haul physical/mental management and without 
better references wherewith to protocols, these children most often have to experience their worse prognosis—
premature mortality for organs fail. Well, to ASD prevalence soaring, parents have to concern their offsprings 
nowadays exposure. When synchronize incidence with 2017 and 2021 around the world [2], there is almost 
double elevation 1/127 on the ground of 1/247 over time, and the magnitude of total wrecks are speculated 
already up to 61.8 million. Firstly, genetic factors should shed light on this developmental disorder [3] due to 
questionary and consulting both work on those families with autistic members and, always contributes two 
cases or more than in someone. Meanwhile as a corroboration knocks off certain genomes in female mice the in 
vivo, treated dams may deliver autistic offsprings [4]. Yet, how to explain these aberrant genes are transmitted 
smoothly downstream among people available to willfully wreak incidences everywhere while spot the less 
likelihood for these autistic adults going into marriage in favor of themselves procreation which oxymoron mo-
tivates that presented genetic disorder at most contributes the minority in epidemiology. 

Of course, to medical attention commonly updating last years, many cases discovered is credited; at least cor-
relates to applications including the new diagnostic criteria to contain much more and the novel etiological tech-
nology for precisely lesion located and government spares resources to warrant specific health Action against 
ASD in effect. With data released from CDC [6] that show the results from ASD surveillance among children aged 
between 4 and 8 years; in the case of medical attention disparity between California and Texas both within a 
nation, it is hard to conclude that nuance existing among two available to contribute up to 5 folds of incidence. 
Conversely, while spot myriad coronaviruses already invaded into human communities last two decades, the 
CDC data can be interpreted so: The ASD prevalence escalating relevant to covid rampage on the earth especially 
since 2020 sparked SARs-COVID-19 surge. Accordingly, myriad epigenetic factors induce genetic expressions go 
wrong [5] in either mother, fetus, or neonatal to develop ASD as well is another mainstream. Secondary to ma-
ternal infection in trimester autistic labor develops that has already been thought much of [7] that refers to the 
hazard ratio 2.98 especially to bacterial during the first trimester; second decreases to 1.42. Notwithstanding, an 
interesting zoopery in MIT or Harverd laboratories, infection fever can perform dual roles [4]—what with as a 
demon who reaches out to wreak autistic labors; what with as an angel, works for these autistic infant mice to ex-
perience reversal symptoms thus to spark a hope ever aroused in an anecdote early circulating in folk since 1980 
[8] during flu season that parents reported autistic symptoms improving while their autistic children with py-
rexia and then referred to some caregivers to testify. These instances have long been objective evidence absents.

Besides infection, we may have other investigation upon preterm birth [9] and lower birth weight and small for 
Gestational Age Infants [10] contrasting with parental advanced age [11], even to maternal eating disorder [12] 
or maternal medication [13] the iatrogenic; however, the cited pathology, as good as in infection postulation, 
mostly is speculated the neonatal cerebral cortices or subcortices initialized in deformity which grey/white 
matter may manifest in thickness [14] measurable in magnetic resonance imaging. Well, speculate down the way 
from maternal conditions to their offsprings but what is the pathological conduction to retard or tackle neonatal 
mental progression? To answer this question, we propose a pathology other than above-mentioned hypotheses: 
The autonomic nervous system (ANS) performs poorly, nonorganic but due to glucose famine. 
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The Fourth Ventricle Disorder 
A reservoir full with cerebrospinal fluid (CSF) denoted by fourth 

ventricle (FV) is situated for ventral to the brainstem; and dorsal to 
cerebellum. It is well-known that inside brainstem is there vegetat-
ed/involuntary centers we call autonomic nervous system (ANS) with 
myriad neurons or neuronal clusters distributing to fulfill several in-
nervated tasks, wherein not only the vagal nerve mixed with sympa-
thetic and parasympathetic to work all viscera regulation in body; or 
reward system consisted of sustantia nigra and nucleus accumbens 
which exerts dopaminergic impulse bound for amygdala; and retic-
ular formation to modulate consciousness, cardiovascular, posture, 
muscle tensor, breathing rhythm or patterns, and etc. In sum, they 
sustain involuntary/autonomic motor to survive host such as the in-
ner diameter of air pipe for breath which present number may re-
sult from a balance yielded among temperature, humidity, oxygenic 
saturation, and myriad recessive factors exposure while human can 
scarcely sense this regulation so frequently in lining on contrary, sen-
sitive to a bit of paresthesia occurring. Hereby, the phrase of “fourth 
ventricle disorder” (FVD) as a general name conferred to denote ANS 
with energy-metabolism disorder. Herein context is glucose shortage 
correlative to a specific pathway we call trans-rhinocranium pathway 
(TRCP) which transmits glucose, and found in our practice of antago-
nizing covid symptoms with nasal sterilization just through which, we 
observed individual with asynergia a manifestation of totter [15] af-
ter nasal lining exposed in cryogenically ethanol solution. Obviously, 
down this way nasal mucosa can cast itself effectively influence on FV. 

Answer why there is a so-special energy canal rarely mentioned 
among literatures available to well-established should at all thank to 
neurons fail in glycogen synthesization like liver or muscle with glu-
cose [16]. For glucose import into CSF, blood-brain-barrier is often 
cited as a gate responsible to separate CSF from serum even more 
secures necessary exchanging including glucose’s transcranial trans-
ferring. Regard to this mechanism, we boldly assume that CSF which 
main task is securing a regular demand presenting the means of all 
neurons in cranium enough for subsisting anything but to maintain 
a component required with quick-responding like ANS which busy 
yielded to varieties stresses occur and corresponding peripheral  
sensory signals generated. In way of frequently raising or suppressing 
blood pressure correspondingly to secure ANS uptake glucose, per se 
is unworthy for spare a global alteration frequently to release a lo-
cal soaring deficiency since likely impacts elsewhere in body signifi-
cantly. TRCP applied actually sounds a solution with cost-effective-
ness well obtained of on its own way to feed ANS at any time and the  
importance is ANS may routinely work while less disturbs blood  
pressure. As contributor to TRCP mechanism, nasal mucosa certain-
ly can be the Achilles’ heel for its spontaneous exposure to external  
milieus when pathology attack severely curtails the glucose supply to 
FV, accounted for starving. 

Mental Whipping 
If try to shed light on ASD secondary to FV starved thus ANS less 

works, then first to get across the role ANS performs inside the in-
nervated regulative complex: As an inferior executive agency accepts 
orders from those superior cortices or subcortices such as amygda-
la as well as whereto the dopaminergic impulse emitted. These or-
ders will be modulated equal to be translated to varieties of signals 
as instruction to drive organs [17]; moreover, when success such an 
instructed regulation, cortices involved can relieve its corresponding 
somatosensory attack and a message may be dopaminergic impulse 
released immediately meanwhile, this event experienced likely to be 
translated as a part of memory build in hippocampus as learning in-
stance [18] referenced as sophisticated exertion. Additionally, ANS 
and organs can commonly constitute an autonomic machinery to do 
routine regulation when dependent on nervous reflex that embodies 
auto-responding in which, hippocampus data reference may render 
indispensable of smart exertion. Nevertheless, with dominance of 
consciousness responding to somatosensory information, cortices 
involved still can dictate whether reach out to interfere with ANS reg-
ulation for correction or further enhancement by orders.

It can be seen that while FV malfunction means duplex communi-
cation between amygdala and ANS is virtually cut off. Result not only 
in that viscera regulation absents to let intervention downstream 
from superior cortices involved bound for ANS becomes unsignifi-
cant, much less to relieve somatosensory attack, we call this wrought 
mental symptom nervous whipping (NW). The serious presentation 
may be dopaminergic metabolism almost ceases in cingulate [19,20] 
in vivo. The cingulate as the anterior agency to modulate afferent sig-
nals for hippocampus [21] which failure may be interpreted learning 
in mice hippocampus thus absents for which smart and high-efficien-
cy loses ANS amounting to exacerbate NW attack by increasing onset 
times or corresponding duration prolonging. For such mental attack, 
however, a systematic compensation strategy can be first to proac-
tively evade exogenous stresses like social-interplaying or learning 
that is why autistic children stubbornly present so. To attack as a 
complication at least occurs in typic adolescent, individuals should be 
confused in why the experience of theirs always brings themselves to 
experience psychiatric suffering instead of successful emotion, yet the 
all may be less odds to improve. In terms of the pathogeny on nasal 
mucosa, we subdivide ASD into two phenotypes, primary and second-
ary. 

Primary and Secondary 
The above-mentioned ASD zoopery [4] intended to ascertain an 

anecdote by here we interpret as: The pro-inflaming agent IL-17a ex-
posure brings the autistic mice’s nasal epithelia with aseptic inflam-
mation this may motivate individuals experience reversal symptoms. 
This is a recessive impetus of a tandem pathological process origi-
nally can promote delivering much more glucose  through TRCP in  
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typic ones; now just relieves FV’s hunger briefly. The similar story is as 
well in circulation that hydrophilous (water loving) [22] trait inhabits 
in autistic individuals. Hypoosmotic moisture exposure can exert hy-
potonic influence results in cations (H+ or Ca+2) escaping out from mu-
cin film this covers nasal epithelia for cytoprotective [23] thus leaving 
phosphate or sialic acid roots profoundly in film complex which fixed 
results in stagnation lets mucin molecule lose electric neutral and 
turns to with negative electric charges amounting to mucosal expo-
sure to electric shock. This strong physical stimulus likewise avails to 
proinflammation yielding and inflicted on epithelial membrane also 
promotes a reversal-symptom experience. This is a strong tempta-
tion, anyway, sometime likes Nymphs’ seduction trapped the Greek 
Hylas; children likely drown in rivers or ponds in realistic. 

As a trauma it also is dreadful, for example, ASD secondary to 
turbinectomy used to reshape air pipe for ventilation improvement 
to which, some practitioners select aggressively nasal dilatancy 
procedure. The patients likely complain of besides severe post-opt 
symptoms amid which the paresthesia appears in air pipe for which, 
Otolaryngological experts diagnose with the empty nose syndrome 
(ENS) [25] which etiopathogenesis thus far unclear, said impossible 
to improve at present. Nowadays, we can shed light on nasal muco-
sa overcut that prone to a possible progression to secondary FVD on 
the ground of etiopathology of ours. With a low responding or order/
signal modulation, ANS this machine is unable to work parameters 
updated for ventilation by the help of learning in hippocampus for 
which means endless somatosensory signals blaming paresthesia 
rampage on air lining for air dynamic change. Whereas fail to adap-
tive ventilated regulative machinery availably works to develop ENS, 
for those tracheas and their branches henceforth which smart plas-
ticity absents and replaced with stiff and cold experience in breathing 
like leaden pipe. This functional failure kind of motivates why those 
patients, innocent before; when carried out turbinectomy, today who 
suddenly resolved to inflict sanguinous violences on their specialists 
[24]. 

The failure relatives also occur in other organs with primary ASD, 
such as the highly prevalent aliment canal disorder [26] which most 
often presents gastrointestinal (GI) symptoms in malign constipation 
[1]. Since along with children growing, their trophic structure is up-
dated from breast-feeding with a few of nutrient elements to tough 
food of grain and meats abounding for uptake; autistic children whose 
GI also presents hard to adapt these recipes altered from micro flora, 
autoimmunity, nutrient, or growthy demands corresponding to every 
growing phase. That thus explains these individuals with primary 
ASD whose lifespan; as though there are some arguments on figures 
of years [27], status quo is still quite shorter than typic ones. The in-
teresting is both phenotypes, primary and secondary, sharing a nidus 
yet to which several mental symptoms sound a clinical difference may 
come down to cumulation of what individuals experience over time, 
rare versus rich respectively wrought learning malfunctions for pri-
mary insertion or adaptive update. 

Sexual Difference Implicate a Recessive Nexus 
The challenge, where it is at what the homogenous recessively 

presented in heterogenous maternal conditions vide supra may de-
velop prospective autistic delivery. Compare to as complication sec-
ondary to great deficiency in mucosa that may implicate the patho-
logically hypoplasia occurs fetal nasal mucosa. Another main may 
come from sexual hormones because gender difference manifests in 
prevalence for male contribute the higher odds or majority of severe 
cases than female between 4:1 and 3:1 [28]. This figure implies the 
hyperandrogenism exposure in embryo is the potential culprit, at 
least involved. Depart from a fact that the testosterone (T) can enable 
Mullerian duct degenerates wherefore fails to develop to female re-
productive organs (FRO) in male embryo within a typic development. 
While presume nasal mucosa and Mullerian duct are homo-histology 
with same receptors influenced by T, the vide supra why of gender dif-
ference presented in prevalence is acquired to explain though; yet, de 
facto is not that any male embryo must develop to with ASD although 
innate with Y chromosome always contributes a strong T expression; 
moreover, likely enhanced by exogenous, from maternity. Antagonize 
T is almost from mothers into embryo, the progesterone (P) exposure 
which protection, must reach out to umbrella FRO developing from T 
expression damage in Mullerian duct and, should in nasal mucosal, 
too. Nevertheless, the correlation between both hormones to influ-
ence nasal mucosal development still absents, still less to discuss is 
there the existence of critical third. 

Over the interrogation trying to reveal the causal relationship be-
tween autistic delivery and hormones, there has been a deal of litera-
tures contribute to this subject in the world. The commonly accepted 
results refer to higher titer of T in offspring serum [29] even relatives 
like female with congenital adrenal hyperplasia [30] more likely con-
tribute autistic delivery. Additionally, P prevention works in dams’ off-
springs [31] is also well cited. The interesting is females with ASD and 
their parents referred to questionary. Besides mothers’ high T [32], a 
profound influence most often entails in their offsprings’ traits such 
as sexual oriented and their FRO development in future. Therefore, 
our etiopathogenesis sounds varieties of epigenetic factors eventually 
come down to genetic expression disorder that presents convergent 
on nasal mucosa. 

Envision 
The kernel inside our ASD etiopathogenesis involves maternal 

hormonal disorder, nasal mucosal pathology, and FVD and nasal mu-
cosa and Mullerian duct share homogenous histology is the nexus to 
associate mother with her autistic children; at length defines this in-
nervated disorder that significantly avails diagnosis, or prognosis, or 
specific medical attentions progress. For example, for FV’s relieving 
hunger, we can consider the percutaneous way: Coating nose with 
sugar. We have reported an episode named BP of Honey Attack—via 
sugar’s percutaneous uptake FV can cloy to develop hypertension 
[33]. Well, an importance derives from our innervated framework is 
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FVD develops hyperglycemia in serum that is not an anecdote [34] 
but the academic reports six out of eight (6/8) prevalence of type II 
diabetes mellitus (T2DM) in population with ASD. Against FV in hy-
poglycemia, high blood sugar may be a systemic compensation more 
common accounted for the resistant phenotype of T2DM.
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