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Autism spectrum disorder (ASD) is a group of neurobehavioral disorders defined by
persistent deficits in social communication and social interactions with repetitive behav-
iors, and it is typically diagnosed within the first three years of life [1]. The Center for
Disease Control estimates that 1 in 59 eight-year-old children is diagnosed with ASD [2].
The pathogenesis of ASD is not fully elucidated and is likely to have multiple etiologies
with heterogeneous clinical presentations. ASD without a defined specific cause is re-
ferred to as idiopathic ASD and constitutes the majority of cases. Several environmental
factors may contribute to idiopathic ASD, such as maternal immune activation or bacterial
infection and prenatal exposure to toxins [3,4]. De novo mutations are among the known
genetic causes of ASD, having been identified in approximately 20-30% of cases. Three
kinds of genetic abnormalities associated with ASD have been defined: (1) single-gene
mutations, such as those found in SHANK3, FMR1, or MECP2; (2) copy number variations
(CNVs) including duplications, large deletions, inversions, and translocations of chromo-
somes; and (3) polygenic risk factors due to the accumulation of common variants, each
contributing to a portion of the risk.

Atypical autism, otherwise known as pervasive developmental disorder not other-
wise specified (PDD-NOS), is used to classify individuals who show mild-to-moderate
symptoms of ASD that are not enough for a diagnosis. The process of identifying a com-
mon profile of the disease and finding causative factors, diagnostic criteria, and potential
treatments has been complicated by the genetic and molecular heterogeneity of ASD.

A diagnosis of autism is also a life-changing experience for parents and caregivers
and involves the imposition of management, socio-economic, and emotional burdens.
Families are disposed to experience long-term challenges in various aspects of their daily
lives since a large percentage of autistic individuals present cognitive impairments that
limit their ability to lead independent lives [5,6]. It cannot be ignored that, because of the
lifelong nature of the condition and the variability in individuals with ASD, caretakers
and families are likely to endure challenges in different phases of their daily lives. It is
important to expand our understanding of current research in the field of autism, as well
as its management and support strategies, in order to care for individuals with ASD. This
Special Issue of Medicina, titled “Atypical Autism: Causes, Diagnosis and Support” in-
cludes research articles, review articles, and case reports offering significant current in-
formation on ASD research, support, and different aspects of management strategies for
individuals with ASD.

There has been an increasing trend of autism prevalence globally despite the devel-
opment of various support and management strategies. In their review article, Mondal et
al. describe how using complementary and alternative strategies to manage ASD is critical
[7]. The authors focus on non-pharmacological interventions including diets, supple-
ments, antioxidants, hormones, vitamins, and minerals to manage ASD, additionally dis-
cussing the benefits of herbal medicines, cannabidiols, gut microbiomes, etc. The authors
also describe a variety of dietary changes for ASD management, including the elimination
of certain food from the diet, although this needs to be closely controlled, as this can pre-
vent individuals with ASD from obtaining adequate nutrients. For example, casein and
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gluten cause immune responses for some individuals, as these are known to cause gut
inflammation. The authors also emphasize that consuming a specific carbohydrate diet or
ketogenic diet has potential beneficial effects for some individuals with ASD. Mondal et
al. also shed light on findings on the consumption of nutritional supplements such as
omega-3 fatty acids, zinc, vitamins, iron, magnesium, selenium, etc., which have been
shown to have beneficial effects for individuals with ASD. However, these supplements,
as well as their required dosage, should only be taken after consulting with a physician.
These authors illustrate the beneficial effects of antioxidants for individuals with ASD and
provide a brief account on some antioxidants such as curcumin, resveratrol, naringenin,
sulforaphane, and luteolin in their review report. They also discuss the importance of ex-
ploring hormonal therapies and herbal medicine, as these may have some beneficial ef-
fects on some individuals with ASD to manage some of their symptoms. Cannabidiol for
the management of ASD is a widely discussed topic; however, while its beneficial effects
are promising, more research and studies need to be conducted in order to better under-
stand it and its mechanisms in a wide range of use for individuals with ASD.

In their brief report, Reis et al. examined the impact of both parental presence and
the use of antipsychotic drugs on social interaction and apathy among individuals with
ASD [8]. They found that children on risperidone scored higher in social communication
but demonstrated differences in various social interactions, particularly regarding stereo-
typed behaviors, although the authors could not state whether these differences were
caused by drug usage or if the patients used antipsychotic drugs specifically because of
these behaviors. They also reported the presence of married parents as an another statis-
tically significant variant, reporting that children lacking the presence of married parents
demonstrated more stereotypical behavior on average when compared to children raised
with the presence of married parents. The authors point out that these findings might
indicate the significance of the presence of both parents for the social development of a
child with autism.

In their research article, Yildirin et al. reported on whether the serum levels of
kynurenine pathway (KP) products and interleukin-6 (IL-6)-activating indolamine 2-3 di-
oxygenase (IDO) were different between children with and without ASD [9]. They also
aimed to discover whether there were any differences in the biochemical parameters of
children with regressive-type and non-regressive-type ASD. The results of their study
showed that kynurenic acid, kynurenine, and IL-6 were higher in children with ASD when
compared to the control group, whereas there were no significant differences in quinolinic
acid between the groups. They also found no significant differences between the children
with and without regressive-type ASD regarding kynurenic acid, kynurenine, IL-6, and
quinolinic acid serum levels. The authors argue that these biomarkers should be measured
in all ASD cases, and these can serve as an important diagnostic tool for ASD.

In their review, Papadopoulos et al. aimed to investigate the plausible effect of bilin-
gualism on the linguistic skills of children with ASD living in Greece [10]. On the basis of
selected articles from peer-reviewed journals, the authors” scoping review was under-
taken by addressing the following research questions: “What are the effects of bilingual-
ism in ASD Greek-speaking children as regards their language skills? Will bilingual ASD
children differ from monolingual ASD children in the Greek context?”. Based on their
analysis, the authors’ review highlights two important findings. In specific language tasks,
bilingual children with ASD might have advantages over monolingual children with ASD,
but evidence for this was not adequate enough to be generalizable in broader Greek or
international contexts. Moreover, their findings indicated that bilingualism did not hinder
the language skills of children with ASD in the Greek sample studied. The authors thus
point out that it will be beneficial to conduct studies on the cognitive abilities of bilingual
children with ASD and the potential effect of bilingualism on language skills.

In the case report “Combined aCGH and Exome Sequencing Analysis Improves Au-
tism Spectrum Disorders Diagnosis”, Ranieri et al. report a case of a child suspected as
having ASD, who was examined by utilizing a genomic high-resolution method [11]. In
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their report, they showed that, via array comparative genomic hybridization (a-CGH) and
exome sequencing, a paternally inherited duplication of chromosome 7 was identified,
implying the involvement of the CNTNAP2 gene, which is a gene linked to brain devel-
opment and cognition. Furthermore, they reported that exome sequencing also identified
five potentially clinically relevant variants. Since ASD has complex origins, involving be-
havioral and genetic traits, additional explorations are required to discover the potential
role of environmental and epigenetic characteristics. Through this case report, the authors
highlight the need for using vast genomic analyses strategies to clarify the bases of condi-
tions such as ASD.

In summary, the articles in this Special Issue shed light on current scientific research
in the field of autism, as well as the importance of caregiving, management, diagnosis,
and support for individuals with ASD. Hopefully, this collection of articles will be helpful
for the scientific community to further more research in this area and afford progress in
the diagnostic and management aspects of ASD.
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