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WHEN IT'STIMETOTEST,

START WITH A RAPID AND RELIABLE BLOOD TEST®
Assessing GAA enzyme activity is the gold standard of tests o diagnose pecliatric LOPD.

DRIED BLOOD SPOT SAMPLING

Dried blood spot (DBS) kits are available to ossist you with
proper collection. handiing. and shipping of DBS cards foa
designated laboratary,

A positive DBS enzyme activity test should be confimed by
genetic analysis of the GAA gene.”

WHOLE BLOOD SAMPLING

Alternatively, designated loboratories can perform
a GAA assay an a whole blood sample.?

GENETIC TESTING

Next-generation sequencing testing can be performed
for the GAA enzyme deficiency to identify patients
with Pompe disease as well as multipte other potential
neuromusculer disorders and myopathies! When there
is o high degree of suspicion, GAA single-gene testing
also available.
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Sodium Valproate Syrup
200 mg / 5 ml, 250 ml

= An Effective AED in Treatment of Most
Epileptic Syndromes.

e Cherry Flavoured.

Mainly Excreted in Urine.

Peak Plasma Concentration: 1 -4 Hours After

Used.

Half Life:8 - 20 Hours (Shorter in Children)

« Effective Therapeutic Range for Plasma

Valproic Acid Level, is Between 40 - 100 mcg / ml.

No.11, Sofe Ind. Zone,7th Km of Shiraz road, Isfahan, IRAN

P.O.Box: 81745-567 Tel: (+98)31 36540659 36540859

Fax: (+98)31-36540436 www.rahapharm.com
Email: marketing@rahapharm.com
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Article Code: HN-01380130
Epidemiology of Autism

Shahram Zare”

1. Professor, Biostatistics, Department of Community Medicine, Hormozgan University of Medical Sciences,
Bandar Abbas, Iran. shzare159@gmail.com

Abstract

Autism spectrum disorder (ASD) refers to a range of conditions characterized by deficits
in social and communication skills as well as restricted and repetitive behaviorsa and a
narrow range of interests and activities. According to WHO, it is estimated that
worldwide one in 160 children suffer from ASD. This estimate represents an average
figure, and reported prevalence varies substantially across nations. Some studies have,
however, reported figures that are higher. The prevalence of ASD in many low and
middle income countries is still unknown. In 2010, WHO estimated 0.76% of the world’s
children had ASD, though this estimate was based on studies in countries representing
only 16% of the global child population. A 2012 review of global prevalence estimates of
autism spectrum disorders found a median of 0.62% (62 cases per 10,000). Other
systematic reviews of prevalence studies internationally have produced similar summary
estimates, of approximately 0.7%, Yet, summary estimates make considerable variability
across geography, methodological approach, and time.

In Iran, the prevalence rate of autism has been investigated in only few studies. A
National Population-Based study reported the prevalence rate of 0.1% (10/1000), with a
2:1 male to female ratio. Another study was conducted in Iran which was based on
national screening of five-year-old children for ASD prior to school entry. Out of 1.32
million, the number of the children who subsequently were given a diagnosis of autistic
disorder when formally assessed using the Persian translation of the Autism Diagnostic
was around N = 826 [6.26 per 10,000]. It was also found that the prevalence of children
assessed as having ASD was twice as high in the more developed Provinces of Iran (8.81
per 10,000) than in the less developed Provinces (3.88 per 10,000).
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The overall Iranian prevalence of 6.26 per 10,000 for five year olds is similar to that
previously reported for certain European countries. Nevertheless, the reported Iranian
rates are much lower than those reported for some European and American countries. In
this study, boys were almost 4 times more suspected as having autism or were diagnosed
with it than girls. Epidemiological studies, however, show that over the past 50 years, the
prevalence of ASD has increasing globally. However, this increase may be due to better
methods of medical diagnosis, improved awareness and more accurate reports.

Keywords: Autism, Epidemiology, Prevalence, Iran.
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Genetic evaluation of inherited unexplained neurological disorders in
childhood

Abdolazim Nejati Zadeh™

2. Professor, Human Genetics, Molecular Medicine Research Center, Hormozgan University of Medical
Sciences, Bandar Abbas, Iran. azimnejate@yahoo.com

Abstract

Since consanguineous marriages are common practice in Iran, expectedly the rate of
autosomal recessive rare incapacitating diseases such as developmental delay/intellectual
disabilities, epilepsy, deafness, blindness, and etc. are high. These conditions present
many challenges to patients, families, and physicians. Some children with these types of
conditions wait years for an accurate diagnosis due to medical complexity or symptoms
that cannot be explained by standard medical knowledge. In some cases, a diagnosis
never comes. Frequently these children have undergone expensive, and sometimes,
painful diagnostic procedures for many years, and families are still left without an
answer, and therefore lack definitive therapeutic and preventive options. Families with
between 2-4 (or more) individuals with autosomal recessive conditions, as well as many
other families with autosomal dominant conditions with many more affected family
members, will be recruited for mapping studies. The aim being to undertake cutting-edge
genomic technologies including high density SNP microarray studies to map the likely
chromosomal location of the disease gene in each family, then cataloguing genes located
within the linked region and subsequently, to identify causative genes by a candidate-
positional strategy and the application of next generation sequencing technologies with
focus on hereditary undiagnosed or genetically heterogeneous diseases to identify and
characterise rare and yet to be described disorders and syndromes in childhood.

Keywords: Genetic, Childhood, Inherited, Neurological.
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Succesful epilepsy surgery in intractable epilepsy: A case report

Susan Amirsalari'*, Sohrab Hashemi Fesharaki?, Elham Rahimian®

1. Professor, Pediatric Neurology, Bagiyatallah University of Medical Sciences, Tehran, Iran.
susanamirsalari@yahoo.com

2. Neurologist, Pars Hospital, Tehran, Iran.

3. Neuroradiologist, Haghighat Neuroimaging Center, Tehran, Iran.

Abstract

Introduction: In spite of appropriate management,seizures are not controlled in10 to 20
percent of epileptic children.In patients with intractable epilepsy if we can find the
seizure focus, and resect it by epilepsy surgery, patient may be cured from refractory
seizures. Long Term Video-EEG Monitoring (LTM), MRI with Voxel-Based
Morphometry (VBM) and ictal SPECT may give us very important information in the
preoperative assessment of these patients.

Clinical History: The patient is a 6-year-old right handed girl, she was referred to LTM
unit with diagnosis of intractable epilepsy since 3 years of age. Her attacks were started
by psychic aura (feels fear as well as chest and throat burning) which followed by left
facial tonic spasm then left facial and arm clonic jerks with clonic blinking of both
eyelids. These attacks were recurred as cluster of seizures every day. In some of the
attacks she was falling and became unconscious.

Past History: She was a product of elective cesarian section of a full term birth with no
complication during pregnancy and the only child of a consanguinous marriage without a
history of febrile seizures and no family history of epilepsy. Physical and neurologic
exam was normal ,mental and physical development was normal.

Current medications: Oxcarbazepin 300 mg BID, Keppra 1000 mg BID and Clobazam
10 mg BID

Previous medications: ACTH, Sabril, Lamotrigine, Topiramate,Nitrazepam,Depakine,
Acetazolamid, Tegretol and Phenytoin.

Dedicated Brain MRI: Normal.

Brain MRI With VBM: Right frontotemporal abnormal cortex.

LTM: Epileptogenic zone is located in Right frontal lobe epilepsy.
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Spect: Increased uptake in right frontal area near right temporal area in ictal phase
compared with interictal phase.

Epilepsy surgery meeting: She is canditate for invasive intracranial EEG recording.
invasive EEG monitoring: She underwent craniotomy and subdural grid implantation
(32 disk electrodes) over the right frontotemporal area for intracranial EEG recording and
transferred from operating room to EMU. During 3 days EMU stay 38 events were
recorded.

Final diagnosis: Right frontal lobe epilptogenic zone near face motor area.
Comment: Excision of Epileptogenic zone beneat electrodes 28, 27 and 19.

Pathology: cortical dysplasia

Epilepsy surgery: Cortical excision was performed beneat 28, 27 and 19 electrdes
Follow up: She has been seizure free after the surgery for 9 months .She is continuing the
previous medications. We can taper one of the medications if she will be seizure free for
one year

Keywords: Intractable Epilepsy, LTM, VBM, Epilepsy Surgery.
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Update of Neurological Channelopathies

Farhad Mahvelati Shamsabadi®*
1. Child Neurologist, Pediatric Neurology Research Center, Tehran, Iran. fmshamsa@yahoo.com

Abstract

In order for cells to retain their integrity to water and yet permeate charged ions, trans-
membrane proteins known as ion channels have evolved. There is huge diversity of these
ion channels. Some proteins are tissue specific, while others are widely distributed
throughout the body. The resting membrane potential of excitable cells is entirely due to
the presence of such ion channels. It is therefore unsurprising that these channels are
integral to the fundamental processes of electrical signalling and excitation within the
nervous system. lon channels are membrane-bound proteins that perform key functions in
virtually all human cells. Such channels are critically important for the normal function of
the excitable tissues of the nervous system, such as muscle and brain. Until relatively
recently it was considered that dysfunction of ion channels in the nervous system would
be incompatible with life. However, an increasing number of human diseases associated
with dysfunctional ion channels are now recognized. Collectively, these disorders are
known as the neurological channelopathies. Such neurological channelopathies are
frequently genetically determined but may also arise through autoimmune mechanisms.
Different classifications of ion channels exist. Essentially ion channels have been
classified into two broad categories depending on their mode of activation—that is,
voltage gated and ligand gated. Most ion channels have a similar basic structure. All
voltage gated ion channels have a large pore forming subunit, which sits within the
membrane. The pore forming subunit (also called the a-subunit) contains a central
aqueous pore through which the relevant ion passes in response to voltage change
induced activation, also known as gating. In addition to the main a-subunit, it is common
for voltage gated ion channels to possess accessory subunits, these subunits may be
cytoplasmic or extracellular. Generally, these have an important function in modulating
the basic conductance function of the a-subunits. To date, most genetic neurological
channelopathies affecting the peripheral nervous system (PNS) and central nervous
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system (CNS) are caused by a-subunit mutations, resulting in dysfunction of voltage
gated ion channels. However, examples of genetic channelopathies due to dysfunction of
ligand gated channels are recognized, particularly in the PNS and are emerging in the
CNS. To date, most autoimmune channelopathies affect the PNS, although CNS
examples are likely to increase in the future.

It is evident that the PNS and CNS may be affected in isolation or in combination. In
addition, it has become clear that either genetic or autoimmune insults to the relevant
channel may underlie disease pathogenesis. Indeed, it may well transpire that for each
genetic channelopathy there will be its autoimmune counterpart. To date, autoimmune
channelopathies affecting the CNS are relatively uncommon but are likely to increase as
further antibodies are identified. For many channelopathies an accurate genetic or
autoimmune diagnosis can be achieved. Genetic diagnosis is clearly important in order to
allow accurate genetic counselling in appropriate families and will often inform treatment
choices.

Since the discovery that the paroxysmal muscle disorder periodic paralysis is caused by
mutations in genes that encode voltage-gated ion channels, many genetic neurological
channelopathies have been defined. These channelopathies include epilepsy syndromes
that show a mendelian pattern of inheritance, certain forms of migraine and disorders of
cerebellar function, as well as periodic paralysis. The clinical diversity of these disorders
relates in part to the tissue-specific expression of the dysfunctional channel, but is
probably influenced by other, as yet unidentified, genetic and non-genetic factors.
Despite their clinical diversity, the genetic neurological channelopathies exhibit at least
three common features. First, they are paroxysmal, that is, patients usually experience
episodes of impaired neurological function separated by periods of normality. Second,
episodes are triggered by environmental factors, such as temperature and physical or
emotional stress. Third, the genetic neurological channelopathies tend to share a common
natural history: over time, the frequency of attacks usually declines, but the patients are
often left with fixed tissue dysfunction and, therefore, some persisting neurological
disability.

Although individually uncommon, the genetic neurological channelopathies are becoming
widely recognized as a group, and cases will be encountered by clinicians in most
branches of clinical neurology. At least 40 separate single gene neurological
channelopathies have now been identified. The range of clinical presentations is
somewhat bewildering, and in part reflects the tissue distribution of the mutated ion
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channel. Clinical phenotypes include muscle disorders such as periodic paralysis and
myotonia (muscle stiffness), disorders of peripheral nerve excitability such as
neuromyotonia, and brain disorders migraine and epilepsy.

Neuronal ion channels associated with human inherited epilepsies include voltage-gated
channels (Na+, K+, Ca2+, Cl) as well as ligand-gated channels (nicotinic ACh receptors,
GABA receptors). Genotype-phenotype relationships in epilepsy are complex. Mutations
of several different ion channels can cause remarkably similar phenotypes (locus
heterogeneity), while distinct mutations of the same gene can cause variable phenotypes
(allelic heterogeneity), and furthermore, even the same mutation could lead to variable
phenotypes depending on factors like age and brain maturation.

Parallels are seen in the molecular findings of non-epileptic paroxysmal neurological
diseases where ion channels are also responsible, for example, mutations in Na+ channels
are associated with periodic paralysis, calcium channel mutations are associated with
Familial Hemiplegic Migraine (FHM) and Episodic Ataxia (EA-2), arising from defects
of the same gene (FHM and EA-2 can be considered as allelic channelopathies).

Keywords: Channelopathies, Pediatrics, Paroxysmal Neurological Diseases, Epilepsy.
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Posterior reversible encephalopathy syndrome with spinal cord involvement
(PRES-SCI), an atypical presentation of PRES in children, case report and
review of literature
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Medical Sciences, Mashhad, Iran.
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Sciences, Mashhad, Iran.

4. Assistant Professor, Pediatric Neurologist, Department of Pediatric Neurology, Ghaem Hospital, Mashhad
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Abstract

Introduction: Posterior reversible encephalopathy syndrome has a broad spectrum in
clinical presentation and radiologic features. Diagnosis of posterior reversible
encephalopathy syndrome (PRES) based on reversible clinical manifestations and
sequential neuroimaging. Atypical MRI features were defined as hemorrhage, restricted
diffusion or contrast enhancement of lesions, involvement of temporal and frontal lobes,
brain stem, basal ganglia, corpus callosum, cerebellum and spine. Atypical PRES with or
without spinal cord involvement is a rare presentation specially in children.

Method: Up to 2019, just 4 cases of posterior reversible encephalopathy syndrome with
spinal cord involvement (PRES-SCI) have been published in pediatrics. Here we describe
the youngest patient that has been reported, with the diagnosis of PRES-SCI.

Results: All of 5 cases had high signal intensities on T2 weighted images in brain stem
and cervical cord that in fallow up MRI, had been completely resolved. All the patients
had hypertension in the base of renal disease except one girl with chemotherapy induced
hypertension. Headache, altered mental status, seizure and visual impairment were the
most common symptoms respectively. Facial palsy was a remarkable warning sign in
some patients before admission.



—

Conclusions: PRES-SCI is rare in pediatrics but since it is reversible, prompt diagnosis
and management, can change the prognosis in these patients. It should be considered in
the differential diagnosis of spinal cord lesions in pediatrics.

Keywords: Posterior Reversible Encephalopathy Syndrome, Spinal Cord, Hypertension,
Pediatrics.
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Report of Neuromuscular Patients Diagnosed Using Whole Exome
Sequencing in Qeshm Island
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1. Molecular Medicine Research Center, Hormozgan Health Institute, Hormozgan University of Medical
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3. National Institute of Genetic Engineering and Biotechnology Tehran, Iran.

4. Iran University of Medical Sciences, Tehran, Iran.
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Abbas, Iran.

Abstract

Introduction: Neuromuscular disorders are clinically, pathologically and genetically
heterogeneous group. Even for the experienced clinician, a definite diagnosis is often
challenging due to the complexity of these disorders. Accurate molecular genetic
diagnosis can improve clinical management, provides appropriate genetic counseling and
testing of relatives, and allows potential therapeutic trials. Here, we investigated the
utility of whole exome sequencing (WES) in early diagnosis of neuromuscular disorders
in Qeshm Island.

Method: Most patients had history of, neurodevelopmental delay, seizure, mental
retardation, vision problems, dysmorphic face and congenital anomalies. Clinical Exmore
sequencing, followed by diagnostic interpretation of variants in genes associated with
NMDs, was performed for patients suspected to have a neuromuscular genetic cause.
Results: From 10 WES performed for patients with neuromuscular diseases 3 variants
were reported previously in other populations but 6 variants were novel which diagnosed
for the first time in Qeshm Island which were segregated in families. In one family with
two affected child the genetic cause was not found.

Conclusions: Whole exmoe sequencing is a useful tool for early diagnosis of
Neuromuscular Disorders especially in regions with high consanguinity. Using this
technique concerning the right indications could help in finding new genes responsible
for neuromuscular disorders and could be effective in recognizing carriers and guiding



1 192 9 § 5998 Wlas! (o 0 JKiS oot 399

g

them for prenatal diagnosis or PGD resulting in prevention of genetic neuromuscular
disorders.

Keywords: Exmoe Sequencing, Neuromuscular Disorders, Qeshm.
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CRIM status in Pompe disease
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Abstract

Pompe disease or glycogenosis type II (GSD II) is a LSD resulting from a deficiency of
the enzyme acid a-glucosidase (GAA) , and is inherited in an autosomal recessive
mode.The gene has been localized to chromosome 17g21-23.The gene has been cloned
and contains 20 exons. It is estimated that there are between 5,000 and 10,000 people
around the world living with Pompe disease. Until recently, the only therapeutic option
for Pompe disease was supportive care. Enzyme replacement therapy (ERT) with rhGAA
is now available and has the ability to treat the underlying cause of Pompe disease.
Although ERT is not a cure, providing the missing enzyme may slow or halt the
progression of muscle weakness and improve muscle function. However there are
patients who have not had a good outcome despite early treatment. The long-term
efficacy and safety to thGAA (Myozyme) administration may be affected by many
factors, including patient phenotype and genotype, the timing of the initiation of
treatment, and the development of an immune response, which is the most important,
potentially modifiable factor. Cross-reactive immunologic material (CRIM) status has
been found to be an important predictive factor for immune responses to rhGAA
replacement therapy in infantile-onset patients. CRIM negative patients (approximately
20% of classical infantile patients) are unable to make any GAA protein, due to the
presence of underlying deleterious null GAA alleles, and as a result their immune system
recognizes rhGAA as a foreign protein and despite being on ERT, these patients usually
fare poorly due to development of a sustained high titer of neutralizing antibodies to
rhGAA that renders the treatment ineffective. In contrast, CRIM-positive patients
produce some residual GAA protein, although non-functional inactive form. They
typically have low antibody titers and a better clinical outcome without the need for
immunomodulation. High, sustained antibody titers are also noted in some late onset
Pompe patients. The reason for these differing responses can be at CRIM status is
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determined on Western blot analysis, in skin fibroblasts, but unfortunately CRIM status
testing is not available in our country and can be performed at specialized academic or
commercial laboratories.

Keywords: Myozyme, Pome, Crime Status.
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Effect of raoamycin on tubroma, renal angiomyolipoma and frequency of
seizures in children with tuberous sclerosis
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Abstract

Introduction: Tuberous Sclerosis complex (TSC) is a rare genetic disease with a
dominant autosomal inheritance, which characterized by the development of benign
tumors in various organs. Rapamycin (mTOR inhibitor) has been proven to be effective
in treating the manifestation of TSC. In this study, we evaluate the effectiveness of
rapamycin on the size of subependymal giant cell astrocytoma, cortical tubers, renal
angiomyolipomas, seizures frequencies, development and learning skills on affected
individuals.

Methods: Between 2017, and 2018, eligible patients (Median age 9/7+5) with a definite
diagnosis of TCS were enrolled in the study. Rapamycin was prescribed for one year.
Periodic evaluations and laboratory tests were done every two weeks for one month, then
every six months. After gathering the Data, Statistical analysis were done with SPSS
software.

Results: This study was conducted with a view of the low prevalence of illness in Iran
and the world with a small sample size. During the study, the number of brain tubers (P-
Value<0.001) and their size (P-Value=0.029), the size of renal angiomyolipomas (P-
Value<0.0001) and skin lesions (P-Value<0.001) were significantly reduced, and the
progression of lesions didn't occur. Frequencies of seizures decreased during treatment
(P-Value<0.0001) and nine of patients were seizure free. Results didn’t found any
significant effect in development or learning skills in patients. Adverse effects led to
discontinuation in two patients because of one secondary amenorrhea and swelling in
lower extremities, one case with sepsis that led to death.
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Conclusion: This study showed that Rapamycin is effective in patients with tuberous
sclerosis in Iran. There was no relationship between the effect of this drug on the age and
sex of the patients, which indicates that the drug can be prescribe in any age and sex.

Keywords: Rapamycin, Tubroma, Renal Angiomyolipoma, Seizures, Tuberous Sclerosis.
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Refractory Seizures,a Manifestation of Vanishing White Matter Disease
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Abstract

Vanishing white matter disease (VWM) is an autosomal recessive leukoencephalopathy
that slowly progresses during childhood period with episodes of neurological
deterioration. Lower age of onset is along with worse prognosis. This genetic disorder is
due to mutation of eukaryotic translation inhibition factor 2B (EIf2B and its subunits B1-
5) gene that encodes production of proteins during stressful situations such as trauma and
infections. Clinical manifestations is included psychomotor delay, ataxia, spasticity, optic
atrophy, opsoclonus myoclonus syndrome, seizures and death. Adult onset disease is rare
with milder progression.

We reported a case of VWM disease who presented with refractory seizures. She was
born from an uneventful cesarean section, consanguineous marriage. Attacks was started
after age of four months as tonic, myoclonic and staring seizures. Gradually she regressed
to poor head control, didn’t have normal fix and fallow and auditory attention. There was
intermittent altered level of consciousness even after controlling the seizures. Skin was
normal and no organomegaly was detected. Deep tendon reflexes was mildly
exaggerated. All data including routine hematologic measures, blood sugar, electrolytes,
urine analysis, venous blood gases, serum lactate, ammonia, pyruvate, serum and urine
amino acid chromatography, carnitine profile and urine organic acids was in normal
limits. In electroencephalography (EEG) nonspecific changes was seen. Brain MRI
showed diffused white matter involvement. Whole exome sequencing for patient was
performed and detected a homozygot pathogenic variant in EIf2B4 gene. Parents weren’t
evaluated for being heterozygote for this gene because of financial problems. Seizures
became poor controlled and patient dead at age of eight months with sepsis like
syndrome.



There are variety of manifestations for VWM from a simple motor delay to severely
progressive disease. Poor prognosis can occur in cases with earlier onset of disease
specially with refractory seizures.

Keywords: Seizure, Vanishing White Matter Disease.
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with cerebral palsy
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Abstract

Introduction: Recently, clinical trials have been performed to evaluate the efficacy of
extracorporeal shockwave therapy (ESWT) in patients with cerebral palsy (CP).
However, various studies adopted different clinical scales, making it insufficient to draw
a definite conclusion about the efficacy of ESWT in reducing spasticity after cerebral
palsy. The purpose of this meta-analysis was to assess the effects of ESWT on reducing
spasticity after applying ESWT in patients with CP.

Evidence Acquisition: In accordance with the PRISMA statement, authors searched
Medline, Embase, Web of Science, Cochrane Central Register of Controlled Trials and
Scopus from their inception dates through December 11th 2018. We included randomised
controlled trials in any language that using ESWT for the purpose of ameliorating
spasticity in patients with CP. We assessed spasticity measured by modified Ashworth
Scale (MAS), range of motion (ROM) and baropodometric values as outcomes.

Evidence Synthesis: Two authors independently extracted and verified data. Meta-
analysis was completed where possible, otherwise data were synthesised narratively.
From a total of 206 articles, 16 manuscripts were selected and 5 of them were ultimately
included in this meta-analysis. MAS grade as primary outcome was significantly
improved after ESWT compared to that in the control group (mean difference [MD]:-
0.62; 95% CI:-1.52 to -0.18). ROM after ESWT was also significantly improved
compared to that in the control groups (MD:18.01; 95% CI:6.11 to 29.91).
Baropodometric measures showed significantly increases in foot contact area during gait
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(SMD:29.00; 95% CI1:11.08 to 46.92), but not significantly in peak pressure under the
heel (MD:15.12; 95% CI:-1.85 to 32.10) immediately after ESWT.

Conclusions: No serious side effects were observed in any patient after ESWT. ESWT
may be a valid alternative to existing treatment options targeting spasticity diminishment
and ROM improvement in CP patients to maintain healthy lifestyles and normalize
spastic gait pattern. Further standardization of treatment protocols including treatment
intervals and intensities needs to be established and long-term follow-up studies are
needed to verify our results.

Keywords: ESWT, Spasticity, Cerebral Palsy.
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Screening
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Abstract

Introduction: Autism Spectrum Disorder (ASD) is a life- long neurodevelopmental
disorder and significantly influences the quality of life in children. The screening of ASD
in children aged between 16-30 months to early detection and early intervention for better
prognosis.

Method: This cross-sectional study was conducted in the southwest of Iran (Yasuj) with
dominant Lore ethnicity in 2017. A total of 1504 mother- child pairs with children aged
between 16-30 months were selected through simple random sampling from the
integrated national health system as the framework. ASD screening was implemented
using the Modified checklist for autism in toddlers- revised, with follow-up interview
(M-CHAT-R/F). Demographic data such as sex of children, and parental age at their time
of pregnancy were collected for all children.Data analyzez were done by SPSS20
software using descriptive and analytic(logistic regression) statistics.

Results: Mean age of toddlers was 20.26+3.74 months. 755(50.2%) children were boys
and 749(49.8%) were girls. Mean age of children's mother and father was 28.01+1.37and
32.3+1.59 years, respectively. Risk of ASD was low, moderate and high in 1447 (96.2%),
54 (3.6%) and 3 (0.2%) in screening, respectively. Follow-up evaluation was conducted
for 54 children with moderate risk. Out of 54 children, 13(24%) screened positive in
follow up interview and were referred to pediatric psychiatrist. Diagnosis of ASD was
confirmed for 10 of 13(77%) children. In high risk group, 2 of 3 (66%) children, ASD
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diagnosis was confirmed by pediatric psychiatrist. In all, 12 children (75% of those
assessed clinically) had met the criteria for ASD in the received feedback from pediatric
psychiatrist. The estimated rate of ASD prevalence was 80 per 10000 (12 out of 1504) or
1 in 125. Mother’s age >35 (P-value=0.002, OR=11.65, Closw: 2.49-54.35) and father’s
age >40 (P-Value=0.0001, OR=19.64, Clgs%:4.89-78.82) were predicting factors of ASD
in toddlers aged 16-30 months.

Conclusions: In 75% of screened positive toddlers in M-CHAT-R/F, ASD diagnosis was
confirmed. So, widespread implementation of screening is recommended to reduce the
age of ASD diagnosis. Given that, increasing the age of marriage in Iran and recent trend
towards delayed childbearing; children born to older parents are at a higher risk for
having ASD. So, increasing the public awareness is necessary.

Keywords: Autism Spectrum Disorder, Mass Screening, Parent.
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Leukodystrophy: Case report
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Abstract

Introduction: Leukodystrophies are genetic disease of myelin manufacture affecting the
central nervous system. The frequency of these diseases is estimated at about 1 in 7663
births. ACER3 (Alkaline Ceramidase 3) is a Coding gene. Diseases associated with
ACERS3 include Leukodystrophy, Progressive, and Early Childhood-Onset. The main
symptoms of neurologic features included truncal hypotonia, appendicular spasticity,
dystonia, areflexia, pale optic discs, and neurogenic bladder.

Case presentation: This study presents a 4-years-old boy with developmental delay,
intellectual disability, muscle weakness in lower limb, muscular dystrophy, renal tubular
acidosis (RTA). His MRI scan revealed cerebral atrophy and periventricular
leukomalacia(PVL). Based on clinical/para-clinical investigations the referring physician
suggested Cerebral palsy or/and Metachromatic leukodystrophy as a possible diagnosis
for him. His parents are first cousins. Finally, a whole-exome sequencing test was done
for the patient. The results showed a novel homozygous duplication mutation
(c.505_506dupCC) in exon 8 of the ACER3 gene. Although this mutation has not been
reported yet for Leukodystrophy, Progressive, and Early Childhood-Onset, the frequency
of it in normal population is low. After this observation, we perform the Sanger
sequencing for his parents. As a result, his parents showed a heterozygous mutation in the
same gene and same location.

Conclusions: Homozygosity for the W170Hfs*23 mutation in the ACERS3 gene results in
the inactivation of ACERS3 that can lead to the accumulation of various sphingolipids in
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blood and probably in the brain, likely accounting for this new form of childhood
leukodystrophy. This data can be used in early diagnosis of future generations and
effective genetic counseling in this family.

Keywords: ACER3, Frameshift Duplication, Leukodystrophy.
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The effects of dairy products on seizure tendency in mice
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Abstract

Epilepsy is a common neurological disorder which occurs as a result of a spontaneous
electrical discharge in the brain. According to recent studies there might be a relationship
between specific diet and seizure occurrence. Casein is an important protein of milk
which often causes hypersensitivity. It seems the release of inflammatory cytokines
during the process of immune system response alter the blood-brain-barrier (BBB)
integrity and lead to neuronal inflammation which could constitute on epileptogenic
focus. On the other hand, several studies represent full-fat milk or higher fat dairy
products as an effective anti-inflammatory factor which elevate seizure threshold. The
aim of present study was investigation of acute and chronic effects of dairy products
including dough (a yogurt-based beverage), cheese, low and high fat yogurt and milk on
pentylenetetrazole (PTZ)-induced seizures or electroshock in mice. The results of study
indicated that lower fat dairy products reduced seizure threshold in intravenous PTZ-
induced seizure as well as reduction in myoclonic and clonic jerk latencies in
intraperitoneal PTZ-induced seizure. High fat products or cheese reduced seizure activity
in both PTZ-induced models. Meanwhile both acute and chronic administration of dairy
products had no effect on an electroshockinduced seizure. Therefore, diet-related seizures
may depend upon the method which seizures are provoked.

Keywords: Neuroscience.
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Abstract

GM1 gangliosidosis is an inherited disorder that progressively destroys nervous system in
the brain and spinal cord. researchers classify this condition into three major types based
on the age at which signs and symptoms first appear. The signs and symptoms of the most
severe form of GM1 gangliosidosis, called type | or the infantile form, usually become
apparent by the age of 6 months. These patients develop an enlarged liver and spleen
(hepatosplenomegaly), seizures and eventually lose the skills they had previously
acquired. We introduce a 17 month old girl with regression since 9 months ago when she
was a 8 month old infant , before starting the symptoms ,her development was normal and
the child was able to control her head and rolls over, after a short course of viral infection
in 8 month old she was unable to rolling and she experienced floppiness as the first time,
in order to rule out metabolic disorders, tandem mass specterometry ,venous blood gas
and routine labratoary examinations including electrolytes ,liver and kidney function tests
were done. All of them were normal. Brain MRI showed delayed myelination according
to patients age. Filter paper evaluation for storage disoders including gaucher and
niemann pick type A and B were normal and abdominal sonography revealed no
organomegaly In 1 year old, after a fever following vaccination ,She lose her ability to
head control and in 17 month old she experienced first unprovoked seizure as focal clonic
jerks of facial muscles last more than 20 minutes and generalized tonic seizures. So the
patient hospitalized and work ups repeated . in this time, we repeat brain MRI and it
showed apparent delayed myelination including U fibers therefore a hypomyelinatin
leukoencephalopathy considered new investigations including abdominal sonography,
bone marrow aspiration and whole exom sequencing performed, abdominal sonography
revealed normal span of liver (86 mm) and spleen (62 mm) again. In bone marrow



dans 1Y

aspiration foamy cells were seen and whole exome sequencing revealed a homozygote
mutation on GLB1 gene which translates to beta galactosidase enzyme, so diagnosis of
GM1 gangliosidosis established, the parents were heterozygote for this mutation and they
were cousins. We report a 17 month old girl with regression since 8 month old and
hypomyelinating leukoencephalopathy in brain MRI with a definite diagnosis of infantile
form of GM1 gangliosidosis  without any organomegaly, therefore according to
classification it is an interesting manifestation of infantile form of disease.

Keywords: GM1 Gangliosidosis, Regression, Organomegaly.
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Abstract

Introduction: Selegiline, also known as L-deprenyl, is a substituted phenethylamine. At
normal clinical doses, it is a selective irreversible MAO-B inhibitor. In larger doses it
loses its specificity and also inhibits MAO-A. It is available in pill form under many
brand names and is used to reduce symptoms in early-stage Parkinson's disease. A
transdermal patch (brand name, Emsam) is used to treat depression. Selegiline, also
known as L-deprenyl, is a substituted phenethylamine. At normal clinical doses, it is a
selective irreversible MAO-B inhibitor. In larger doses it loses its specificity and also
inhibits MAO-A. It is available in pill form under many brand names and is used to
reduce symptoms in early-stage Parkinson's disease. A transdermal patch (brand name,
Emsam) is used to treat depression. In this research, to expand the domain of zigzag (6,0)
nanotube (CNT) and Nano cage C30 for selegiline delivery application, we investigated
the interaction of Selegiline functionalized CNT by using density functional theory (DFT)
calculations.

Method: All calculations of this work are performed by using the M06—2X, DFT method
and the 6-31G(d) level of theory as implemented in a locally modified version of the
GAMESS program[26]. The models of study include individual Selegiline and CNT,Cage
molecules and combinations of each of drug and nanotube. Optimized geometries and
energies are evaluated for all models at the mentioned theoretical level(see Table 1). Eq.
1 is used to evaluate the adsorption energies (Eags): Eads= E(orug+nanomaterials— Erug—
E(nanomaterials)-

Results & Conclusions: The M062X functional predicts that the order of magnitude of
electrical conductivity of Carbon nanostructures is as follows tube>cage. The Selegiline
drug prefers to be adsorbed on the Carbon nanostructures with adsorption energy about -
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0.250 and -0.178 eV for cage and tube respectively. Based on the density of states
analysis, it was demonstrated that the electrical conductivity of the Carbon nanostructures
is decreased by the drug adsorption, indicating that they can be used in the Selegiline
sensors. The order of magnitude of the sensitivity is as follows: Scage>>Stue This trend
corresponds to the decrease of the structural curvature in the Carbon nanostructures.
Finally, a short recovery time of about 0.54s and 4.4ns is predicted for cage and tube
respectively, at 298K.

Keywords: Sensor, Selegiline, DFT, Carbon Nanostructure.



DG Genydrecs em GOk &
AdalescentiNeunoloEy)

dmao 10

ol 21 ol g 5 G365 st o 0,58 w3 395

Article Code: HN-01230097

Acute cerebellitis following Opiate skin absorption in children and review in
literature

Meisam Babaei®*, Toktam Torabi Rostami?

1. Child and Adolescent Neurologist; School of Medicine, North Khorasan University of Medical Sciences,
Bojnurd, Iran. babaee1359@gmail.com
2. Medical Student, North Khorasan University of Medical Sciences, Bojnurd, Iran.

Abstract

Introduction: A one year and ten month old boy mas referred to ED with Fever and
altered mental status. The patient was exposed to boiled water and was inflicted with
second degree burn wounds from 3 days before admission. He was also exposed to
inhaled and topical usage of opium in burning sites of the body. He was transferred to
PICU; because of altered mental status, seizure, bradypnea, and pinpoint pupil; after 02
therapy, other initial treatment includes naloxan drip and levetiracetam. In laboratory
evaluation we found mixed acidosis and transaminitis; also in toxicoloy screening there
was opiate positive result. Because of decrease in saturation he was intubated and because
of width distribution in burning surface then we begin to start antibiotic treatment. In
other investigation there was some symmetric hypodensity in cerebellum at spiral brain
CT scan. At follow up MRI there was T2 and FLAIR hypersignal in cerebellar
hemisphere with mild edema and no hydrocephaly, but MRV was normal. In The 10 day's
hospitalization there was a good recovery in mental status, fever and seizure attack. After
3 months he was completely normal.

Method: Case report and review in literature.

Conclusion and literature Review: Based on the latest evidence, the term "acute toxic
leukoencephalopathy (ATL)" has been coined which is a clinicoradiologic diagnosis.
ATL is characterized by cerebral and cerebellar white matter injury on diffusion weighted
imaging from toxic substance. In recent studies, opiates were the second common
etiology for ALT after chemotherapy medications. Until 2017, 10 cases of toxic
leukoencephalopathy following opiate consumption in children were reported which is
unclear why their number is increasing. One important thing to note is that all the cases
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were in toddlerhood, there was no sexual Orientation, and the prognosis was good after
conservative management as with our case in which after 3 months of conservative
therapy the patient was completely normal. In severe hypoxic-ischemic encephalopathy
the cerebellum is often then the last structure affected, thus the pattern of brain
involvement is different from HIE than our case. It may be because of difference between
the distribution and predominance of opiate receptors in children. In contrast to many
world regions, in our country opium toxicity is very common within the pediatric
population. Such a high prevalence could be associated with regional geopolitical
conditions, cultural context , and recently the prevalent storage of methadone syrup in
households which is easily within the reach of children.

Results: In any child with history of opium toxicity if we have no response to medical
treatment it is better to do brain MRI to rule out of cerebellitis.

Keywords: Children, Opium Toxicity, Cerebellitis.
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Abstract

Introduction: Juvenile myasthenia gravis (JMG) is a rare autoimmune disease acquired
in childhood that included 10-15 percent of all cases of myasthenia gravis. Ocular
myasthenia gravis presents as ptosis with extraocular movement restriction and causes
misdiagnosis when bilateral as third nerve palsy or congenital ptosis. Early diagnosis
helps to prevent concerns and avoid further progression of disease.

Method: This is a case report. | obtained data in our hospitalized patient in Ghaem
Hospital, Mashhad, Iran.

Results: Here, we introduced a case of 4-year-old girl presented firstly by left eye ptosis,
gait disorder and then respiratory distress, which was misdiagnosed by Guillain Barre
Syndrome. She was represented by bilateral ptosis two months later that was diagnosed
and managed by Mestinon and confirmed by EMG-NCV.

Conclusions: Diagnosis and management of children with JMG should take account of
their developmental needs, natural history of the condition, and side-effect profiles of
treatment options.

Keywords: Juvenile Myasthenia Gravis, Guillain Barre Syndrome, Misdiagnosis.
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Abstract

Introduction: Chronic inflammatory demyelinating polyradiculoneuropa- thy (CIDP) is
an immune mediated treatable disorder of the peripheral nerves, with predominant motor
involvement and an insidious onset over months, or recurrent episodes. It can be in
differential diagnosis with Metachromatic leukodystrophy (MLD) or other
leukodystrophies.

Method: This is a case report. | obtained data in our hospitalized patient in Mashhad,
Iran.

Results: We present a 6-year-old boy referred by regression of cognition and speech
since 9 months ago after focal tonic colonic seizure. He had strabismus in age of 4 years
of old and mild regression. He had no history of underlying disorder before and in
perinatology history. His brain MRI and electroencephalogram (EEG) was normal in 9
months ago. He was diagnosed as CDIP according to EMG-NCV and underwent IVIG
therapy. In presentation time, his strabismus was persisted and his brain MRI showed
leukodystrophy. His MLD was confirmed by whole exome sequencing (WES) and ARSA
AR gene was positive for him (OMIOM Number: 667574).

Conclusions: If any patient referred by cognition disorder and we suspect to CDIP, we
should consider leukodystrophies and not rely on normal brain MRI and follow the
patient. If we suspect to leukodystrophies, we can check ARSA gene in WES.

Keywords:  Chronic  Inflammatory =~ Demyelinating  Polyradiculoneuropathy,
Metachromatic Leukodystrophy, Whole Exome Sequencing.
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Abstract

Introduction: Febrile seizures are common during infancy and early childhood,
particularly between 3 months and 5 years of age. Despite of different animal studies, it is
not known whether hyperthermia induced hyperventilation with subsequent hypocapnia
and alkalosis is relevant to febrile seizures in human children. This study was designed to
find out any association of febrile seizures with fever-induced hypocapnia.

Method: This is a cross sectional study which was performed within 2016-2019 in Akbar
hospital, a tertiary referral center of pediatrics in Mashhad, Iran. Axillary temperature was
measured and venous blood gas analysis was done soon after admission and within 24
hour of seizure onset. Data was analyzed using SPSS software version 19.0 software.
Results: One-hundred fifty five patients were enrolled in the study. The mean age of
them was 16.43+ 12.02 months. The mean PCO2 was much lower than normal range
(29.32+ 3.40 mmHg) and 93.4% of patients had hypocapnia (PCO2<35mmHg). The
mean pH was 7.35% 0.11 and 28.5% of them had alkalosis (pH>7.45). The mean O2
saturation was 76.88+ 13.56 percent.

Conclusions: Our findings demonstrated that febrile convulsion might be related to fever
induced hyperventilation and causing hypocapnia is one of the precipitating factor in
inducing seizures. Further cohort studies in large-scale population is needed.

Keywords: Febrile Convulsion, Hypocapnia, Hyperventilation.
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Abstract

Introduction: Cerebral palsy (CP) is thought to be the most common cause of serious
physical disability in childhood. It is a persistent motor disorder that appearing before the
age of 3 years. This group of children is at risk for sleep disorders. This disorder can have
a negative impact on both the children and their families. In recent years, the use of
melatonin as a safe, effective and inexpensive drug for the improvement of sleep
disorders has been expanding to in this children. The aim of this study was to investigate
the effect of melatonin on sleep disturbances (the onset and duration time of night sleep)
in children with cerebral palsy.

Method: In this case-control study 50 CP children (aged 2 to 12 years old) with sleep
disorders referred to Pediatric Neuroscience Clinic of Ghaem hospital were randomized
into the intervention (melatonin 3 mg) and control (lactose 3 mg as placebo) groups for
one month. The medications were administered 30 minutes before bedtime. Details of
patients' sleep quality were assessed by Actigraphy method. The effect of treatment on
sleep quality was compared between the two groups.

Results: According to our results no significant relationship was found in sleep disorders
and age and gender of children with cerebral palsy (P-Value>0/05). The effect of
melatonin on sleep disorders in children with cerebral palsy has been significant and



—

positive (0.001>). Melatonin reduced the sleep onset while increased the duration of

sleep.

Conclusions: According to our findings, sleep disorders are very common among
children with cerebral palsy. In addition, melatonin is effective in improving sleep in CP
children.

Keywords: Cerebral Palsy, Melatonin, Sleep Disorders.
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Abstract

Introduction: Hereditary congenital facial palsy (HCFP) is a rare congenital cranial
dysinnervation disorder, recognizable by non-progressive isolated facial nerve palsy
(cranial nerve VII). It is caused by developmental abnormalities of the facial nerve
nucleus and its nerve. So far, 4 homozygous mutations have been identified in 5 unrelated
families (12 patients) with HCFP worldwide.

Methods: A large Iranian consanguineous kindred with 5 members affected by HCFP
underwent thorough clinical and genetic evaluation. The candidate gene HOXB1 was
screened and analyzed by Sanger sequencing. As in previous cases, the most remarkable
findings in the affected members of the family were mask-like faces, bilateral facial palsy
with variable sensorineural hearing loss, and some dysmorphic features.

Results: Direct sequencing of the candidate gene HOXBL identified a novel homozygous
frameshift mutation (c.296_302del; p.Y99Wfs*20) which segregated with the disease
phenotype within the extended family.

Conclusions: Our findings expand the mutational spectrum of HOXB1 involved in
HCFP and consolidate the role of the gene in the development of autosomal recessive
HCFP. Moreover, the truncating mutation identified in this family leads to a broadly
similar resentation and severity observed in previous patients with nonsense and missense
mutations. This study characterizes and defines the phenotypic features of this rare
syndrome in a larger family than has previously been reported.

Keywords: HOXB1, Autosomal, Recessive Hereditary, Congenital Paralysis.
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Abstract

Introduction: Attention Deficit Hyperactivity Disorder (ADHD) is a common
neuropsychological disorder among children that might lead to disorders in daily
activities. At the moment, presynaptic dopamine agonist drugs such as Methylphenidate
(Ritalin) are used as a treatment. Some studies have addressed the role of shortage of
plasma serotonin levels in emergence of this disease and the fact that using Pyridoxine
can be useful in increasing the serotonin level and improving ADHD symptoms.
Methods: In this clinical trial, a total number of 50 children with ADHD in the age range
of 5-12 years old who had visited Children’s Neurology Clinic were selected by
convenience sampling and were divided into two similar experimental groups. One group
only received Ritalin as the treatment and the second group received Pyridoxine beside
Ritalin. The change in the severity of the symptoms was analyzed using Conners Rating
Scale.

Results: The patients were divided into two experimental groups identical in terms of age
and gender. The average disease-severity score in both groups reduced compared to the
average score before the intervention (23.92 and 32.12 units, respectively) (P-
Value<0.001). In addition, there was a significant difference (P-Value=0.006) between
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the severity of the symptoms in the groups after the intervention (the average severity of
symptoms was 65.09 and 54.00, respectively in children with ADHD.

Conclusion: Adding 40 mg pills of Pyridoxine hydrochloride (Vitamin B-6) to the
treatment diet of children in the age range of 5-12 years old suffering from combined
ADHD was followed by more reduction of the symptoms and increase in the
effectiveness of the treatment.

Keywords: Attention Deficit, Hyperactivity Disorder, Ritalin, Pyridoxine.
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Abstract

Introduction: Autism spectrum disorder, or ASD, includes what used to be called
Autistic Disorder, Asperger syndrome, or Pervasive Developmental Disorder — Not
Otherwise Specified, all of which affect a person’s social and emotional skills and
nonverbal communication. ASD has many similarities to ADHD, but there are also
differences between the two. Can a person be diagnosed with both ADHD and ASD?
More than half of all individuals who have been diagnosed with ASD also have signs of
ADHD. In fact, ADHD is the most common coexisting condition in children with ASD.
On the flip side, up to a quarter of children with ADHD have low-level signs of ASD,
which might include having difficulty with social skills or being very sensitive to clothing
textures, for example. Why do ADHD and ASD coexist so often and what are the
similarities between them? Both ADHD and ASD are neurodevelopmental disorders
(brain development has been affected in some way). That means both conditions/
disorders affect the central nervous system, which is responsible for movement, language,
memory, and social and focusing skills. A number of scientific studies have shown that
the two conditions often coexist, but researchers have not yet figured out why they do.
With ADHD or ASD, brain development has been affected in some way. Most
importantly, that includes the brain’s executive functioning, which is responsible for
decision making, impulse control, time management, focus, and organization skills. For
many children, social skills are also affected. Both ADHD and ASD are more common in
boys. ASHA’s Guidelines for Speech-Language Pathologists in Diagnosis, Assessment,
and Treatment of Autism Spectrum Disorders Across the Life Span provides information
related to assessment and intervention including a focus on AAC. The guidelines
recognize that AAC choices must be based upon an individual’s needs, including learning
strengths and weaknesses, level of social communication skills, and motor abilities. These
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guidelines and other ASHA policy documents are now a part of a continuing education
program (see sidebar below). These policy documents can help clinicians navigate the
case studies presented below and assist with their own decisions about assessment and
intervention tools and strategies. The following case study present child with ASD and
describe the SLP’s strategies to enhance communication and quality of life.

Methods: Case study; Hosein: A 3 years old boy that diagnosed with both ASD and
ADHD was evaluated by me (a speech language pathologist). | assessed his language,
speech, pragmatic, memory, attention, and making communication with others. He was
far from the same ages in every aspect. For example his verbal communication skills are
in preverbal stage, the speech was in making sounds randomly, he didn't know anything
as pragmatic, he forgot everything that his mother taught him and the attention wasn't
switch at different tasks at the end he didn't use to be like human very hyperactive very
lonely with repetitive movements in his hands.

Assessment: The Communication Symbolic and Behavior Scales Developmental Profile
(CSBS DP) was used to determine communicative competence. This norm-referenced
instrument for children 6-24 months old is characterized by outstanding psychometric
data (i.e., sensitivity=89.4%-94.4%; specificity=89.4%). Although Hosein was 36
months old, this tool was chosen because it provides salient information about social
communication development for children from 6 months to 6 years old.

Intervention: First of all i referred him to the doctor and received medicine for paying
attention and after that we started speech and behavior therapy.
Hosein’s team and family members developed communication goals that included
spontaneously using a consistent communication system for a variety of communicative
functions and initiating and responding to bids for joint attention. Research suggests that
joint attention is essential to the development of social, cognitive, and verbal abilities.
Because Hosein could not meet his needs through verbal communication, AAC was
considered. He had been taught some signs but did not use them communicatively. More
importantly, his motor imitation skills were so poor that it was difficult to differentiate his
signs. His communication partners would need to learn not only standard signs, but
Hosein’s idiosyncratic signs. Therefore, the Picture Exchange Communication System
was chosen to provide him with a consistent communication system. Additionally, a
visual schedule was used at home and school to aid in transitions and to increase his
symbolization. Incidental teaching methods including choices and incomplete activities
were embedded in home and preschool routines. In addition, a variety of joint activity
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routines (e.g., singing and moving to “Ring Around the Rosie” or “Row Your Boat”
while holding hands) that were socially pleasing to Hosein were identified. These were
infused throughout his day in various settings and with various people. Picture
representations of these play routines also were represented in his PECS book.

Research: Several evidence-based strategies were chosen to support intervention,
including PECS, visual supports, and incidental teaching.

Results: By the end of the year, a video taken at preschool showed that Hosein was
spontaneously using PECS for requests and protests. He was using speech along with his
PECS requests in the “I want” format. He also used speech alone for one-word requests
and for automatic routines such as counting or “ready, set, go.” He shared excitement and
joy in several joint activity routines with various people and referred to their facial
expressions for approval and reassurance.

Keywords: Autism, ADHD, Assessment, Discharge.
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Abstract

Introduction: In recent years, stroke is one of the most common medical diagnoses
among children. Due to the significant impact of the stroke in future of children, we
conducted this study to evaluate epidemiology of this disease.

Methods: This cross-sectional study was conducted in Zahedan in 2015, 42 children
entered in this study with convenience sampling method. All patients were evaluated by
Magnetic Resonance Imaging (MRI) and type of lesion was found.

Results: 27 (64.3%) people of the participants were male and 15 (35.7%) cases were
female. The average age of participants was 49/04+51/8 months. hemorrhagic stroke was
the highest incidence and after that Arterial ischemic stroke, venous ischemic stroke, and
venous hemorrhagic stroke were the most prevalent.

Conclusion: In this study, the prevalence of stroke was no significant difference in both
sexes and among different ages. As well as hemorrhagic stroke was most common.

Keywords: Clinical characteristic, Radiological Characteristic, Children, Stroke.
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Abstract

Introduction: Autism spectrum disorders (ASD) are common disorders and are typically
first recognized in early childhood. ASDs are characterized by core deficits in
communication, socialization, and behavior with a wide range of severity of symptoms.
Although there are no treatments for the core features of ASD but complementary and
alternative medical treatments (CAM) are commonly used for children with autism.
Recent studies have reported that approximately 88% of a large, geographically diverse
sample of children with ASD had used complementary and alternative medicine. This
integrative review identified the evidence supporting the most common use of CAM by
health provider s and families of children with autism.

Methods: Twelve electronic databases(MEDLINE, EMBASE, ProQuest, CINAHL,
Cochrane Library, three Korean databases (KoreaMed, OASIS, and KTCKP), two
Chinese database (CNKI and WanFang Data), and two Japanese databases (CiNii and
JAIRO) were searched from their inception to October 2017. In this review we will
discuss the common use of complementary and alternative medicine(CAM) by families of
children with autism spectrum disorders (ASD). We aimed to summarize and critically
evaluate the available evidence regarding the efficacy and safety of CAM for children
with autism.

Results: A wide range of CAM therapies are used in children. The National Center for
Complementary and Alternative Medicine groups CAM therapies into four domains,
including mind-body medicine(as yoga and music therapy), energy medicine(as
transcranial magnetic stimulation and acupuncture), biologically based(as dietary
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supplements: B6/Mg, melatonin, omega 3 fatty acids, turmeric, diet - gluten-free/ casein-
free diet, probiotics, fecal microbiota transplantation), manipulative and body-based
practices(as chiropractic, craniofacial massage, auditory integration). The most
commonly used CAM treatments for ASD fall into the categories of biologically based
practice and manipulative and body-based practices. It is important for clinical providers
and parents to understand the evidence for efficacy (or lack thereof) and potential side
effects. Some CAM practices have evidence to reject their use, such as secretin, other
shave emerging evidence to support their use, like melatonin.

Conclusion: This review suggests that some CAM practices may be effective for
pediatric ASD. Most treatments, however, have not been adequately studied and do not
have evidence to support their use. Although not direct effects of CAM practices,
undesired side-effects may relate to the delay or discontinuation of otherwise effective
treatments. Most treatments, however, have not been adequately studied and do not have
evidence to support their use.

Keywords: Autism, Complementary, Alternative Treatments, Evidence Based.
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Abstract

Introduction: Folate is an important vitamin of B complex group with significant role in
cell metabolism processes and its deficiency is associated with several diseases. In
addition, cerebral folate deficiency is associated with neurodevelopmental disorders.
Studying the association of serum and cerebral folate deficiency with childhood
neurodevelopmental disorders such as refractory epilepsy, developmental delay and
regression can be an important step towards improvement of symptoms of these
disorders. Thus, we investigated this association in this study.

Methods: In this cross—sectional study, 60 children aged 6 months to 5 years, known
cases of with idiopathic refractory epilepsy were selected randomly from those who
referred to Imam Reza clinic and Namazi hospital, Shiraz, Iran, from February until
October 2018. After recording demographic (including age and sex) and clinical
characteristics (including the medications used and the treatment protocol), CSF and
blood samples were taken from patients and sent to laboratory for measurement of 5-
methyltetrahydrofolate (SMTHF), folate, and homocysteine levels.

Results: 60 patients who completed the study, 33 were boy (55%) and 27 were girl
(45%). Mean =SD of the studied population was 26.93+19.97 months. Eighteen children
had refractory epilepsy (30%), 11 had developmental delay (18.3%), 12 had refractory
epilepsy and developmental delay (20%), and 19 had refractory epilepsy and
developmental regression (31.7%). The results of brain MRI were normal in 47 children
(78.3%) and atrophic in 21.7% (N=13). Mean £SD of serum level of homocysteine was
9.1448.58 pmol/L, that of folate was 11.60+6.89 nmol/L, and that of SMTHF was
69.23+54.16 nmol/L.



Conclusion: Measurement of serum folate, homocysteine, and CSF level of SMTHF are
of great importance in patients with developmental disabilities.

Keywords: Developmental Disabilities, Disabled Children, 5-methyltetrahydrofolate,
Folic Acid.
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Abstract

Introduction: In this study, a case of primary diffuse leptomeningeal melanomatosis
(PDLM), without neurocutaneous melanosis syndrome, is presented.

Case report: A female patient (age, 14 years) presented with headache, nausea,
vomiting, vertigo, diplopia, and lower limb weakness. The MRI findings showed
leptomeningeal isointensity on T1- and T2-weighted images and hyperintensity on fluid
attenuation inversion recovery (FLAIR) sequences. Definitive histological examination
showed a densely cellular tumor, characterized by irregular clusters of large pleomorphic
cells and melanin in tumor cells. Adjuvant therapy was refused by the parents, and the
patient died within 6 months.

Conclusion: PDLM is recognized as an uncommon and malignant melanoma affecting
the central nervous system. In case comorbidities are not diagnosed in patients with
unusual symptoms of meningitis, diagnostic methods such as cerebrospinal fluid analysis
and CNS biopsy can be helpful in identifying other underlying conditions.

Keywords: Spine, Central Nervous System, Melanoma, Child.
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Abstract

Introduction: About 1 to 5 percent of children with febrile seizures have central nervous
system infection with meningitis, so the first step in these patients is to make the
necessary assessments to diagnose meningitis And then identification and detection the
causative agents of this disease through cerebrospinal fluid (CSF) cultures obtained
through lumbar puncture. Bacterial meningitis is one of the most serious infections and
should be treated as emergency. As it has significant morbidity and mortality throughout
the world, every country should have precise information regarding the etiological agents
of disease and populations at risk to design public health prevention strategy. The aim of
this study was therefore identification of the bacterial meningitis agents in Children with
Febrile Seizure.

Methods: This research is a retrospective descriptive cross-sectional study. Cerebrospinal
fluid were collected from 182 pediatric patients at the age of 5 months to 6 years old with
Febrile Seizure and suspected meningitis, 114 of which were confirmed by biochemical,
microbiological and molecular tests as bacterial meningitis.

Results: All children with bacterial meningitis were under 18 months of age and all
presented with the first febrile seizure. 52.3% of the seizures were complex. According to
the 2-Chi test, there was a significant relationship between the type of seizure and the
prevalence of meningitis and the type of seizure and the prevalence of bacterial
meningitis in children with febrile Seizure (P value <0.05). 52% of gram positive bacteria
and 48% of gram negative bacteria were isolated. The most common bacteria isolated
were: Streptococcus pneumoniae 28%, Staphylococcus aureus 12.5%, Escherichia coli
9%, and Neisseria meningitidis8% and Pseudomonas aeruginosa6.5%.
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Conclusion: According to the results of this study, especially Gram positive bacteria
included Streptococcus pneumoniae and Staphylococcus aureus are major causes of
bacterial meningitis in children.

Keywords: Bacterial Meningitis, Febrile Seizure, Children, Cerebrospinal Fluid.
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Abstract

Introduction: An autoimmune disease is a condition arising from an abnormal immune
response to a normal body part. In recent decades’ scientists have observed a steady rise
in the incidence of autoimmune diseases in the world. Since this increase cannot be
explained solely by genetic factors, researchers hypothesize that the sharp increase in
these diseases is linked to environmental factors. Recent studies provided evidence for an
impact of dietary habits on the immune status and related disorders. Salt (sodium
chloride; NaCl) is one component prevalent in processed food frequently consumed.
Studying the mechanisms behind the effects of sodium chloride on immune cells like T
helper (TH) 17 cells and its implication as a risk factor for several diseases is a main goal.
Methods: This essay was a systematic review of English articles published in PubMed,
Nature, Semantic scholar and Research gate since 2010. Being up to date, matching with
keywords and accessing the full text were incoming metrics.

Results: Interleukin (IL)-17 producing T helper cells (Th17 cells) plays a pivotal role in
autoimmune diseases exactly multiple sclerosis (MS). Researchers show that increased
salt concentrations found locally under physiological conditions in vivo dramatically
boost the induction of murine and human Th17 cells. Most researches demonstrated that
excessive salt enhances the differentiation of Th17 cells, inducing a highly pathogenic
phenotype that aggravates experimental neuroinflammation. First human studies revealed
an association of increased MS disease activity with elevated salt consumption, while
more recent epidemiology studies in larger cohorts suggest no correlation between salt
intake and MS. Recent data from long-term studies with volunteers subjected to constant
sodium intake have shown that urine Na+ concentrations oscillate between day to day
measurements. However, it is known that ordinary urinary sodium analyses and
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nutritional questionnaires do not necessarily correspond to the actual sodium load and
more sophisticated analyses are needed.

Conclusion: Therefore, only further studies under less extreme conditions can show the
extent to which increased salt intake actually contributes to the development of
autoimmune diseases. Although more research is needed on the mechanisms underlying
the impact of lifestyle on MS, studying the combined lifestyle factors simultaneously
would help to enhance our understanding of the multifactorial impact on MS etiology.

Keywords: Autoimmunity, Sodium Chloride, T Helper (TH) 17 Cells, Multiple
Sclerosis.



axao VYA

. /'Y’k‘fk::ﬁr-rﬂ NeuroloEv]

ol 21 ol g 5 5365 st o 058 owod 399

Article Code: HN-01330104

Occupational and speech therapy for children with cerebral palsy

Saideh Sadat Mortazavi'”, Zahra Mortazavi?

1. PhD, Occupational Therapy, Hamadan University of Medical Science, Hamadan, Iran.
2. MSc, Speech Therapy, Hamadan University of Medical Science, Hamadan, Iran. zmortazavist@gmail.com

Abstract

Introduction: To explore the relationship use of services rehabilitation therapies and
development in children with cerebral palsy (cp).

Methods: It conducted a retrospective study involving 70 children with cp (mean age; 2y
6mo-8y 11mo; 32 females, 38 males), and their parents in two city; hamadan (central
province) and nahavand (city). Children were assessed by therapists using standardized
measures of balance and walking endurance and verbal communication. Parents
completed questionnaires on demographics, rehabilitation therapies, and their children’s
performance in self-care and participation in recreation. Therapists and parents
collaboratively classified children’s gross motor function classification system (gmfcs)
levels. And created graphs for each gmfcs level, depicting difference based the city of
residence. Using multinomial models, we analyzed the relationship between therapies
(amount, focus, family-centeredness, and the extent therapies met children’s needs) and
whether change in balance, walking endurance, and participation was ‘more than’ and
‘less than’ the reference of ‘as expected’.

Results: Children were more likely to progress ‘more than expected’ when participating
in occupational therapy and speach therapy program (family-centered, met children’s
needs, and focused on structured play/recreation). A focus on health and well-being was
positively associated with participation and self-care. The level of access to these services
was higher in the center of the province (hamadan) than in the city (nahavand).
Conclusion: Timely referral and increased access to these services have a significant
impact on the treatment of these children.

Keywords: Occupational Therapy, Speech Therapy, Children With Cerebral Palsy.
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Abstract

Introduction: An autoimmune disease is a condition arising from an abnormal immune
response to a normal body part. In recent decades’ scientists have observed a steady rise
in the incidence of autoimmune diseases in the world. Since this increase cannot be
explained solely by genetic factors, researchers hypothesize that the sharp increase in
these diseases is linked to environmental factors. Recent studies provided evidence for an
impact of dietary habits on the immune status and related disorders. Salt (sodium
chloride; NaCl) is one component prevalent in processed food frequently consumed.
Studying the mechanisms behind the effects of sodium chloride on immune cells like T
helper (TH) 17 cells and its implication as a risk factor for several diseases is a main goal.
Methods: This essay was a systematic review of English articles published in PubMed,
Nature, Semantic scholar and Research gate since 2010. Being up to date, matching with
keywords and accessing the full text were incoming metrics.

Result: Interleukin(IL)-17 producing T helper cells (Th17 cells) plays a pivotal role in
autoimmune diseases exactly multiple sclerosis(MS).Researchers show that increased salt
concentrations found locally under physiological conditions in vivo dramatically boost
the induction of murine and human Th17 cells. Most researches demonstrated that
excessive salt enhances the differentiation of Th17 cells, inducing a highly pathogenic
phenotype that aggravates experimental neuroinflammation. First human studies revealed
an association of increased MS disease activity with elevated salt consumption, while
more recent epidemiology studies in larger cohorts suggest no correlation between salt
intake and MS. Recent data from long-term studies with volunteers subjected to constant
sodium intake have shown that urine Na+ concentrations oscillate between day to day
measurements. However, it is known that ordinary urinary sodium analyses and
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nutritional questionnaires do not necessarily correspond to the actual sodium load and
more sophisticated analyses are needed.

Conclusion: Therefore, only further studies under less extreme conditions can show the
extent to which increased salt intake actually contributes to the development of
autoimmune diseases. Although more research is needed on the mechanisms underlying
the impact of lifestyle on MS, studying the combined lifestyle factors simultaneously
would help to enhance our understanding of the multifactorial impact on MS etiology".

Keywords: Autoimmunity, Sodium Chloride, T Helper (TH) 17 Cells, Multiple Sclerosis
(MS).
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Charcot-Marie-Tooth disease: A case report
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Abstract

Introduction: Charcot- Marie- Tooth disease was first described in 1886. The main
features of this disorder are usually the onset of childhood, familial onset, progressive
muscle weakness, and muscle atrophy that affect the legs. Later, the hands may also be
affected, so additional clinical features may include decreased tendon deep reflexes and
partial to moderate distal sensory impairment. Approximately two-thirds of cases of
CMTD are familial, with inheritance usually predominant. The diagnosis is based on
history and clinical examination, then EMG-NCYV testing and, if possible, genetic testing.
In this study, we present an 11-year-old boy with chronic cutaneous wounds that led to
the diagnosis of Charcot-Marie-Tooth disease.

Methods: The present study is a case report.

Result: An 11-year-old boy came to our hospital complaining of deep ulcers in the legs
and feet. Initially, the patient has severe itching in the wounded areas, resulting in deep
and numerous ulcers following the itching. The patient's symptoms started at age 3 and
were initially in the groin and other flexor areas of the lower extremity. At the patient's
neurologic examination, the 12 brain nerves were normal, but the patient had symmetrical
proximal muscle weakness of 3/5 in four extremities. On the other hand, the DTR of the
lower and upper extremities was symmetric and +1. Examination of the lower limbs in
both legs was evident in pes cavous and gate was abnormal. The only abnormal sensory
finding in the patient was unbearable skin pruritus. Multiple deep wounds were evident in
the areas of the soles of the feet and tendons, which had a tenderness in the deep
palpation. There were no pathological findings in the patient's initial tests (CBC, blood
glucose, serum electrolytes, liver function, kidney function, thyroid function,
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inflammatory factors (ESR and CRP) and metabolic tests). The patient was then asked for
EMG-NCYV four-limb test. EMG-NCYV results showed peripheral neuropathy of axonal
dysfunction suggested Charcot-Marie-Tooth type 2 disease.

Conclusion: In the present study, the patient was diagnosed with CMTD. According to
the present study and the findings of previous studies, it is recommended that patients
with refractory ulcers (whether in children or in adults), CMTD be included in differential
diagnosis.

Key words: Charcot-Marie-Tooth Disease, Refractory Ulcers, Children.



DG Genydrecs em GOk &
AdalescentiNeunoloEy)

axao \YY

ol 21 ol g 5 5365 st o 058 owod 399

Article Code: HN-01580127

Rare Neurologic Complications of Diabetic Ketoacidosis in a Child with Type
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Abstract

Introduction: Peripheral neuropathy following ketoacidosis in children is very rare. In
the present study, we report an 8-year-old child with peripheral neuropathy following
diabetic ketoacidosis in Iran.

Methods: The present study is a case report

Result: An 8-year-old boy came to our emergency room following nausea, vomiting,
abdominal pain, polydipsia and polyphagia. The patient's symptoms had started 3 days
earlier. Due to decreased consciousness and high blood sugar (BS=510mg/dl), the patient
was admitted to PICU ward with a possible diagnosis of complicated diabetic
ketoacidosis. The patient diagnosed as new onset diabetes. The patient was treated with
DKA protocol for 6 days, which was withdrawn from DKA. The patient had brain edema
in the PICU ward three times, treated with mannitol. The patient developed 4-limb paresis
during treatment then the right muscles force improved. Then the patient developed
paraplegia then left hemiplegia (upper and lower extremity forces were 4/5 and 3/5
respectively). In the following, the patient had mainly left hemiplegia. After exiting the
PICU and transferring to the ward, the neuropathy was mainly paraparesis with greater
severity in the left lower limb. The patient's DTR was also decreased on the left side. The
patient was subsequently diagnosed with probable Stroke but no further pathologic
findings (CT scan, MRI, MRV, and MRA) were found and color Doppler peripheral
vascular ultrasound was normal. Therefore, the patient underwent EMG-NCV, suggesting
acute and severe neuropathy of the left sciatic and ulnar nerves. The patient's upper limb
force continued to improve and left lower limb force continued to improve too that the



patient could walk a few steps. The patient was followed up on an outpatient basis and
physiotherapy exercises and EMG-NCV were requested.

Conclusion: The present study shows that peripheral neuropathy can be a rare
complication of diabetic ketoacidosis, even in the first episode, although a complete
neurologic examination is recommended in patients with diabetic ketoacidosis.

Keywords: Polyneuropathy, Ketoacidosis, Diabetes Mellitus Type 1, Children.
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Abstract

Introduction: Seizure is a transient occurance of signs and/or symptoms resulting from
abnormal excessive or synchronous neural activity in brain. Epilepsy is a disorder of the
brain characterized by an enduring predisposition to generate seizures and by the
neurobiologic, cognitive, psychological, and social consequences of this condition.We
aimed to assess the effect of low dose intravenous pulse of methyl prednisolone on
pediatric epilepsy specially refractory type in children.

Methods: In this case series, children with refractory seizure aged 1 month- 15 years
referred to 17 shahrivar hospital evaluate during 3 years. 3 pulses of 15 mg/kg/ day
intravenous methyl prednisolone in 3 consecutive days followed by a weaning dose of
Img/kg/day oral prednisolone for 1week were added concomitantly with patients’ stable
dosage of routine treatment. Each child was followed up for 6 months and the response
for treatment was assessed.

Results: Twenty children entered in this study consisting of 8 girls (40%) and 12 boys
(60%). The mean age was 6.45+3.45 years. 75% response by administering intravenous
methyl prednisolone was mentioned. Symptomatic cause of refractory epilepsy was noted
in 11 (55%) patients. The seizures were generalized tonic clonic in 6 (30%) patients.
Conclusion: Although, previous investigations noted high doses of methyl prednisolone
as efficient for treatment of pediatric epilepsy, according to our results , it seems that
administering low dose intravenous methyl prednisolone in combination with other drugs
can be an appropriate method with less complications.

Keywords: Child, Steroid, Refractory Seizure.
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Abstract

Giant axonal neuropathy (GAN) is a very rare neurodegenerative disorder with multiple
clinical, physical, and radiological features. This disease is caused by recessive mutations
in the Gigaxonin Gene. Here, we reported a 7-year-old girl who was admitted with chief
complains of ataxia, weakness, growth disorders, and history of psychiatric disorders. She
was born from a couple with consanguineous marriage. On physical examinations, she
was very moody and had clumsiness gait, decreased deep tendon reflexes of lower limbs,
and curly and kinky hair. The brain magnetic resonance imaging (MRI) revealed white
matter abnormality. The routine laboratory tests results were normal. The
electromyography (EMG) revealed compatible with chronic axonal type sensorimotor
polyneuropathy, but electroencephalogram (EEG) showed normal result. Eventually,
molecular test analysis with next generation sequencing (NGS) reported a novel
homozygous pathogenic variant (c.G778T:p.E260X) in exon 4 of the GAN gene,
indicating the giant axonal neuropathy disorder. Molecular analysis of GAN gene is
valuable for the diagnosis of new cases and prediction of the disease severity. Since there
is a possible relationship between consanguineous marriage and GAN incidence,
premarital genetic counseling and education is necessary.

Key words: Giant Axonal Neuropathy, Gigaxonin, Iranian Case, Mutation.
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The comparison of dietary intakes of antioxidants in children with ADHD
and healthy control; a case-control study
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Abstract

Introduction: Recent studies have identified ADHD as an inflammatory condition with
immunological and oxidative responses. In addition to inflammatory and immunologic
factors, researchers suggested that oxidative metabolism may be involved in the
development of ADHD. Some cross-sectional studies have found that oxidative balance is
impaired in patients with ADHD. The relationship between nutrients (macronutrients and
micronutrients) and the immune system has always been relevant; some nutrients are
known as immune system regulators and others as pro-inflammatory or anti-inflammatory
agents. Few studies have been carried out on the role of food antioxidants in ADHD. The
plasma levels of micronutrients such as zinc and copper, which play an essential role in
the antioxidant defense mechanism, are lower in ADHD children than in healthy people
Therefore, it is necessary to examine these factors in the patients.

Methods: This study was a retrospective case-control study with 200 ADHD children and
300 healthy children in control group aged 4 to 12 years. The demographic questionnaire,
FFQ, and Baecke physical activity questionnaire were used. Dietary intakes of
antioxidant including of zinc, selenium, vitamin E, vitamin C and beta-carotene obtain by
NUTRITIONIST 4 software from Food Frequencies Questionnaire.

Results: There was no significant difference between the two groups as regards age, sex,
weight, height, body mass index (BMI). In the case group, the mean the physical activity
score (P-Value=0.04) was higher than they were in the control group (P-Value=0.001).
Mean £ SD all of antioxidants contents in healthy group were higher than children with
ADHD but for zinc and vitamin E were significantly. (P-Value=0.023 and P-Value=001
respectively). Other variables were not significant predictors.



L] Goardiees em CHilk &

TR ob1g> 5 g ST Glas! o o S o5

Conclusion: The present study showed that the dietary intakes of antioxidants in the
healthy group were higher than the ADHD children. Based on such evidence, researchers
have suggested that oxidative stress might be important in the pathophysiology of
ADHD. The findings of some studies showed that elevated oxidative stress increases the
release of dopamine, a crucial neurotransmitter in ADHD, by increasing in membrane
permeability to calcium ions. Our study shown that dietary intakes of zinc and vitamin E
in children with ADHD lower than healthy children significantly. Zinc may plays a
pivotal role in the cell growth and cognitive evolution of children and its levels are high
in sections of the brain responsible for structural and functional duties. In addition,
vitamin E, which has antioxidant effects by reducing lipid peroxidation that may has
beneficial effects on ADHD patients.

Keywords: Antioxidants, Inflammation, ADHD, Child.
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Abstract

Introduction :Associations between nutritional/dietary factors and mental disorders have
been suggested. This study was conducted to assess the relation of major dietary patterns
determined by factor analysis with attention-deficit/hyperactivity disorder (ADHD) in a
group of Iranian pre- and school-aged children.

Methods: This case-control study was conducted on 500 pre- and school-aged children
(4-12 years old) matched by age and sex, in Isfahan, Iran. Dietary intake was identified
by a 168-item questionnaire, and major dietary patterns were identified by factor analysis.
The multivariable logistic regression is used for the association of dietary patterns with
the diagnosis of ADHD. ADHD diagnosis was carried out by the criteria of the
Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition.

Results: Two major dietary patterns were identified: healthy and Western. The healthy
dietary pattern was rich in fruits, vegetables, vegetable oils, whole grains, legumes, and
dairy products. The Western pattern was rich in processed meat, red meat, pizza, eggs,
snacks, animal fat, hydrogenated fat and salt. After controlling for potential confounders,
children in the top quintile of the Western dietary pattern score had greater odds having
ADHD, compared with those in the lowest quintile (OR:3.45, 95% CI:1.17-18.3,
Pens=0.03). The healthy pattern was inversely associated with ADHD (OR:0.46, 95% CI:
0.38-0. 91, Pyeng=0.01).

Conclusion: A significant independent association was found between the Western
dietary pattern and the odds of ADHD. The healthy dietary pattern was associated with
lower odds of having ADHD. Prospective studies are needed to confirm these findings.



Keywords: Dietary Patterns, Attention-Deficit, Hyperactivity Disorder, School-Aged
Children, lIranian.
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Abstract

Introduction: Autism Spectrum Disorder (ASD) is a universal public health concern
with a long-term neurodevelopment disorder that is recognized as disturbance in the
context of social communication and interaction, and the fluency of restricted and
repetitious patterns of behavior, interests or functions. As a result, children with ASD and
their providers are facing considerable barriers to accessing vital services in comparision
with the general population. The mean goal of this article is explaining healthcare access
problems for Iranian children with autism spectrum disorder.

Methods: This essay was a systematic review of English articles published in pubmed,
google scholar and Nature since 2015. Being up to date, matching with keywords and
accessing the full text were incoming metrics.

Results: The most important problems can be classified in three categories. First, access
to services problems like getting referrals and finding caregivers with proper training,
trouble in using services, loss of source of care, insufficient insurance coverage and social
secondary health coverage, geographic obstacles and financial burdens and also limited
access to education for community-based services and autism spectrum disorder (ASD)
specific interventions. Second, Deficiencies in quality of care that includes loss of care
coordination, no routine screening, diagnostic and psychoeducational practices and
absence of share decision making. Third, family induced problems that are high costs of
medicating, lack of formal and informal supports, employment problems and time-related
burden, being in poor health families and also having older children can be associated
with lower access problems.

Conclusion: Making some Programs for children in general (e.g. global screening for
autism) and improve level of knowledge about ASD diagnosis and interventions for
families and the caregivers via courses or social network is suggested to solve healthcare
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access problems. We also should train our professionals to diagnose autism based on the
standard protocols and tests .Additionally, practices and rules to address the insufficiency
of services for children with ASD are urgently needed.

Keywords: Healthcare Access Problems, Children, Autism Spectrum Disorder.
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Abstract

Introduction: The prevalence of perinatal asphyxia is 0.5% to 2%. Severe perinatal
asphyxia results in multiple organ involvement, neonate hospitalization and eventual
death. The present study investigated factors predicting poor prognosis in hewborns with
hypoxic ischemic encephalopathy (HIE) receiving hypothermia.

Methods: This cross-sectional descriptive study was performed retrospectively for 5
years in the Fatemieh Hospital of Hamadan on 51 newborns who were admitted to the
NICU with a diagnosis of HIE, confirmed by a neonatologist, and treated with cool cap.
The required data, including mother’s age, newborn’s gender and weight, gestational age,
delivery method, seizure, neonatal resuscitation, 1- and 5-minute Apgar scores, blood gas
analysis, analysis of CPK and LDH enzymes, brain imaging results,
electroencephalography (a-EEG), need for ventilator and infant outcome (death or
recovery) were extracted from the patients’ medical records files, recorded in a premade
questionnaire and analyzed using SPSS 16.

Results: The mean gestational age and birth weight were 38.3+1.6 weeks and
3132+477g. Seizure, mechanical ventilation, and severely abnormal a-EEG were
observed in 22, 31, and 20 neonates, respectively. Sixteen infants (31%) died.
Comparison of the living and dead infants in terms of effective factors influencing death
of infants with asphyxia receiving cool-cap therapy indicated that there were significant
relationships between death and advanced neonatal resuscitation (intra-tracheal intubation
and/or chest compression and/or drug administration) (P-Value=0.002), requirement for
mechanical ventilation (P-Value=0.016), 1-minute Apgar score (P-Value=0.040), and
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severely abnormal EEG (P-Value=0.047). Multiple regression of variables or data
showed that advanced neonatal resuscitation was an independent birth-related death
factor (P-Value=0.0075) and severely abnormal EEG was related to asphyxia severity (P-
Value=0.0001). The odds ratios also indicated that the chance of stage 3 to stage 2 in
neonates with severely abnormal EEG was 63 times higher than neonates with normal a-
EEG, and severely abnormal a-EEG was an independent predictor of poor prognosis.
Conclusion: This study showed that advanced neonatal resuscitation, need for
mechanical ventilation, low 1-minute Apgar score, and severely abnormal a-EEG were
independent predictors of poor prognosis in infants with HIE.

Keywords: Hypoxic Ischemic Encephalopathy (HIE), Prognosis, Patient Outcome
Assessment, Cool-Cap, Neonate.
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Abstract

Introduction: Migraine as the most common primary headache in children occur up
t010.6 % of 5-15 year old children and today many nutraceutics and alternative remedies
have been used in migraine prophylaxis. The aim of present study was to evaluated
efficacy and safety of topiramate plus supplement riboflavin in pediatric migraine
prophylaxis.

Methods: In a quasi- experimental study, monthly frequency, severity and duration of
headache, migraine disability and clinical side effects of 3 mg/kg topiramate with 100 mg
riboflavin daily for eight weeks in forty migraineur referred children to Pediatric
Neurology Clinic of Shahid Sadoughi Medical Sciences University, Yazd, Iran from
December 2018 October 2019 whom were treated with, were evaluated.

Results: 24 girls and 16 boys with mean age of 11.32+1.32 were evaluated. Combination
of topiramate with riboflavin was effective in reduction of monthly frequency
(16.12+6.64 to 8.01+3.22 attacks) , severity (7.21+0.23 to 4.01+1.76scores), duration of
headache reduced (3.78+1.22 to 1.01+0.89 hours) and Pediatric Migraine Disability
Assessment score (34.13+9.36 to 14.28+9.79) and all p < 0.05. Good response (more than
50% reduction in monthly headache frequency) was seen in 24 children (60%). Nausea
and mild diarrhea were seen in 4 children (10%), but, no serious side effects were seen in
these children.

Conclusion: Combination of topiramate and riboflavin is well tolerated and can be used
as safe and efficient drug in pediatric migraine prophylaxis.

Keywords: Migraine, Prophylaxis, Pediatric, Topiramate, Riboflavin.
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Abstract

Introduction: Neonatal herpes simplex virus (HSV) infection is a severe disease with
high mortality and morbidity. The disease is caused by both type 1 (HSV-1) and type 2
(HSV-2) forms. The prognosis for neonatal HSV infection has improved since effective
antiviral drugs, such as vidarabine and acyclovir, became available. However, the
mortality from disseminated infection and the morbidity following central nervous system
(CNS) infection remain high, despite the early administration of acyclovir.

Methods: This is a case report. | obtained data in our hospitalized patient in Ghaem
Hospital, Mashhad, Iran.

Results: We present a female term neonate referred to our center by left purulent
ophthalmic discharge accompanied by photophobia and opacification of underlying
stroma at 25 days of age. There was also conjunctival injection and palpebral edema. She
had a history of vesicular lesions since birth. Fluorescein-stained ophthalmologic
examination, suggested the existence of geographic ulcer due to HSV. Ophthalmic
discharge was positive for HSV polymerase chain reaction (PCR) test. She was treated by
intravenous Acyclovir for two weeks according to herpetic keratitis diagnosis. She was
discharged after resolving epithelial defect with slow improvement of corneal
opacification. She presented again in 4-month of age, by seizure and gastroenteritis and
admitted in our center. Her brain MRI was confirmed the herpes encephalitis and she was
underwent Acyclovir therapy.

Conclusion: Neonatal HSV infection should be treated by suppressive Acyclovir
treatment and administration of extended long-term suppressive Acyclovir therapy should
be considered to reduce the rate of recurrence.
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Abstract

Introduction:Although the development of effective and safe treatments for prophylaxis
of migraine headaches represents an important public health concern, only a few
medications have been approved by the for the specific treatment of patients with
migraine. We aimed to compare the efficacy of cinnarizine with propranolol in the
prophylaxis of pediatric migraine headache.

Methods: Children aged 6-14 years were selected from the patients with migraine
admitted to the neurology clinic of Bandar Abbas pediatric Hospital, affiliated to
Hormozgan University of Medical Sciences, Bandar Abbas, Iran.Eligible patients (n, 56)
were randomly divided into two groups, each comprising 28 patients: the first group
administered cinnarizine (37.5 mg/day in children aged 6-12 years and 50 mg/day in
children aged 12-17 years), and the second group received propranolol (1-mg/kg/day).
The frequency, severity of headaches over the trial period were assessed.

Results: After two months of treatment, both groups had significant reduction in
headache frequency in comparison with baseline period (P-Value=0.047), although this
difference between groups was not statistically significant. In addition, the mean severe
migraine attacks at the end of the second month was significantly lower in the cinnarizine
group compared with the propranolol group (P-Value=0.048). At the end of the study
64% (n:18) of patients who had received the cinnarizine and 57% (n:16) of patients who
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had administered the propranolol, the drugs appeared to have a preventative effect on
their headaches.

Conclusion: Cinnarizine appeared as effective as propranolol for the prophylactic
treatment of childhood migraine.

Keywords: Children, Migraine, Headache, Cinnarizine, Propranolol, Clinical Trial.
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Abstract

CSVT (Cerebral sinovenous thrombosis)is a rare phenomenon in newborns and infants,
however its occurrence is less estimated than what that happened. Unlike in adults with
the disease, anticoagulation therapy in children, especially in newborn, is debatable.
CSVT is a potentially life-threatening condition. Delays in diagnose or treatment of
CSVT can lead to progressive neurologic complication or death.

KeyWords: CSVT, Neonate, Seizure, Jitteriness.
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Abstract

Epilepsy is a weakening and infirming disease that influences approximately 50 millions
of people worldwide with the highest prevalence in low-income countries. The epilepsies
are a group of neurological disorders that are characterized by spontaneous recurrent
seizures. The loss of neuronal cells or extreme electrical discharge in neural cells
following injury results in recurrent seizure attacks. The treatment of temporal lobe
epilepsy (TLE) caused by hippocampal sclerosis is one of the major challenges in the
field of regenerative medicine. In recent years, stem cell-based therapy as the novel
therapeutic approach has been highlighted to manage, alleviate and even to stop the
seizure attacks and hyperexcitability. Up to now, different stem cells have been applied to
alleviate and rescue the cognitive deficits and neuropathological alterations in TLE using
in -vitro and in-vivo assays. Considering the discovery of the neural stem cells in the
mammalian brain, the hope has been raised in the TLE treatment. Seme areas in
mammalian brain by the existence and activation of neural stem/progenitor cells (NSCs)
to produce new neurons, have the partial self repair capacity. However, there is still no
evidence that extensive spontaneous replacement of dead neurons by newly formed
neurons leads to functional recovery in the damaged brain. Here we will discuss the effect
of epilepsy on behavior of endogenous NSCs and reversely the potential of endogenous
NSCs in epilepsy treatment and gifted NSCs which isolated from different parts of the
brain and embryonic stem cell to stop the seizure attacks and epilepsy treatment.

Keywords: Neural Stem Cells, Epilepsy, Treatment.
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Lafora disease in a 14-year-old patient: a case report
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Abstract

Lafora disease is a type of progressive myoclonic epilepsies . it is a rare genetic disorder
inherited in the form of autosomal recessive typically starting during adolescence in
otherwise neurologically normal individuals. Mutations in the laforin (EPM2A) gene on
chromosome 6924 or in the malin gene (NHLRC1) on chromosome 6p22 are responsible
of disaease.Here, we introduce a 14-year-old girl with generalized tonic-clonic GTC
seizures and myoclonic jerks which started from 2 year ago. seizures progressively
increased in frequency and intensity and were refractory to many anticonvulsants
including valproic acid, topiramate, lamotrigine and levetiracetam. Metabolic studies
including tandem mass spectrometery and evaluation for storage diseases were negative.
The patient experienced decline in neurological function during 2 years and the
suspicinon of lafora disease rised so ,she underwent axillary skin biopsy. Microscopic
examination showed periodic acid shift positive diastase resistant intracellular inclusions
(Lafora bodies), compatible with "Lafora disease". To the best of our knowledge, this was
the first known case with Lafora disease from Yazd, Iran

Keywords: Lafora Disease, Progressive Myoclonic Epilepsy, Regression.
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Approach to patients with neurometabolic diseases who show characteristic
signs and symptoms
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Abstract

Neurometabolic disorders are hereditary conditions mainly affect the function of the brain
and the nervous system. The prevalence of these disorders is 1 in 1000 live births. Such
disorders, at different ages could manifest as sepsis, hypoglycemia, and other neurologic
disorders. Having similar manifestations leads to delayed diagnosis of neurometabolic
disorders. A number of neurometabolic disorders have known treatments; however, to
prevent long-term complications the key factors are early diagnosis and treatment.
Although a large number of neurometabolic diseases have no treatment or cure, the
correct and on-time diagnosis before death is important for parents to have plans for
prenatal diagnosis. Different diagnostic procedures could be offered to parents, enzymatic
procedures and determining metabolites in plasma, urine, and CSF, and molecular genetic
diagnosis. Molecular genetic diagnostic procedures are expensive and could not be
offered to all parents. Therefore, we aimed to design algorithms to diagnose
neurometabolic disorders according to some frequent and characteristic signs and
symptoms. By designing these algorithms and using them properly, we could offer
diagnostic enzymatic panels. These enzymatic panels are inexpensive, therefore, could
reduce the financial burden on the parents. Also, having an early diagnosis according to
these panels could lead to offering more accurate and less expensive molecular genetic
tests.

Keywords: Neurometabolic Disorders, Children, Enzymatic Panels, Algorithms,
Diagnosis.
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Abstract

Dravet syndrome (DS) is suspected in children with complex febrile seizures evolving
into difficult to control epilepsies, exacerbated by antiseizure medications with sodium
blocking mechanism of action (carbamazepine, oxcarbazepine, phenytoin, or
lamotrigine), and also sabril. The first seizures are frequently febrile, are usually
prolonged, and can be generalized or focal clonic in type. Febrile and nonfebrile seizures
recur, sometimes as status epilepticus. Generalized myoclonic seizures appear after 1 year
of age. Partial, complex seizures with secondary generalization may also occur.
Coincident with the onset of myoclonic seizures are the slowing of development and the
gradual appearance of ataxia and hyperreflexia. Diagnosis. The diagnosis is based on the
phenotype. Up to 80% patients have a mutation on SCN1A (locus 2g24) with a negative
effect on sodium channel function Medications such as levetiracetam,divalproex sodium,
topiramate, clobazam, stiripentol, zonisamide, rufinamide, and management with a
ketogenic diet are good alternatives. Cannabinoids have shown similar benefits in this
epileptic syndrome. The most notable cannabinoid is the phytocannabinoid
tetrahydrocannabinol (THC), the primary psychoactive compound in cannabis. ZX008 is
a liquid solution of low dose fenfluramine hydrochloride, a compound derived from the
stimulant amphetamine (via the stimulation of serotonin release in the brain). A study
published in 2012 showed that ZX008 plus valproate resulted in significantly fewer
seizures in dravet syndrome patients. In this study, after five years of treatment, a lot of
patients remained seizure free, and researchers observed no major heart or lung problems
due to fenfluramine.

Keywords: Dravet-Valproate.
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Abstract

Introduction: Transcranial direct current stimulation (tDCS) is a form of noninvasive
brain stimulation that transmits a weak electrical current usually ranging from 1 to 2mA
between two electrode sponges, the anode and cathode, placed on the subject’s scalp.
Since the end of the1990s, tDCS has received clinical interest as a technique able to
significantly modify brain functions and clinical application of this technique was
reported for the first time in March 2005. In recent years, tDCS has been intensively
investigated as a treatment in a variety of psychiatric disorders in children and
adolescents including Autism Spectrum Disorders (ASD). It has been used extensively
for cognitive, language and behavioral treatments and shown to be a viable and safe
treatment method for many conditions such as theory of mind abilities, grammar use, and
stereotypic behavior. The present study critically reviewed evidence of the applicability
and efficacy of tDCS for the treatment of children with ASD.

Methods: A review of the literature concerning the application of tDCS in ASD children
was conducted using the databases MEDLINE (PubMed), Science Direct, Scopus, Web
of Science, Web of Knowledge and Cochrane. Relevant studies were identified by three
reviewers based on screened titles/abstracts and full texts.

Results: the papers found based on the keywords, 10 papers were selected. Studies in this
area were conducted in the form of original research, RCT, clinical study and case report,
the age range of the children participating ranged from 5 to 14 years and the number of
tDCS presentation sessions ranged from 1 to 28 sessions. The most stimulated area in the
studies was the dorsolateral prefrontal cortex (DLPFC) and the other areas stimulated
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were supplementary motor area (SMA), right temporoparietal junction (rTPJ) and Broca.
In these studies, the effects of tDCS have been assessed on the cognitive, behavioral,
communication/linguistic and motor function as well as brain signals of children with
ASD.

Conclusion: Although research in the field of application of tDCS for ASD children is
few and limited to recent years, but these studies have shown a positive effect of this
method on improving cognitive, behavioral, communication/language, motor and brain
functions in autistic children and this method can be used to improve various functional
aspects of these children due to its non-invasive nature.

Keywords: Transcranial Direct Current Stimulation, Autism Spectrum Disorders,
Functional Skills.
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Effect of seizures treatment on stuttering severity
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Abstract

Introduction: There are indications that epilepsy may be common in children with
stuttering. In this study we examined the effect of anti epileptic drugs in accompany with
speech therapy interventions on severity of stuttering in compare with speech therapy
interventions alone.

Methods: 20 children with manifestation of stuttering were studied in two groups. All
patients underwent EEG recordings during sleep. Group A received anti epileptic drugs
and speech therapy intervention and group B received speech therapy intervention alone.
Results: Group A had a severity decreasing after 8 weeks but group B did not show any
meaningful change in severity of stuttering.

Conclusion: Our data suggest that it is important to evaluating the existence of seizures
in children who stutter and accompanying anti epileptic drugs with speech therapy
intervention can be useful.

Keywords: Seizures, Stuttering, Children.



DG Genydrecs em GOk &
AdalescentiNeunoloEy)

ol 21 ol g 5 5365 st o 058 owod 399

Article Code: HN-00690031
Simultaneous determination of valproic acid and its main metabolite
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Abstract

A simple, sensitive, and rapid analytical method has been developed and validated for the
extraction and quantification of valproic acid and its main metabolite (3-heptanone) in
human plasma. Initially, the proteins of plasma were precipitated with trifluoroacetic
acid. Then a very small volume of a water-immiscible extractant and acetonitrile was
mixed and rapidly injected into the pre-treated plasma sample. For further turbidity
(dispersion of the extractant into sample solution), the cloudy solution was vortexed.
After centrifugation, the settled phase was injected into gas chromatography-flame
ionization detection. The effective parameters, such as type and volume of extraction and
disperser solvents, vortex time, and pH were studied and optimized. The limits of
detection of valproic acid and 3-heptanone were obtained, 0.065 and 0.015 mg L-1,
respectively. An acceptable precision was obtained for a concentration of 2 mg L—1 of
each analyte (relative standard deviation<8%). The average absolute recoveries (n=3) of
valproic acid and 3-heptanone were 52+2 and 42+1%, respectively. The validated method
has been successfully used in analysis of the analytes in human plasma samples.

Keywords: Gas chromatography, Valproic acid, 3-Heptanone, Plasma.
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Abstract

Introduction: Kidney is a multifunctional organ and antiepileptic drug have several side
effects, one of them is renal impairment, The aim of this study was to compare the effect
of sodium valproate and carbamazepine on kidney function in children with epilepsy.
Methods: 80 children (40 sodium valproate and 40 carbamazepine) aged between
2month and 14 y.o were participated, patients who use antiepileptic in past 6 month
continuously were included, we take from them sample for uruine analysis, urine NAG,
Na, K, Cr, Ca, Ph, Glu, Protein and serum level of Na, K, BUN, Cr, Ca, Ph, ALKP, VBG.
Results: The mean age of children was 7.43+3.33 y.0, 58 childs (72.5%) was mal and 22
(27.5%) of the was female. 12 person (15%) has positive familial hx, The average
duration of disease and drug consumption was 34.65+11 month and 24.85+9.18 month,
the mean NAG urine level was significantly different between two group (P-value<0.01),
and it is more highest in patient with sodium valproate.

Conclusion: In this study was shown that urinary NAG increased with antiepileptic drug
and this increase with sodium valproate is more than carbamazepine, this mean this drug
has renal impairment side effects.

Keywords: Valproic Acid, Carbamazepine, Acetylglucosaminidase.
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Role of Electroencephalography in Diagnosis of NCL2
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Abstract

Electroencephalographic (EEG) characteristics of neuronal ceroid lipofuscinosis type 2
(CLN2) disease might be help to diagnosis of this rare epileptic encephalopathy from
other encephalopathies in children. The purpose of the current paper is to review
conducted studies the association of photosensivity in the NCL2. These EEG features are
called photo paroxysmal response(PPR), initially reported by Pampiglione et al, are not
specific for NCLs but there are some features for PPR that are specific for CLN2 disease.
The PPR is spike-wave response that is time locked to the photic stimulation at low-
frequency IPS(1-3Hz). It might be beneficial if PPR could be used as a marker for NCLs
because EEGs are done for all patients who present with seizures but other tests (e.g,
electroretinography, visual evoked potential) are not performed except patients that they
are suspected to NCLs. According to the previous study and case reports photosensitivity
with low stimulation frequencies (1-3 Hz) is a hallmark of CLN2 disease. This diagnosis
should be considered in a child presenting with any type of seizure.

Keywords: NCL, Epilpsy, Children, PPR, EEG.
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Abstract

Introduction: Cerebral palsy (CP) is the most common physical disability in children
and the prevalence of this disorder is the same in both sexes. The presence of a child with
disabilities in the family, in addition to mental stress, can lead to depression especially in
the mother. The most important problem with CP child care is the movement problem of
these children. One of the interventions that is expected to be effective in this area is
hydrotherapy. Water exercises can provide entertaining and motivational forms of
physical activity, and are more effective for children with CP, especially for those with
mobility restrictions. According to the above mentioned, this study was conducted with
the aim of "determining the effect of hydrotherapy on motor evolution and spasticity
score in infants with cerebral palsy".

Methods: This is a randomized, semi-blind randomized clinical trial of 44 infant aged 1
to 10 months with cerebral palsy. The intervention was hydrotherapy for eight weeks.
Data gathering was done with Ashworth and Bayley Scales of Infant and Toddler
Development and Modified Ashworth Scale Instructions for motor development and
spasp assessment subsequently. Data analysis was performed using SPSS16th software.
Results: The results showed that upper extremity (biceps and triceps muscles) and lower
extremities (biceps and thigh muscles) had a significant decrease in muscle spasm due to
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hydrotherapy intervention. (P-Value=0.001). However, there was no significant increase
in motor developmental dimension (P-Value=0.838).

Conclusion: The results of this study showed that hydrotherapy significantly reduced the
upper and lower extremities spasm scores of the patients, but had no significant effect on
motor evolution despite having a positive intra-group effect within two months.

Keywords: Hydrotherapy, Cerebral Palsy, Spasm, Motor Development, Infant.
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Abstract

Introduction: The early years of the life including infancy and toddler years, are the
most important developmental stages. In this way, improving child's developmental status
in the first years of life will have a significant impact on establishing his or her
developmental status in future years. Therefore, the researcher and colleagues have
conducted numerous studies to improve the developmental status of the child in the early
years of life. This article is a short report about studies by the research team on
developmental interventions in the early years of life and the results of these studies.
Methods: This study is a systematic review of all studies conducted by the research team
on developmental interventions in early years of life in children at risk of developmental
delay. The articles from the above studies have been published in the valid journals.
Results: The researchers initially designed a developmental Stimulation Package in
infants at risk of developmental delay using the integrated review method. Then this
developmental stimulation package was tested in the infant population residing in the
foster care. Preliminary results showed that foster care infants were developmentally
significantly lower than the normal peers. According to the Denver instrument, the
implementation of the developmental stimulation package had a significant effect on the
gross motor and fine motor scores. Also, the weight of the children who were
developmentaly stimulated increased significantly compared to the control group. In the
next study, a developmental Stimulation Package for the early childhood (1-3years) was
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designed based on the West Virginia Early Learning Standards Framework. The package
was then implemented in children with celiac disease. The results of the study showed
that, based on the Baylay instrument, developmental stimulation had a significant effect
on the fine motor development of children with celiac disease. The same package was
also applied to infants residing in foster care; whose results indicated a positive impact of
the above package on the gross and fine motor development of them.

Conclusion: The results of these studies indicated that developmental delay could be
alleviate if identified and intervened in early years of life. During the above studies, we
designed two developmental stimulation packages, one for the infancy stage and one for
the toddler stage. The results of which indicated their positive effects on developmental
outcomes in the high-risk population.

Keywords: Development, Infant, Toddler.
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Abstract

Leukodystrophies constitute heterogeneous group of rare heritable disorders primarily
affecting the white matter of central nervous system. These conditions are often under-
appreciated among physicians. The first clinical manifestations of leukodystrophies are
often nonspecific and can occur in different ages from neonatal to late adulthood periods.
The diagnosis is, therefore, challenging in most cases. Comprehensive evaluation of
clinical findings, brain magnetic resonance imaging, and genetic studies play the key
roles in the early diagnosis of individuals with leukodystrophies. No cure is available for
most heritable white matter disorders but symptomatic treatments can significantly
decrease the burden of events. New genetic methods and stem cell transplantation are also
under investigation to further increase the quality and duration of life in affected
population. The improvements in molecular diagnostic tools allow us to identify the
meticulous underlying etiology of leukodystrophies and result in higher diagnostic rates,
new classifications of leukodystrophies based on genetic information, and replacement of
symptomatic managements with more specific targeted therapies.

Keywords: Pathological, Diagnostic.
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Abstract

Congenital disorders of glycosylation (CDG) are predominantly multisystem diseases.
More than 140 different genetic defects caused deficiency of enzymes involved in
proteins glycosylation. In this case series, we describe five cases of different kinds of
CDGs that proved with genetic studies (Whole Exome Sequencing-WES).

Case presentation: Case 1. A 10 years old boy who’s the only child of consanguineous
parents. He had muscular hypotonia, intellectual disability, photophobia, epilepsy,
athetotic movements, inverted nipples and abnormal subcutaneous fat distribution, knee
contracture and lips with whistling posture. The WES was performed and the result was a
homozygous variant in exon 9 of the NGLY1 gene.

Case 2. The patient was a 12 years old boy, the second child of consanguineous parents.
His sister and his cousin had intellectual disability. He had muscular hypotonia,
intellectual disability, developmental delay and epilepsy. In brain MRI we found
generalized brain atrophy. The WES was performed and the result was a homozygous
variant in exon 11 of the ALG1 gene. Case 3 to 5. Three children of a family, two girls
and one boy, with ADHD, intellectual disability and epilepsy were presented. One girl
had microcephaly and the other children had normal head circumference. Parents were
not consanguineous. The WES was performed and the result was a homozygous variant
in exon 11 of the ALG1 gene.

Keywords: Congenital Disorders of Glycosylation, CDG, Whole Exome Sequencing,
ALG1, NGLY1.
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Abstract

Introduction: To characterize pretreatment behavioral problems and differential effects
of initial therapy in children with childhood absence epilepsy (CAE).

Methods: The Child Behavior Checklist (CBCL) was administered at baseline, week 16-
20, and month 12 visits of a randomized double-blind trial of ethosuximide, lamotrigine,
and valproate. Total problems score was the primary outcome measure.

Results: A total of 450 participants at baseline, 350 participants at the week 16-20 visit,
and 100 participants at the month 12 visit had CBCL data. At baseline, 9% (95%
confidence interval [CI] 6%-13%) of children with CAE had elevated total problems
scores (mean 54.9+10.95). At week 16-20, participants taking valproic acid had
significantly higher total problems (51.2 [98.5% CI 48.6-58.7]), externalizing problems
(51.5 [98.7% CIl 48.5-54.5]), attention problems (57.8 [98.3% CI 55.6-60.0]), and
attention-deficit/hyperactivity problems (55.8 [98.5% CI 54.1-57.9]) scores compared to
participants taking ethosuximide (46.8 [98.3% CI 43.4-49.6]; 45.8 [98.3% CI 42.9-48.7];
54.6 [98.3% CI 52.4-56.9]; 53.0 [98.3% CI 51.3-54.8]). Lack of seizure freedom and
elevated week 16-20 Conner Continuous Performance Test confidence index were
associated with worse total problems scores. At month 12, participants taking valproic
acid had significantly higher attention problems scores (57.9 [98.3% CI 55.6-60.3])
compared to participants taking ethosuximide (54.5 [95% CI 52.1-56.9]).

Conclusions: Pretreatment and ongoing behavioral problems exist in CAE. Valproic acid
is associated with worse behavioral outcomes than ethosuximide or lamotrigine, further
reinforcing ethosuximide as the preferred initial therapy for CAE. This study provides
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Class Il evidence that for children with CAE, valproic acid is associated with worse
behavioral outcomes than ethosuximide or lamotrigine.

Keywords: Pretreatment Behavior, Subsequent Medication, Childhood Absence Epilepsy.
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