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this time caused by diagnostic inflation. The elastic boundaries of psychiatry have been

steadily expanding, because there is no bright line separating the worried well from the
mildly mentally disordered.

The DSMs have introduced many new diagnoses that were no more than severe variants

of normal behavior.

Frances A. DSM-IVIERAZE R

1) Frances A. The past, present and future of psychiatric diagnosis. World Psychiatry. 2013. 12:111-2.
2) Moreno C, et al., National trends in the outpatient diagnosis and treatment of bipolar disorder in youth., Arch Gen Psychiatry. 2007
Sep;64(9):1032-9.
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Figure Overview of the pathogenesis, phenotypes, diagnosis, and treatment of glucose
transporter type 1 deficiency syndrome (Glut1 DS)

Clinical picture (2)

Glucose transporter type 1 deficiency
syndrome (Glut1 DS) is a rare treatable
neurometabolic disorder caused by
monoallelic or, more rarely, biallelic
pathogenic variants in the SLC2A7 gene
which encodes Glut1.

Glut1 is a glucose transporter mainly
localized in brain capillary endothelial cells
and their encircling astrocytic end-feet.
Here, it plays a critical role in cerebral
glucose delivery, being responsible both

for glucose transport from the bloodstream
into the extracellular cleft (between the
endothelium and astrocyte) and then again
for glucose transport from the extracellular
cleft into astrocytes. Genetically-determined
defects in Glut1 result in impaired glucose
transport across the blood-brain barrier
and into astrocytes, thus causing cerebral
energy failure.

Clinical picture (1)

Classic phenotype: Infantile-onset chronic
encephalopathy with pharmacoresistant
epilepsy, developmental delay, acquired
microcephaly, spasticity, and movement
disorders (ataxia, dystonia, chorea) which
may be continuous, paroxysmal, or
continual with fluctuations in severity.

o

Francesca Magrinelli et al. Neurology 2020;95:500-501

© 2020 American Academy of Neurology

The clinical spectrum of Glut1 DS includes

milder phenotypes which generally fall into

one of three categories:

+ Epilepsy

* Movement disorders, in particular
paroxysmal exercise-induced dyskinesia
(attacks of chorea and dystonia affecting
mainly the lower limbs)

+ Cognitive/behavioral disturbances.

These presentations may have onset both in

childhood and adulthood, and may occur

either in isolation or as a mixed syndrome.

Diagnosis

One or both of the following criteria:

1. CSF glucose <3.33 mmol/L on fasting
lumbar puncture with normal blood
glucose (CSF/blood glucose ratio <0.4);

2. Monoallelic pathogenic variant (or rarely
biallelic pathogenic variants) in the

SLC2A1 gene on molecular genetic testing.
Abnormally low erythrocyte 3-O-methyl-
D-glucose uptake assay confirms the clinical
diagnosis of Glut1 DS.

CSF lactate is usually low-normal or low.

Ketogenic diet: Ketone bodies enter the
brain by monocarboxylic transporters and
are metabolized exclusively within
mitochondria, thus representing an
alternative fuel to restore cerebral energy.

AMERICAN ACADEMY OF

NEUROLOGY.
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1) Lai MC, Lombardo MV, Baron-Cohen S. Autism Lancet. 2014 Mar 8;383(9920):896-910.

2) Thomas S, Hovinga M, Rai D, Lee B. Prevalence of Co-occurring Epilepsy and Autism Spectrum Disorder: The U.S. National Survey of Children’s Health 2011-2012, J
Autism Dev Disord. 2017 Jan;47(1):224-229

3)  RussSA,LarsonK,HalfonN.Anationalprofileofchildhoodepilepsy and seizure disorder. Pediatrics. 2012;129(2):256-264.
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GENETIC MUTATIONS UNDERLING EPILEPSY AND AUTISM

Genes involved in synaptic

function and structure
EPILEPSY SHANK3, CDKLS, STXBP1,
Genes encoding for NRXN1, PCDH19, CASK
ion channels
SCN1A, SCN2A, SCN8A, Genes involved in AUTISM
KCNB1, HCN1, GRIN2D, mTOR pathway
CACNALA TSC1, TSC2, DEPDCS,
Genes involved in NPRL2, NPRL3, PI3K-AKT
transcription regulation
SYNGAP1, YWHAG,
PACS2, ACTL6B, MEF2C,
MECP2, FOXG1
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Epilepsia, Volume: 63, Issue: 1, Pages: 6-21, First published: 06 November 2021, DOI: (10.1111/epi.17115)
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1) Richer LP et.al., Epileptiform abnormalities in children with attention-deficit-hyperactivity disorder.Pediatr Neurol. 2002;26(2):125-9.
2) Holtmann M, et al., Increased frequency of rolandic spikes in ADHD children. Epilepsia. 2003;44(9):1241-4.
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FEREICWITDIIET VYV RADOHDESE1 ABA

ISRBRITEIAITIC K BIQAEZNREH TR UKAZE Lovaas (1987)

- WR(P) BEE. 4078AFK#E ISV 7PHHNEL65 AKX,
B#n304s BDRFR CHREFER1 17 B E
(RERDIEETI1 5 %HFRN)

- B3 (1L C)
EERBE 3mH 56K CIEA08FEDABA (1961)
XfBREF 1 BEI10EEUTDABA (194) +@FEDES
NRE2 1Q>40 427 AR, BRI IIL—TDES BEDEREDH (2141)

« 7ORANAL (O) 6-7THWRRTOIQ

J Consult Clin Psychol. 1987 Feb;55(1):3-9. doi: 10.1037//0022-006x.55.1.3.
Behavioral treatment and normal educational and intellectual functioning in young autistic children


https://pubmed.ncbi.nlm.nih.gov/?term=Lovaas+OI&cauthor_id=3571656
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Table 1
Means and F Ratios From Comparisons Between Groups on Intake Variables
Recognizable Toy Sum Abnormal
Group Diagnosis CA Treatment CA PMA words play stimulation pathology speech
Experimental 320 346 18.8 42 28.2 6.9 24
Control 1 35.3 40.9 17.1 58 20.2 6.4 2.2
F 1.58 4.02% 1.49 .92 2.76 3.37 .82 .36
Note. CA = chronological age; PMA = prorated mental age. Experimental group, 2 = 19; Control Group 1, n = 19,
*df=1,36.
*p <.05.
Table 2 Table 3

Means and F Ratios for Measures at Pretreatment
and Posttreatment

Educational Placement and Mean

and Range of IQ at Follow-Up — i@i%ﬁ ?—%& L ~NJ)b

Follow-up
Group Intake PMA EDP 1Q
Means
Experimental 18.8 2.37 833
Control | 17.4 1.42 52.2
Control 2 17.6 1.57 575
Fratios*

Experimental X Control | 1.47 23.6%* 14.4**
Experimental X Control 2 0.77 17.6** 10.4*
Control 1 X Control 2 0.14 0.63 0.45

Note. PMA = prorated mental age; EDP = educational placement. Ex-
perimental group, n = 19; Control Group 1, n = 19; Control Group 2,
n=21.

*df=1,56.

*p<.0l. *p< 001

EEL D]

—IRTEDIQ EERE

Group Recovered Aphasic Auntistic/Retarded

Experimental

N 9 8 2

MIQ 107 70 30

Range 94-120 56-93 -t
Control Group 1

N 0 8 11

MIQ — 74 36

Range — 30-102 20-73
Control Group 2

N i 10 10

MIQ 99 67 44

Range — 49-81 35-54

Note. Dashes indicate no score Or no entry.
* Both children received the same score.
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ma¥E©32-357 ADKRTI7-187 AOFEZELANIL
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(Naturalistic Developmental Behavioral Interventions:NDBI)

[
[ OTT ] [ PRT ] [ ESOM } [ JASPER ]
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WSt s h7-ABA BRTH - RBIZEIT(THNA

B2 S AEBRTHBL ABA ft AONM
DTT : Discrete Trial Training, PRT ! Pivotal Response Treatment,
ESDM ! Early Start Denver Model, JASPER ! Joint Attention Symbolic

Play Engagement Regulation

ISRITEDZICEDTHORIXY ~

(BXLWMTBZIEVP L. BRULLBVTBZRST)
ER45)L{TEEE (Pivotal Response Training, PRT)
BB 178458 (Discrete Trial Training, DTT)
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JASPER : R¥D S V5 LLLLEEER

- 58I BEAE
« Joint attention(20), Symbolic play(21), control group(17)
- #H30%. 5-6:8fE

« ControlBf(cxXt UTT. MM ABETIItarget& &> 7z1TEIHNEN0

Kasari C, Freeman S, Paparella T., Joint attention and symbolic play in young children with autism: a
randomized controlled intervention study J Child Psychol Psychiatry. 2006 Jun;47(6):611-20.
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JAT[IEBREBBOL

Pre-training * % %
97 Post training
= 6m
<<
:-} 22
S —eo— JA
S 17+ ~ = -8p
Y Sk C O
12 | | T |

Time 1 Time 2 Time 3 Time 4

Figure 3. Growth in expressive language in months for children low in
expressive language. JA = joint attention; SP = symbolic play; CO =
control group. = JA > SP & CO, F(2,74) = 11.17, p < .001.

Language Outcome in Autism: Randomized Comparison of Joint Attention and Play
Interventions Journal of Consulting and Clinical Psychology 2008, Vol. 76, No. 1, 125-137
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Table 1
Developmental Characteristics and Standard Deviations in Months
Joint attention group Symbolic play group Control group
Child 12 mos. 12 mos. 12 mos.
characteristic Pre Post 6 mos. post post Pre Post 6 mos. post post Pre Post 6 mos. post post
Chronological
age
Months 4320 44.68 51.40 58.25 42.67 44.60 51.53 57.59 4194 43.47 50.24 56.63
SD 7.05 6.86 6.76 6.86 6.93 6.61 6.81 6.74 493 5.06 523 4.70
Mental age®
Months 26.29 — — 41.82 24.55 — — 40.33 21.86 — — 32.90
SD 8.71 — — 12.09 8.09 — — 13.24 9.26 — — 14.54
Nonverbal
composite
age
Months 28.65 — — 4737 27.60 — — 42.82 2434 — — 3587
SD 9.03 — — 13.77 6.74 — — 14.08 7.53 — — 13.00
Developmental
quotient
Standard 58.30 — — 71.54 58.90 — — 69.47 51.98 — — 58.68
score
SD 17.18 — — 20.68 18.21 — — 22.32 21.84 — — 26.31
Expressive
Language®
Score 20.60 23.15 27.35 35.70 2143 23.67 31.26 38.29 1941 21.18 24.18 28.06
SD 6.51 6.43 7.36 12.57 7.59 8.78 12.94 15.03 7.70 9.11 11.32 13.52
CI 17.55-23.65 20.14-26.16 23.90-30.80 29.82-41.59 17.97-24.89 19.67-27.66 25.03-37.50 30.57-46.02 1545-2337 1649-2586 18.36-29.99 20.86-35.27
Receptive
Language®
Score 20.55 22.80 27.00 31.85 21.00 24.12 29.05 35.06 17.53 18.76 24.00 2731
SD 727 6.90 7.00 921 9.75 1031 10.93 11.18 8.70 10.55 15.17 15.63
CI 17.15-2395 19.57-26.03 23.73-30.27 27.54-36.16 16.56-2544 1943-28.81 23.78-3432 29.31-40.81 13.06-22.00 13.34-24.19 16.20-31.80 18.99-35.64

Note. Dashes indicate data were not obtained. Pre = preintervention; Post = postintervention; CI = 95% confidence interval.
2 From the Mullen Scales of Early Learning. ° Reynell Language score.

7tDDQ50-60, DQDO ELHFBJIA, SPTKRKEL)
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