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THE AUTISM COMMUNITY in ACTION
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REPORTS OF ATTENTION-DEFICIT/HYPERACTIVITY
DISORDER (ADHD) IN U.S. CHILDREN AGES 4 TO 17

PREVALENCE OF ADHD, %

YEAR 1997-1998  1999-2000 2001-2002 2003-2004 2005-2006 2007-2008 2009-2010 2011-2012 2013-2014  2015-2016
NQ OF o . " . N WS
parnaeanTs 2L ii2 20083 19824 18,864 17,116 13,889 17,139 19,951 20,362 18,107

SOURCES: Journal of the American Medical Association (JAMA) @NEWS
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Adverse Outcome Pathway (AOP)

Adverse Outcome Pathway >

o B

Level of Biological Organisation
W
1%

Bl ¢ <<

Molecular  Organelle Cellular Tissue Organ Organism Population

Pathogenesis/Time >

¥k = Key Event

—> = Key Event Relationship OECD STA No. 260 (2016)



KR4 BETVEY O

ErRA~D
shiETE

1B
i €

AERRD

AT BAEEPEIE (2017) - SR



Regulation on 3Rs and Alternative Models -

Reduction, & Refinerment

Eu Rl EURLS-ECVAM European Union Reference Laboratory for Alternatives to Animal Testing:

il VAN, ... Recommendation on the Zebrafish Embryo Acute Toxicity Test Method (ZFET) for Acute Aquatic
ARSI Toxicity Testing in Jul 2014.

e» OECD Several OECD guidelines include zebrafish as a recommended animal models to assess Safety of
chemical compounds, such as OECD 203, 210, 212, 229, 236.

\\Q EC Regulation 1223/2009 for Cosmetic testing: animal experimentation forbidden-— Alternative

models should be used.

* Zebrafish embryos are not considered animals until 5 days post fertilization
(EU Directive 2010/63/EU)

https://www.youtube.com/watch?v=4n71hnrs8Y4
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Strain Name: Tg (eno2:Cerulean) ; Tg(gfap:mCherry) ;

Tg(mbp:mCitrine)

Allele

Strain Name

Tg (eno2:Cerulean) ; Tg(gfap:mCherry) ; Tg(mbp:mCitrine)

Type

F RO TZYY

Genotype

Affected Gene

Origin and Depositor

ZEXRZ (@R HF)

Link to ZFIN

ZDB-ALT-200413-3 ZDB-ALT-200413-4 ZDB-
ALT-200413-5

https://shigen.nig.ac.jp/zebra/
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At GD12.5, pregnant mice were injected subcutaneously with 400 or 600 mg/kg of VPA. Control animals
were injected with saline solution (CON). The Mice (9—11 weeks of age) were injected intraperitoneally either
with 25ug/kg LPS or with sterile saline solution (Sal). Two hours after the injection, the mouse brains were

subjected to IHC.

Lucchina L et al Autism Res (2014)
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CPF was injected subcutaneously at a dose of 5 mg/kg given daily at PND 11-14. Control animals received
vehicle injections on the same schedule. (A) 12 h after treatment with DMSO, (B) 12 h after treatment with
CPF, (C) 24 h after treatment with CPF, (D) 72 h after treatment with CPF. (E, F) CD11b protein of each
groups was measured by Western blots.

Zhang J et al Toxicology (2015)
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In vivo studies were conducted by feeding rat pups with oral gavage of a milk formula containing 11.34%
ethanol (vol/vol) twice daily at 2 h intervals, yielding a total daily ethanol dose of 2.5 g/kg (AF), fed with
isocaloric control (PF), or they were left in the litter with the mother (AD). The feedings were conducted at
10:00 AM and 12:00 PM daily for 5 days (Postnatal days 2-6).

Shrivastava P et al J Neuroinflam (2017)
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