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Attention deficit hyperactivity disorder (ADHD) is a Experiment 1. Confirmation of pan-neuronal Lphn3
highly heritable neurodevelopment disorder gene deletion W » Confirmation and quantification of Lphn3 gene deletion in
characterized by deficits in attention, hyperactivity O neurons is ongoing, however our hybridization probes
and impulsivity. In past studies, 1t has been shown ' ' i appear to detect RNA.
that individuals with ADHD start drinking alcohol at S * Behavioral assessment of Syn-Lphn3 cKO mice demonstrate
an earlier age and more robustly than their non- SLCLI 11| ) Increased locomotor activity in the presence of novel objects
affected peers. Cyopl. el and increased novel object exploration.

* Lphn3 MUT mice cross center of arena more than WT mice,
which we interpret as loss of inhibition.

* We did not observe any effects of gene on alcohol
consumption during adolescence.

ADHD and AUDs (alcohol use disorder) have shown p
to share multiple genetic risk factors. This includes - @ | (
the variants in the LPHN3 gene, which encodes a cell
adhesion G-protein coupled receptor named

latrophilin-3. It plays an important role in . Fgrr;ales consumed more alcohol than males during
- TR - _ adolescence.
forming/maintaining glutamatergic synapses (the RNAscope: Lphn3 (ongoing) . Due to the imbalance of gender across genotypes, our results

main excitatory synapses in the brain). The deletion
of LPHNS3 In rodents recapitulates symptoms of
ADHD (impulsivity, attentional deficits,
hyperactivity) and is considered a leading ADHD
preclinical model.

| | are inconclusive and require more subjects.
Experiment 2: Pan-neuronal deletion of Lphn3 and

behavioral assessment of ADHD phenotype
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N e TR e * Number of mice should be increased to balance gender
As of now, it is unknown how Lphn3 deletion affects Baseline locomotor Locomotor activity, center time (%) is increased \a/\(;ross_l?en()typglgr(:juﬁs ! level
- - . IVity IS n ifferen iIn MUTs during Novel Object Recognition Task .
alcohol consumption during adolescence. Gaining Zgﬁostsygz n(‘)’tty‘;ese ent (NORT) J ) J We W!” assessl tOCF)QN?ACSOC gp;ve > ¢
[ J (] [ J [ [ J [ J [ J .
insight into LPHN3’s role in neurological functioning T edWJlt comp _?c teh eIX p:_rlmefr; St that i
- - - - : : * O aetermine i ere are non-seiective errects that expiain
using this preclinical ADHD mode could fead to a Experiment 3: Pan-neuronal deletion of Lphn3 differences in alcohol consumption, we will assess SUCF;OSE
greater understanding in the relationship between and voluntary alcohol consumption during _ _
ADHD and AUDs consumption during adolescence and alcohol taste
| adolescence aversion
2-bottle choice WT HET MUT Total
‘\/‘ ~+ |1 - F‘ - Males 3 4 3 8
VIS [ ( WOAU > Females q 3 1 10
Total Fi Fy 4 18
Experiment 1: Synapsin-Cre mice were crossed with floxed .
Lphn3 mice in order to obtain a pan-neuronal knockout of g o LT+ o '_j\ -~ f SONICES
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Lphn3. Male and female mice brains (n = 12) from each : . ;E«S I 8 & oM }%Lfimséﬁ o ot ‘
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the 2-object novel object recognition task (NORT?2) aHuang, X. bt . LHNG gene variations and susceptibiity 1o ADHD i Ghiness Han population: a two.s(age case-eontrol association study
i ) 20+ _ and gene-environment interactions. Eur Child Adolesc Psychiatry, 2019. 28(6): p. 861-873.
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