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Generation and analysis of novel Reln-deleted mouse model corresponding to
exonic Reln deletion in schizophrenia
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The phenotype of homozygous Reln-del mice was similar to that of reeler mice
with cerebellar atrophy, dysplasia of the cerebral layers, and abrogated protein levels of cerebral
reelin. The expression of reelin in heterozygous Reln-del mice was approximately half of that in
wild-type mice. Conversely, behavioral analyses in heterozygous Reln-del mice without cerebellar
atrophy or dysplasia showed abnormal social novelty in the three-chamber social interaction test. In
vitro reaggregation formation and neuronal migration were severely altered in the cerebellar
cultures of homozygous Reln-del mice.
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GGGCCTTTCTTACCGCCAGTTCTTTGGGGCTGAAATCTGTAATGTGGTTTTAATGCCTTG
T7E1 FW primer exon 52

ACAATCTTCATTTTCTGTTTATTAGATCTCTGTTGGATGCAAAGTGCCTGAAAAAATTGCC
CAGAATCAAATTCACGTGCAG CTACTGACTTTGGCGTGAGCTGGAGTTATTTAGTCC

CTCAGTGCTTACCCGCCGACCCAAAGTGTTCTGGAAGCGTTTCTCAACCGTCTGTGTTCT
PAM #2 gRNA

TCCCAACTGAAGGGTGGAAAAGGATCACCTACCCGCTTCCTGAAAGC'WAACGGGGAAG
#4 gRNA PAM ox on52
TAAGTAGAACGCTAACTCGCAGCTGCGCACCCAGGAGGCAACCACGGCGACTGCCGGC
AAATCTGAAATTAGGTGCAATTGTGGACAAAATGCTCTCTTCCTTCCTGACTTCCATGAGG
AGCACACTTCATGTTGTAATCCTCAGACTTGGAGGATGTGGTCCTCAATAAATGCCCCTG
TTAGGTCCTTC T7E1 RV primer
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Table 1. Comparison of behavioral changes in Reln mutant mice
Sawahata ef al., 2019 Sobue et al. Lalonde er al. ~ Salinger et al. Qiu et al. Sakai et al.
(Present study) (2018)"7 (20047 (2003* (2006)° (2016)*!
Mutant mice strains Reln-del (C57BL/6) Orleans hetero Orleans homo  Jackson hetero  Jackson hetero ~ AC-KI (C57BL/6)
(Background) (BALB/C) (BALB/C) (B6C3Fe) (B6C3Fe)
Age, sex 10-19 weeks, 10-15 weeks, 12 weeks, male 10 weeks, male 6 weeks, male 11 weeks, male
male/female male/female
Stationary beams NA NA | NA NA NA
Acoustic responsiveness NA NA NA NA NA NA
Wire hang latency NA NA NA NA NA 1
Locomotor activity = = T NA NA NA
Open field = T 1 = = 1
Elevated plus maze = = | NA = 1
Tail suspension test NA NA NA NA NA =
Porsolt forced swim test NA NA NA NA NA
Y-maze = = NA NA NA =
Barnes maze test NA NA NA NA NA =
T-maze NA NA = NA NA | (Working
memory)
Novel object recognition = = NA l NA NA
Social interaction test | (Social novelty) | NA = NA 1
Rotarod test = | | NA = 1
Fear conditioning test = = NA = | (Context) =
‘Water maze test NA NA 1 NA = NA
Prepulse inhibition = T (Acoustic response) NA = 1 (82 dB) =
MK801-induced NA = NA NA NA NA
hyperlocomotion
METH-induced NA 1 NA NA NA NA
hyperlocomotion
1, higher than wild-type; |, lower than wild-type; =, no difference; NA, not applicable.
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