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Glymphatic = glia + Iymphatic U
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Xie et al. Science 342 (2013)
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Mouse Sik3°LP/Sleepy mutation W

- In-frame exon (13) skip, which
contains conserved phosphorylation
site for PKA.

Truncated form is expressed in
mutants.

- Dominant (heterozygous =
homozygous)
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WS WNBREV) TDSIK3;: 41:?0)l:|:$3'i

PKA site
Eb EQSLLQPPTLQLLNGMGPLGR DGGANIQLHAQQLLKRPRGPSPLVTMTP 100

ol EQSLLQPPTLQLLNGMGPLG SDGGANIQLHAQQLLKRPRGPSPLVTMTP 100

NOA EQSLLQPPTLQLLNGMGPLG SDGGANIQLHAQQLLKRPRGPSPLVTMTP 100
v b EQSLLQPPTLQLLNGMGPLGRRASDGGANIQLHAQQLLKRPRGPSPLVTMTP 100
1A EQSLLQPPTLQLLNGMGPLGRRASDGGANIQLHAQQLLKRPRGPSPLVTMTP 100

1 OF EQSLLQPPTLQLLNGMGPLGRRASDGGANIQLHAQQLLKRPRGPSPLVTMTP 100
~—2JhMU EQSLLQPPTLQLLNGMGPLGRRASDGGANIQLHAQQLLKRPRGPSPLVTMTP 100
ik EQSLLQPPTLQLLNGMGPLGR”: 55SDGGANIQLHAQQLLKRPRGPSPLVTMTP 100

TI'S5-f2 EQSLLOPPTLQLLNGMGPLGRRASDGGANIQLHTQQLLKRPRGOSPLVTSPH 90

JI\L DQHLLKPP- -VVMGASSFG SDGGANLHIYYPATGTVVGPAQGQQMD 25



Sik3 hypoexpression reduced slee&
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Mouse Sleepy1 gene cloning %

Nature, 2016, 539: 378-383.
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» Sleepy / SIK3 (&, Exon skip [C&DPKA
site B, KHNTWSB.
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PDF neurons

 are the center of circadian rhythm
regulation

- locate between optic lobe & central
brain

central

Iobe ...... i el e brain

PDF-Gal4d x UAS-mCD4-GFP 133
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Sik3-SA expression only in PDF neuron“J
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mimicked panneuronal expression.

—e— PDF-GS > Sik3-SA (RU)  — Elav-GS > Sik3-SA (RU)
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134



&5

Sik3-RNAI expression in PDF neuron
delayed the circadian rhythm.

—o— pdf-GS > sik3-RNAi (DMSO) —#- pdf-GS > sik3-RNAi (RU486)
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Working hypothesis %
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