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2.159418 0.266118
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REV 0 5
PET-1 5 5 5 5
1.2634E-07 16.4938489 20.7329887 67.8302164
REV 1.81989623 18.6209683 26.6092546 64.6176415
0.2980975 1.83891678 13.2585968 63.9492791
100 28.9172 31.31661 8.333117
PET-1 100 80.6641759 57.6343173 32.5335464
100 37.2419366 44.1351498 46.9761375
hTph2p amplicon
REV 0 0.2 0.3 0.5
1.167851 4.671404 6.629298 79.27841
REV 5.129635 20.80497 26.06164 90.75192
0.579892 4.496667 15.55015 104.6085
hTph2p amplicon 2
REV 0 1 2 5
PET-1 5 5 5 5
15.76722 19.27764 24.23225 23.48807
REV 5.366034 25.70285 54.90464 109.8093
2.895588 17.80063 41.89936 102.4557
1.251672 6.381326 20.80497 98.62327
100 88.2703 23.73355 21.99123
PET-1 100 79.55365 80.3851 87.96491
100 72.19646 44.44213 49.65462
100 42.19079 37.76181 58.64175
Site-directed mutagenesis study, luciferase reporter assay
REV minus plus minus plus
PET-1 minus minus plus plus
1.033079 0.680232 1.732511 1.38125
WT 0.961299 0.615234 2.224331 1.541368
1.107363 0.691839 1.922657 1.281129
0.999121 0.938596 2.001192 1.5656379
RRE mut 1 1.076509 0.868943 1.705886 1.974551
1.030779 0.942261 1.506082 1.339442
1.011106 0.932698 1.5657847 1.467823
RRE mut 2 1.120525 0.916507 1.805745 1.725666
0.916907 1.014384 1.982207 1.811685
1.037427 0.790557 1.044156 0.72142
PRE mut 3 0.951905 0.629664 0.882797 0.902821
1.009352 0.756599 0.854193 0.833716
0.984055 0.726734 0.943691 0.876275
PRE mut 4 1.055578 0.811361 1.085791 0.806622
1.066737 0.587328 0.708406 0.865277
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Luciferase reporter assay: REV vs. RORa on mBmal1 promoter
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Figure 2a)

CT 00 06
7.692 9.851
REV 5.311 9.938
8.026 7.044
CT 00 06
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PET-1 5.357 6.2
3.127 5.5
Figure 2b)  Real-time qPCR results normalized by Tbp
Circadian time (t 04 08
Tph2 1.06402393 0.88719773
1.00765788 1.18017738
1.26861424 0.97727397
1.04726611 0.97727397
1.03077223 0.8407182
1.00765788 1.18017738
Pet-1 1.39681199 1.44409739
1.39916498 1.16508229
1.4214911 1.08840035
Rev-erba 0.798203 1.584964
0.933279 1.291193
1.349809 1.300165
Ddc 0.923937 0.939019
1.033322 0.991676
0.963853 1.140985
Figure 2c) HPLC-ECD: Quantification of 5-HT
CT 00 04
17.82911 26.4704
5-HT (pg/mg 16.70359 28.1973
protein) 15.33681 25.6794
17.54067 23.5838
Figure 3a) CRISPR/Cas9 KO efficinecy
REV-ERBa cKO Control
0 0
PET-1 cKO Control
0 0
Figure 3b)  Tph2p mRNA quantification
WT
CT00 1 1.1548
CT12 0.247516 0.5805
Figure 3c)  5-HT contents (pg/mg protein)
WT
CT00 1.014997 1.208124
CT12 0.202235 0.225335
Figure 3d) Rev-erba cKO in vivo ChIP assay
anti-REV WT
CT00 8.634 7.692
CT12 19.973 14.724
anti-PET-1 WT
CT00 3.361 5.357
CT12 4.179 6.498
Figure 4b)  Percent immobility for forced swim test
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In vivo dorsal raphe ChIP assay: REV or PET-1 binding affinities
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Figure 4c)  Percentimmobility for tail suspension test
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Figure 5b)  Quantification of 5-HT contents at ZT04 after treatment of drugs
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Figure 5¢)  Percent immobility for forced swim test
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Figure 5d)  Percent immobility for tail suspension test
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