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Supplemental Figure 1. MRM diagrams of standards and samples. (A) MRM diagram of
the OA. 1 represents standard product; 2 indicates sample. (B) MRM diagram of the
GPP. 1 shows standard, 2 is sample. The x axis represents the peak time; they axis shows




CsHDAS/1-576 250 TSDT| DIV m
CaHOAY651 { P ™M1 227
CsHDAT/A432 93 B ouKEs 21

CSHOT1A-296
CHOT-311
CESRTH/1-484 1x:uuls:x RMADV -
CsSRT2A-394 161 WARS - - - YAGWRQ .- b HQRAGSDP:

CsHDAS/1-576 533 KKKQMKKLERRRS LB IWWR - - - - - oo ..o
CsHDAY/1-651 459 MTKPCSBAMDKTLEKE | LWKTFPRRLFFBRDF SQ
CsHDAT/1-432 360 | KVQVLEN| numu'aveu -

560
\I'IFVSIIEBNIQEKV’HIGI.YRII‘I.EGFND\I'LLHEN"(SL’ SSPLFOLSALNSFTNBESNSAEVNLESBWYRRVVYLEKDHD | B ILSMTCKGSE 601
nnﬂnrnlnn:u:nulbnvnaaunxomnn:vv:lnununem:nv- --------- a2

CsHMDAZ/1-388 376 - TKRLIDT -
CsHDAR1.387 370 | KKYQTDK - 387
CoHOATHI08  sssscsasssnsssass .

CsHDAYT422 405 - L TKVKQATIQRVKH - a2
CoHDAI/454 370 |RAKLLDYLSKLGH ) OBDERWODOSOMD |DORKLLACR VKR EVONNEL KEQENQKBNAEN 451

CsHDAI/T-464 374 IRNTLLEQ) slu.iu glunlm EKYDSD - - - Dinniinl! 438

374 IRNTLLEQLSRLEH - -D I DHRPKHR IWNGEKYDSD - R 438
CeHDT1/1-296 283 - = = - - - LOSHSKAK] - - -
CoHDTZA-3M1 M - - - - - LESHTKAK -
CsSRT1/1-484 mnnunvsz.nsuu -
CsSRT21-384 376 E| LPRVLNEGSLS | PSPN* o
COHOAVSTE B - e ne e mmmmm s mmmmn LU RARKK O - cm e e mm e e . "
CHDA/.651 mzrupn:IELiLmin.vnnLvnlwelxm,sEasnuwnusvr-lu Motif10 651
CSHDATA-432 ee . -
CsHDAZ1-388 - -
CsHDABA-387 - -
CsHDAA.203 . -
CsHDA%1-422 - -
CsHDALA.494 mrxlvnuewrw.wvlsums SVKVEQENTNKBADGL * 5 e
CSHDATBT-46¢ 439 HRSF SNV - - - ~TPVVKNEMRDVKDEEMEE" - 154
439 NRSF SNV - - TRVVKNEMRDVKDEEMEE" - - 88
CHOTONE =~ —rt s s s e Sl i s e e - -
CaHOT2A-311 = .| Motif13
CsSRTIA-484 4RI T+ - - a8
CoSRT2/1-394

Supplemental Figure 2. Multiple sequence comparison of fourteen HDAC genes. Important
motifs are highlighted with red boxes.
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Supplemental Figure 3. Comparison of NJ tree and motif between CsHDACs, AtHDACs and
MaHDAL.



Supplemental Figure 4.A predicted model depicting how TSA regulates cannabinoid-related
gene expression via repressing HDAC. In the absence of TSA, repressors of genes involved in
fatty acid pathway lose their function via deacetylation (A), while in the presence of TSA, these
repressors restore their repression due to the decrease of HDAC, leading to the reduction of
cannabinoid related gene expression (B). During MEP pathway, HDACs exert their effect
through deacetylating either activators(C (1)) or promoters (C @), while TSA interrupts their

deacetylation (D).
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Supplemental Figure 5. The relative expression of HDAI1-1 and HDA1-2 after TSA treatment.
HDAI1-1 refers to the reference isoforms of HDAIL, the transcript number is
ma-XM 030630250.1; HDAI-2 stands for the "ES" isoforms of HDAI, and the transcript
number is ma-XM 030630251.1.



Name OLS OAC CBGAS CBDAS AAE GPPS

CsHDA1 0.15 0.16 0.16 0.16 0.16 0.17
CsHDA?2 021 0.22 0.23 0.22 021 0.22
CsHDA3 0.55 0.55 0.55 0.56 0.55 0.52
CsHDA4 0.92 0.93 0.92 0.92 0.93 0.94
CsHDAS 0.02 0.01 0.01 0.02 0.01 0.01
CsHDAG 0.33 0.33 0.33 0.33 0.33 0.32
CsHDA7 0.09 0.09 0.09 0.09 0.09 0.11
CsHDAS 0.68 0.63 0.64 0.67 0.64 0.56
CsHDA9 0.57 0.57 0.57 0.58 0.57 0.56
CsHDAT10 0.68 0.70 0.69 0.68 0.70 0.76
CsHDT1 0.61 0.62 0.61 0.60 0.62 0.66
CsHDT?2 0.29 0.29 0.29 0.29 0.29 0.29
CsSRTI1 0.05 0.06 0.06 0.05 0.06 0.10
CsSRT2 0.73 0.69 0.71 0.72 0.70 0.63

Supplemental Table 1. P value for co-expression analysis of HDACs and key gene



