The glycosyltransferase pathway: an integrated analysis of the
cell metabolome

Yannick Audet-Delage’’, Michéle Rouleau, Lyne Villeneuve', Chantal
Guillemette2

"Pharmacogenomics Laboratory, Centre Hospitalier Universitaire (CHU) de
Québec Research Center and Faculty of Pharmacy, Laval University, Québec,
Canada.

2Canada Research Chair in Pharmacogenomics, Laval University, Québec,
Canada.

*Current address: Ottawa Institute of Systems Biology and Department of
Biochemistry, Microbiology and Immunology, Faculty of Medicine, University of
Ottawa, Ottawa

Supplementary Information:

Figure S1: Pathway enrichment analysis of metabolic changes common to A)
UGT1A1 canonical and alt. proteins and B) UGT2B7 canonical and alt. proteins

Figure S2: Full original uncropped and unadjusted images of Western blots

Table S1: Primers and conditions for gPCR analysis

Table S2: Levels of measured metabolites in UGT-expressing cells relative to
controls

Table S3: Levels of measured metabolites per sample



Common pathways enriched in cells expressing UGT1A1 proteins

UGT1A1 alt. UGT1A1
ES in UGT1A1 Pathways ES in alt. UGT1A1
enrichment score enrichment score
.3 ? 1. 0 Amino acids 2 1. ? ‘3
' y Polyamine Metabolism = ) '
Dipeptide ]
Carbohydrates and energy
Glycolysis, Gluconeogenesis, and Pyruvate Metabolism |
Fructose, Mannose and Galactose Metabolism ]
Lipids
Phosphatidylglycerol (PG) ]
Endocannabinoid ]
Plasmalogen ]
Phosphatidylserine (PS) == —=
Glycerolipid Metabolism ]
Phospholipid Metabolism ]
Phosphatidylcholine (PC) 1
Fatty Acid, Dicarboxylate ]
Sphingolipid Metabolism 1
Fatty Acid Metabolism({Acyl Carnitine) | |
Nucleotides
Pyrimidine Metabolism, Orotate containing ]
Pyrimidine Metabolism, Cytidine containing = =
Purine Metabolism, Guanine containing ]
Pyrimidine Metabolism, Uracil containing ]

B . : : :
Common pathways enriched in cells expressing UGT2B7 proteins
UGT2B7 alt. UGT2B7
ES in UGT2B7 ES in alt. UGT2B7
; Pathways :
enrichment score enrichment score
3 2 1 0 " ; 0 1 2 3
e IR I Aminoacids
' T E 5 Gamma-glutamyl Amino Acid ] ) '
Tryptophan Metabolism

Carbohydrates and energy
= Fructose, Mannose and Galactose Metabolism

E = TCA Cycle = =
Lipids
Phosphatidylserine (PS) | I— |
Glycerolipid Metabolism =
Endocannabinoid - 2
Plasmalogen [ |
Phosphatidylethanolamine (PE) |
Phosphatidylcholine (PC) | -
Fatty Acid Metabolism(Acyl Carnitine) = =

Nucleotides
Pyrimidine Metabolism, Thymine containing [

Aminosugar Metabolism | |
Other
E Pantothenate and CoA Metabolism [ |

Figure S1. Pathway enrichment analysis of metabolic changes common to A)
UGT1A1 canonical and alt. proteins and B) UGT2B7 canonical and alt.
proteins. Displayed pathways were enriched in both cell models with an
enrichment score > 1 and comprised at least 3 metabolites.



A. Related to Figure 1C-D

B. Related to Figure 6D-E
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Figure S2. Full original uncropped and unadjusted images of Western blots,
related to Fig.1 and Fig.6. Squared regions are shown in A) Figure 1C-D and B)
Figure 6D-E.



Table S1. Primers and conditions for qPCR analysis.

Primer

Gene Primer Sequences concentrations Tempoerature
(nM) (‘C)

PLA2G4A F- ACTGCACAATGCCCTTTACC 200 nM 60 °C
R- CGGGAGCCATAAAAGTACCA

DAGLB F- TGCTTCATCAGCAACAGGAC 300 nM 60 °C
R- CAGCAGTCACCACCAATCC

MAGL F- ATGCAGAAAGACTACCCTGGGC | 200 nM 60 °C
R- TTATTCCGAGAGAGCACGC

FAAH F- AAGGTGATTTCGTGGACCCC 200 nM 60 °C
R- CCAGCCGAACGAGACTTCAT

PPARA F- GCTGGTGTATGACAAGTGCG 300 nM 60 °C
R- TCTTGGCATTCGTCCAAAACG

PPARD F- CTTCCAGCAGCTACACAGACCTC | 300 nM 60 °C
R- TACTGGCACTTGTTGCGGTT

PPARG F- AGATGACAGCGACTTGGCAATA 200 nM 60 °C
R- AGGGCTTGTAGCAGGTTGTCT

CNR1 F- GATGCGAAGGGATTGCCCC 100 nM 64 °C
R- GATGGTGCGGAAGGTGGTAT

TRPV1 F- GGGTACACACCTGATGGCAA 300 nM 60 °C
R- GCCTGAAACTCTGCTTGACC

ACAAl F- GAGATCAATGAGGCCTTTGC 300 nM 60 °C
R- GATGCACATGGACACCACTC

ECH1 F- GGGATAGTGGCTTCTCGCAG 300 nM 60 °C
R- CCAGTGAGGCGAAGGCTAAT

EHHADH F- GTGAAGGAGCTTGGTGGTGT 200 nM 60 °C
R- AAAAGAAGTGGGTGCCAATG

CPTla F- AGATGAGTCGTGCCACCAAG 200 nM 60 °C
R- CCACCAGTCGCTCACGTAAT

FASN F- CTTCAAGGAAGGCGTGA 300 nM 60 °C
R- ACTGGTACAACGAGCGGATG

ACAA2 F- GGCTGTTGAGAGGAGTTTGG 200 nM 60 °C

R- GGCTGTGCTCTGAATGATGA




