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Table S1. Reaction mixture used for the determination of in vitro phase | metabolism of
PZ-DHA.

DMSO: Dimethyl sulfoxide; NADPH: Nicotinamide adenine dinucleotide phosphate; PPB:
Potassium phosphate buffer; PZ-DHA: Phloridzin docosahexaenoate.

Components of the reaction mixture (*Final concentration)

PZ-DHA Mouse hepatic

Sample ID ] ) NADPH in PPB
in DMSO microsomes PPB (uL)
(*100 mM) (uL)
(*300 pM) (uL) (*3 mg/mL) (uL)

Test 6 334 100 1560
Control 1 - 334 100 1566
Control 2 6 - 100 1894
Control 3 6 334 - 1660
Control 4 6 - - 1994

Table S2. Reaction mixture used for the determination of in vitro phase 11 methylation of
PZ-DHA.

DMSO: Dimethyl sulfoxide; PZ-DHA: Phloridzin docosahexaenoate; SAM: S-(5’-Adenosyl)-L-
methionine chloride.

Components of the reaction mixture (*Final concentration)

PZ-DHA Mouse hepatic SAM in purified .
Sample ID ) ) Purified
in DMSO microsomes water
water (uL)
(*300 uM) (uL)  (*3 mg/mL) (L) (*1 mM) (uL)

Test 6 334 200 1460
Control 1 - 334 200 1466
Control 2 6 - 200 1894
Control 3 6 334 - 1660




Table S3. Reaction mixture used for the determination of in vitro phase Il glucuronidation

of PZ-DHA.
DMSO: Dimethyl sulfoxide; PZ-DHA: Phloridzin docosahexaenoate; UDPGA: UDP-glucuronic
acid.
Components of the reaction mixture (*Final concentration)
PZ-DHA . Buffer with Purified
) Mouse hepatic UDPGA - Sol o
Sample ID in DMSO ) Alamethicin — Sol water
(*300 uM) microsomes B (*25 pg/mL) (uL)
(*6 mg/mL) (uL)  (*2 mM) (uL)
(ML) (ML)

Test 6 334 160 400 1100
Control 1 - 334 160 400 894
Control 2 6 - 160 400 1434
Control 3 6 334 - 400 1260

Table S4. Reaction mixture used for the determination of in vitro phase 11 sulphation of

PZ-DHA.

DMSO: Dimethyl sulfoxide; PAPS: Adenosine 3’-phosphate 5’-phosphosulfate lithium salt
hydrate; PZ-DHA: Phloridzin docosahexaenoate.

Components of the reaction mixture (*Final concentration)

PZ-DHA Mouse hepatic PAPS in purified .
Sample 1D ) ) Purified
in DMSO microsomes water
water (UL)
(*300 uM) (pL) (*3 mg/mL) (uL) (*0.5 mM) (uL)

Test 6 334 200 1460
Control 1 - 334 200 1466
Control 2 6 - 200 1894
Control 3 6 334 - 1660




