Table S3. 5-Methyl etodesnitazene putative metabolites predicted with GLORYx freeware and their prediction score (adjusted score for second-generation metabolites).

Elemental

ID Transformation L Score Simplified molecular-input line-entry system (SMILES) Comment
composition
pM1 N-Oxidation Ca3H31N;0, 78% Cc1cee2n(CCIN+]([O-])(CC)CC)c(nc2c1)Celcec(OCC)cct
pM1-1 + O-Dealkylation (aromatic) C,1HN30, 59% Cc1cce2n(CCIN+]([O-])(CC)CC)c(nc2c1)Celcec(O)cet =PM5-4
pM1-2 + Aliphatic hydroxylation Ca3H31N;305 59% CC(0)Oc1cce(cc1)Ceinc2ec(C)eecc2n1CCIN+]([O-])(CC)CC
pM1-3 + Carboxylation Ca3H2gN30, 27% CCOc1cce(ce1)Celnc2ec(ccc2n1CCIN+]([O-])(CC)CC)C(0)=0 =PM7-2
pM1-4 + Aromatic hydroxylation Ca3H31N;305 27% Cc1cce2n(CCIN+]([O-])(CC)CC)c(nc2c10)Cclcec(OCC)cet =PM9-2
pM1-5 + Benzylic hydroxylation Ca3H31N;305 27% CCOc1cce(ce1)Celnc2ec(ccc2n1CCIN+]([O-])(CC)CC)CO =PM8-3
pM2 Aliphatic hydroxylation Ca3H31N;30, 78% CCOc1cce(cc1)Ceinc2ec(C)ecc2n1CCN(CC)C(C)O
pM2-1 + Sulfation (aliphatic hydroxyl) CxH31N30sS  74% CC(0S(0)(=0)=0)N(CC)CCn1c(nc2cc(C)ccc12)Celcec(OCC)ect
pM2-2 + Aliphatic hydroxylation Ca3H31N;305 59% CC(0)Oc1cce(cc1)Ceinc2ec(C)eecc2n1CCN(CC)C(C)O =PM4-2
pM2-3 + O-Dealkylation (aromatic) C21HxN30, 59% CC(O)N(CC)CCn1c(nc2cc(C)ecc12)Celcec(O)ect =PM5-5
pM2-4 + O-Glucuronidation (aliphatic hydroxyl) CagH39N305 45% CC(OC10C(C(0)=0)C(0)C(0)C10)N(CC)CCn1c(nc2cc(C)cec12)Celcec(OCC)cet
pM2-5 + Dehydrogenation Ca3H29N30, 38% CC(=0O)N(CC)CCn1c(nc2cc(C)eec12)Celeecc(OCC)ect
pM2-6 + N-Dealkylation Cz1H»N;0 38% Cc1cee2n(CCNCC)e(nc2c1)Celecc(cc1)OCC =PM3
pM2-7 + N-Oxidation Cp3H31N;05 38% CC(O)[N+]|([O-])(CC)CCn1c(nc2ec(C)eec12)Celeec(OCC)ect
pM2-8 + Aliphatic hydroxylation Cp3H31N;05 38% CC(O)(O)N(CC)CCn1c(nc2cc(C)eecc12)Celcec(OCC)ect
pM2-9 + Benzylic hydroxylation Ca3H31N;05 27% CC(O)N(CC)CCn1c(nc2cc(cec12)CO)Celcec(cc1)OCC =PM8-4
pM2-10 + Aromatic hydroxylation C3H31N303 27% CC(O)N(CC)CCn1c(nc2¢(0)c(C)eec12)Celcee(OCC)ect =PM9-4
pM2-11 + Carboxylation (benzylic) Ca3H2oN30, 27% CC(O)N(CC)CCn1c(nc2cc(cec12)C(0)=0)Ceclcce(cc1)OCC =PM7-4
pM3 N -Dealkylation Cz1H»N;0 78% Cc1cee2n(CCNCC)c(nc2c1)Celccc(cc1)OCC =PM2-6
pM3-1 + O-Dealkylation (aromatic) C1gH23Nz0 58% Oc1cec(ce1)Celnc2ec(C)eccc2n1CCNCC =PM5-3
pM3-2 + Aliphatic hydroxylation C1H7N;0, 58% CC(0)Oc1cec(cc1)Ce1nc2ec(C)eccc2n1CCNCC =PM4-1
pM3-3 + Oxidative deamination C19H2oN,0, 48% OCCn1c(nc2cc(C)ccc12)Celcec(cc1)OCC =PM6
pM3-4 + Aliphatic hydroxylation C1H7N;0, 48% CC(O)NCCn1c(nc2cc(C)ecc12)Celece(cc1)OCC
pM3-5 + Amine hydroxylation C1H7N;0, 48% Cc1cee2n(CCN(0)CC)e(nc2c1)Celecc(cc1)OCC
pM3-6 + N-Dealkylation CygH23N;0 48% NCCn1c(nc2cc(C)ccc12)Celcec(cc1)OCC
pM3-7 + Benzylic hydroxylation C1H7N;0, 27% CCOc1cce(cec1)Celnc2ec(ccc2n1CCNCC)CO =PM8-5
pM3-8 + Aromatic hydroxylation C1H7N;0, 27% Cc1cee2n(CCNCC)c(nc2c10)Celcec(cc1)OCC =PM9-3
pM3-9 + Carboxylation (benzylic) C1H2sN305 27% OC(=0)c1cce2n(CCNCC)c(nc2c1)Celcec(cc1)OCC =PM7-3
pM4 Aliphatic hydroxylation Cp3H31N;0, 76% CC(0)Oc1cce(cc1)Ceinc2ec(C)ecc2n1CCN(CC)CC
pM4-1 + N-Dealkylation C1H7N;0, 58% CC(0)Oc1cce(cct)Ceinc2ec(C)ecc2n1CCNCC =PM3-2
pM4-2 + Aliphatic hydroxylation Ca3H31N;05 58% CC(0)Oc1cce(cc1)Ceinc2ec(C)ecc2n1CCN(CC)C(C)O =PM2-2
pM4-3 + Sulfation(aliphatic hydroxyl) Cp3H3iN3OsS  57% CC(0S(0)(=0)=0)Oc1cce(cc1)Ceinc2ec(C)ecc2n1CCN(CC)CC
pM4-4 + O-Dealkylation (aromatic) Cy1HN3;O 48% Cc1cce2n(CCN(CC)CC)e(nc2c1)Celcec(O)cct =PM5
pM4-5 + Aliphatic hydroxylation Cp3H31N;05 48% CC(0)(0)Oc1cce(cc1)Ceinc2ec(C)ecc2n1CCN(CC)CC
pM4-6 + Dehydrogenation Ca3H29N;0, 48% CC(=0)Oc1cec(cc1)Celnc2ec(C)ecc2n1CCN(CC)CC
pM4-7 + Aromatic hydroxylation Cp3H31N;05 26% CC(0)Oc1cce(cc1)Ceinc2e(cce(C)c20)n1CCN(CC)CC
pM4-8 + Benzylic hydroxylation Cp3H31N;05 26% CC(0)Oc1cce(cc1)Ceinc2ec(ccc2n1CCN(CC)CC)CO =PM8-7
pM4-9 + Carboxylation (benzylic) Ca3H2oN30, 26% CC(0)Oc1cce(cc1)Ceinc2ec(cec2n1CCN(CC)CC)C(0)=0 =PM7-6
pM5 O-Dealkylation (aromatic) Cz1H»N;0 76% Cc1cee2n(CCN(CC)CC)c(nc2c1)Celcec(O)cct =PM4-4
pM5-1 + O-Glucuronidation (aromatic hydroxyl) Cy7H3sN307 74% OC(=0)C10C(0Oc2ccc(cc2)Ce2ne3cec(C)ecec3n2CCN(CC)CC)C(0)C(0)C10
pM5-2 + Sulfation (aromatic hydroxyl) CpHxN3O, S 72% Cc1cee2n(CCN(CC)CC)c(nc2c1)Celcee(ce1)0S(0)(=0)=0
pM5-3 + N-Dealkylation C19H23N30 58% Oc1ccec(cc1)Celnc2cc(C)ccc2n1CCNCC =PM3-1
pM5-4 + N-Oxidation C1H7N;0, 58% Cc1cce2n(CCIN+]([O-])(CC)CC)c(nc2c1)Celcec(O)cet =PM1-1
pM5-5 + Aliphatic hydroxylation C1H7N;0, 58% CC(O)N(CC)CCn1c(nc2cc(C)ecc12)Celcec(O)cet =PM2-3
pM5-6 + Aromatic hydroxylation C1H7N;0, 35% Cc1cee2n(CCN(CC)CC)c(nc2c1)Celcec(O)c(O)ct
pM6 Oxidative deamination C19H2oN,0, 38% OCCn1c(nc2cc(C)ccc12)Celcec(cc1)OCC =PM3-3
pMe6-1 + Sulfation(aliphatic hydroxyl) CygH2N,058  35% 0S(=0)(=0)0CCn1c(nc2cc(C)eecc12)Celcec(cc1)OCC
pM6-2 + O-Glucuronidation (aliphatic hydroxyl) Ca5H30N20g 32% OC(=0)C10C(0CCn2¢(nc3cc(C)ecec23)Ce2eec(cc2)OCC)C(0)C(O)C10
pM6-3 + Aliphatic hydroxylation CgH2N,05 28% OC(C)Oc1cce(cc1)Ceinc2ec(C)ecc2n1CCO
pM6-4 + O-Dealkylation (aromatic) Cy7H1gN,0, 28% Oc1ccc(ce1)Celnc2ec(C)eccc2n1CCO
pM7 Carboxylation (benzylic) Co3H2oN305 35% CCOc1ccc(cc1)Ceinc2ec(cec2n1CCN(CC)CC)C(0)=0



pM7-1
pM7-2
pM7-3
pM7-4
pM7-5
pM7-6
pM8
pM8-1
pM8-2
pM8-3
pMm8-4
pM8-5
pM8-6
pM8-7
pM9
pM9-1
pM9-2
pM9-3
pM9-4
pM9-5
pM9-6
pM9-7

+ O-Glucuronidation (aromatic carboxyl)
+ N-Oxidation

+ N-Dealkylation

+ Aliphatic hydroxylation

+ O-Dealkylation (aromatic)

+ Aliphatic hydroxylation

Benzylic hydroxylation

+ Sulfation (aliphatic hydroxyl)

+ O-Glucuronidation (aliphatic hydroxyl)
+ N-Oxidation

+ Aliphatic hydroxylation

+ N-Dealkylation

+ O-Dealkylation (aromatic)

+ Aliphatic hydroxylation

Aromatic hydroxylation

+ Sulfation (aromatic hydroxyl)
+ N-Oxidation

+ N-Dealkylation

+ Aliphatic hydroxylation

+ O-Dealkylation (aromatic)

+ Aliphatic hydroxylation

+ O-Glucuronidation

CZQHSTNSOQ
023H29N304
C21 H25N303
023H29N304
C21 H25N303
023H29N304
CZ3H31 N302
CZ3H31 N305S
CZQHSQNSOS
CZ3H31 N303
CZ3H31 N303
C21 H27N302
C21 H27N302
CZ3H31 N303
023H31 N302
023H31 N305S
023H31 N303
C21 H27N302
023H31 N303
C21 H27N302
023H31 N303
CZQHSQNSOS

34%
27%
27%
27%
27%
27%
35%
33%
28%
27%
27%
27%
27%
27%
35%
30%
27%
27%
27%
27%
27%
22%

0=C(OC10C(C(0)=0)C(0)C(0)C10)c1ccc2n(CCN(CC)CC)c(nc2c1)Ceicec(OCC)cet
CCOc1ccc(ce1)Celnc2ec(cce2n1CCIN+]([O-])(CC)CC)C(0)=0
OC(=0)c1ccc2n(CCNCC)c(nc2c1)Celcec(cc1)OCC
CC(O)N(CC)CCn1c(nc2cc(ccec12)C(0)=0)Cclcce(cc1)OCC
OC(=0)c1ccc2n(CCN(CC)CC)c(nc2c1)Celcec(O)cct
CC(0)Oc1cee(cec1)Ceinc2ec(cec2n1CCN(CC)CC)C(0)=0
CCOc1ccc(ce1)Celnc2ec(ccc2n1CCN(CC)CC)CO
CCOc1ccc(ce1)Celnc2ec(ccc2n1CCN(CC)CC)COS(0)(=0)=0
OC(=0)C10C(0OCc2ccc3n(CCN(CC)CC)c(nc3c2)Cec2ccc(OCC)cc2)C(0)C(0)C10
CCOc1ccc(ce1)Celnc2ec(ccc2n1CCIN+]([O-])(CC)CC)CO
CC(O)N(CC)CCn1c(nc2ce(cec12)CO)Celecc(cc1)OCC
CCOc1ccc(ce1)Celnc2ec(ccc2n1CCNCC)CO
Oc1ccc(ce1)Celnc2ec(ccc2n1CCN(CC)CC)CO
CC(0)Oc1cec(cec1)Ceinc2ec(cec2n1CCN(CC)CC)CO
Cc1cece2n(CCN(CC)CC)e(nc2c10)Celcec(OCC)cct
Cc1cece2n(CCN(CC)CC)e(nc2c10S(0)(=0)=0)Cc1ccc(OCC)cet
Cc1cce2n(CCIN+]([O-])(CC)CC)c(nc2c10)Cclcec(OCC)eet
Cc1cece2n(CCNCC)c(nc2¢10)Celcec(cc1)OCC
CC(O)N(CC)CCn1c(nc2c(0)c(C)ceec12)Celeec(OCC)ect
Cc1cece2n(CCN(CC)CC)e(nc2¢10)Celcec(O)cct
CC(0)Oc1cec(cct)Ceinc2e(O)c(C)eccc2n1CCN(CC)CC
Cc1cec2n(CCN(CC)CC)e(nc2c10C10C(C(0)=0)C(0)C(0)C10)Ccicec(OCC)cet

=PM1-3
=PM3-9
=PM2-11

=PM4-9

=PM1-5
=PM2-9
=PM3-7

=PM4-8

=PM1-4

=PM3-8
=PM2-10




