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MMB-4en-PICA

Metabolism



MMB-4en-PICA, RT 11.07 min, m/z 343.2038
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A1, Ester hydrolysis, RT 9.15 min, m/z 329.1879
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Cpd 1: C19 H24 N2 O3: +ESI EIC(329.1860) Scan Frag=380.0V MMB-4en-PICA 3h 8.d
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A2, Ester hydrolysis + dihydrodiol formation, RT 4.66 min,
m/z 363.1919
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Cpd 1: C19 H26 N2 O5: +ESI EIC(363.1914) Scan Frag=380.0V MMB-4en-PICA 3h 8.d
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Cpd 1: C19 H26 N2 O5: (M+H)+: +ESI Product lon (rt: 4.648, 4.678 min, 2 scans) Frag=380.0V CID@32.1 (363.1923[z=1] -> **) MMB-4en-PICA 3h 8.d
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A3, Ester hydrolysis + glucuronidation, RT 7.49 min,
m/z 505.2180

x10 4 |Cpd 1: C25 H32 N2 O9: +ESI EIC(505.2181, 506.2213) Scan Frag=380.0V MMB-4en-PICA 3h 8.d
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A4, Head group—linker cleavage, RT 6.91 min, m/z 229.1340

Cpd 1: C14 H16 N2 O: +ESI EIC(229.1335) Scan Frag=380.0V MMB-4en-PICA 1h 5.d
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A5, Ester hydrolysis + mono-hydroxylation (pentenyl tail),
RT 6.31 min, m/z 345.1811

Cpd 1: C19 H24 N2 O4: +ESI EIC(345.1809) Scan Frag=380.0V MMB-4en-PICA 1h 6.d
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A6, Secondary amide hydrolysis + mono-hydroxylation
(pentenyl tail), RT 4.66 min, m/z 246.1129

Cpd 1: C14 H15 N O3: +ESI EIC(246.1125) Scan Frag=380.0V MMB-4en-PICA 1h 6.d
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A7, Dihydrodiol formation, RT 6.09 min, m/z 377.2069
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Cpd 1: C20 H28 N2 O5: +ESI EIC(377.2071) Scan Frag=380.0V MMB-4en-PICA 0.5h 2-2.d
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Dihydrodiol reference standard, RT 5.46 min, m/z 377.2067
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MMB-4en-PINACA

Metabolism
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MMB-4en-PINACA, RT 12.05 min, m/z 344.1989
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B1, Ester hydrolysis, RT 9.72 min, m/z 330.1827

Cpd 1: C18 H23 N3 O3: +ESI EIC(330.1812) Scan Frag=380.0V MMB-4en-PINACA 0.5h 3.d
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B2, Ester hydrolysis + dihydrodiol formation, RT 4.85 min,
m/z 364.1873

x10 5 |Cpd 1: C18 H25 N3 O5: +ESI EIC(364.1867) Scan Frag=380.0V MMB-4en-PINACA 0.5h 3.d
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B3, Ester hydrolysis + glucuronidation, RT 7.68 min, m/z 506.2122 [
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B4, Ester hydrolysis + mono-hydroxylation (pentenyl tail),
RT 6.55 min, m/z 346.1756
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B5, Ester hydrolysis + di-hydroxylation (pentenyl tail), {

o OH
. 7 N\ NH
RT 5.39 min, m/z 362.1709 +
Ny [M+H]
4 |Cpd 1: C18 H23 N3 05: +ESI EIC(362.1710) Scan Frag=380.0V MMB-4en-PINACA 0.5h 3.d /
x104 |CP ( ) g N 362.1710
1.2* <&
) /
0.8 HO
0.6 \\C+
04
0.2 n \/N
04 | A N’\AM AA JA AM L I M N\_M/\(H\M i AAf\_W\M A [y [ A A Il W R N
o 05 1 15 2 25 3 35 4 45 5 55 6 65 7 75 8 85 9 95 10 105 11 115 12 125 13 oH
Counts vs. Acquisition Time (min)
245.0921 /
10 2 |Cpd 1: C18 H23 N3 O5: (M+H)+: +ESI Product lon (it: 5.409 min) Frag=380.0V CID@32.0 (362.1713[z=1] -> **) MMB-4en-PINACA 0.5h 3.d HO \
3] 101.0624
25
O +
2 Nt HZC\\ OH
83.0489
15 145.0390 245.0910
A\W Ho |
1 /
N
H 101.0597
05-
145.0396 i “H,0
0’ ‘ Ll H Codendl A , , LJ“ , ‘\ | |, * || N D Ll
20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 83.0491

Counts vs. Mass-to-Charge (m/z)



x10 4

0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

x10 2

1.8
1.6
1.4+
1.2

0.8+
0.6
0.4
0.2

B6, Dihydrodiol formation, RT 6.36 min, m/z 378.2026

Cpd 1: C19 H27 N3 O5: +ESI EIC(378.2023) Scan Frag=380.0V MMB-4en-PINACA 0.5h 4.d
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x10 %

Dihydrodiol reference standard, RT 6.39 min, m/z 378.2031
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EMB-4en-PICA

Metabolism
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C1, Ester hydrolysis, RT 8.28 min, m/z 329.1868

x10 6 |Cpd 1: C19 H24 N2 O3: +ESI EIC(329.1860) Scan Frag=380.0V EMB-4EN-PICA 3h_2.d
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C2, Ester hydrolysis + dihydrodiol formation, RT 4.42 min,
m/z 363.1913
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x104

2.5

C3, Ester hydrolysis + glucuronidation, RT 6.86 min,
m/z 505.2179

Cpd 1: C25 H32 N2 O9: +ESI EIC(505.2181, 506.2213) Scan Frag=380.0V EMB-4EN-PICA 3h_2.d
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C4, Secondary amide hydrolysis + mono-hydroxylation (pentenyl

O\\ OH

)I * / / . [M+H]+
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C5, Head group—linker cleavage, RT 6.41 min, m/z 229.1330

x10 4 |Cpd 1: C14 H16 N2 O: +ESI EIC(229.1335) Scan Frag=380.0V EMB-4EN-PICA 0.5h_2.d
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C6, Ester hydrolysis + mono-hydroxylation (pentenyl tail),

Q OH
N\_—NH
RT 5.87 min, m/z 345.1806
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C7, Dihydrodiol formation, RT 6.44 min, m/z 391.2225

x10 4 |Cpd 1: C21 H30 N2 O5: +ESI EIC(391.2227) Scan Frag=380.0V EMB-4EN-PICA 0.5h.d
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C8, Ester hydrolysis + glucuronidation, RT 6.55 min,
m/z 505.2193

Cpd 2: C25 H32 N2 O9: +ESI EIC(505.2181, 506.2213) Scan Frag=380.0V EMB-4EN-PICA 3h.d
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EMB-4en-PINACA

Metabolism



EMB-4en-PINACA, RT 11.61 min, m/z 358.2146 0 /o
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x10 6

2.5+

D1, Ester hydrolysis, RT 8.84 min, m/z 330.1834

Cpd 1: C18 H23 N3 O3: +ESI EIC(330.1812) Scan Frag=380.0V EMB-4EN-PINACA 3h_2_Ominj.d
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x10 5

D2, Ester hydrolysis + dihydrodiol formation, RT 4.63 min,
m/z 364.1875

Cpd 1: C18 H25 N3 O5: +ESI EIC(364.1867) Scan Frag=380.0V EMB-4EN-PINACA 3h_Ominj.d
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201.1024

O\\ OH

85.0650 145.0403

AN
/
229.0985 N

2471115 EH;

175.0502

175.0506

67.0528

J\ “\ | ‘ ‘ ‘ Lo L] ‘ * s

20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540 560
Counts vs. Mass-to-Charge (m/z)

O

I

0\\ N OH
\N [M+H]*
N, 364.1867
o\\C+ \\\\SOH
/
N
OH
247.1077
L‘Hzo HO

229.0972 E’ 201.1022

+

H,C

o
OH Nt
\N
HO N
103.0754 H
(not detected) 145.0396

85.0648 —> 67.0542



D3, Ester hydrolysis + glucuronidation, RT 7.14 min, m/z 506.2134 [
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D4, Ester hydrolysis + dihydrodiol formation + glucuronidation,

RT 3.73 min, m/z 540.2190

Cpd 1: C24 H33 N3 O11: +ESI EIC(540.2188, 541.2219) Scan Frag=380.0V EMB-4EN-PINACA 3h_2_Ominj.d

[T A M v A A i A [T AWM A Ao o Ao o A A Ao e SO A o A oM o M i A

o 05 1 15 2 25 3 35 4 45 5 55 6 65 7 75 8 85 9 95 10 105 11 115 12 125 13
Counts vs. Acquisition Time (min)

Cpd 1: C24 H33 N3 O11: (M+H)+: +ESI Product lon (rt: 3.705, 3.725, 3.758 min, 3 scans) Frag=380.0V CID@46.2 (540.2194[z=1] -> **) EMB-4EN-PINACA 3h_2_Ominj.

145.0399

85.0647

Ll J‘

175.0503

201.1022  247.1065

229.0941

L

336.7963

282.1566

\‘\ .\‘ | ‘M

i

|

400.8353

L

444.9080

I ‘ |

O\\ OH

\N
/
N

\ s
CH,

175.0502

hall

20 40 60 80 100 120 140 160

Counts vs. Mass-to-Charge (m/z)

180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540 560

[M+H]*
540.2188 O

247.1077

HO

OH

HO

OH

229.0972 E’ 201.1022

N
e

N
H

145.0396

+

H,C
OH

HO

103.0754
(not detected)

| o

85.0648



D5, Ester hydrolysis + di-hydroxylation (pentenyl tail),
RT 5.12 min, m/z 362.1714
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Cpd 1: C18 H23 N3 O5: +ESI EIC(362.1710) Scan Frag=380.0V EMB-4EN-PINACA 3h_Ominj.d
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D6, Ester hydrolysis + mono-hydroxylation (pentenyl tail), /
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D7, Ester hydrolysis + mono-hydroxylation (pentenyl tail),
RT 6.19 min, m/z 346.1770

x10 4 |Cpd 1: C18 H23 N3 O4: +ESI EIC(346.1761) Scan Frag=380.0V EMB-4EN-PINACA 3h_Ominj.d
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MDMB-4en-PICA

Metabolism



MDMB-4en-PICA, RT 12.04 min, m/z 357.2209

Cpd 1: C21 H28 N2 O3: +ESI EIC(357.2173) Scan Frag=380.0V MDMB-4en-PICA 3h 52.d
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x10 3

E1, Ester hydrolysis, RT 9.94 min, m/z 343.2026

Cpd 1: C20 H26 N2 O3: +ESI EIC(343.2016) Scan Frag=380.0V MDMB-4en-PICA 3h 52.d
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Cpd 1: C20 H26 N2 O3: (M+H)+: +ESI Product lon (rt: 9.901, 9.922, 9.940, 9.959 ... min, 6 scans) Frag=380.0V CID@30.5 (343.2030[z=1] -> **) MDMB-4en-PICA 3h 52..
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E2, Dihydrodiol formation, RT 7.05 min, m/z 391.2238 N1
AN [M+H]*
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Dihydrodiol reference standard, RT 7.05 min, m/z 391.2236
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Cpd 1: C21 H30 N2 O5: +ESI EIC(391.2227) Scan Frag=380.0V scm99.d

x103
14

1.2

0.8+
0.6
0.4

0.2

0 0.5 1 1.5 2 2.5 3 35 4 4.5 5 5.5 6 6.5 7 7.5 8 8.5 9 95 10

Counts vs. Acquisition Time (min)

Cpd 1: C21 H30 N2 O5: (M+H)+: +ESI Product lon (rt: 7.023, 7.042, 7.063, 7.073 min, 4 scans) Frag=380.0V CID@34.3 (391.2236[z=1] -> **) scm99.d
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E3, Ester hydrolysis + dihydrodiol formation, RT 5.42 min, NIV
m/z 377.2072 8 venr

x10 5 |Cpd 1: C20 H28 N2 O5: +ESI EIC(377.2071) Scan Frag=380.0V MDMB-4en-PICA 1h 51.d N 377.2071
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E4, Mono-hydroxylation (pentenyl tail), RT 9.08 min,

m/z 373.2131
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Cpd 3: C21 H28 N2 O4: +ESI EIC(373.2122) Scan Frag=380.0V MDMB-4en-PICA 0.5h 48.d
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ES5, Secondary amide hydrolysis + mono-hydroxylation
(pentenyl tail), RT 7.05 min, m/z 246.1133

Cpd 1: C14 H15 N O3: +ESI EIC(246.1125) Scan Frag=380.0V MDMB-4en-PICA 0.5h 49.d
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E6, Ester hydrolysis + N-dealkylation, RT 5.71 min, m/z 275.1396

x10 5 |Cpd 1: C15 H18 N2 O3: +ESI EIC(275.1390) Scan Frag=380.0V MDMB-4en-PICA 3h 53.d
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E7, Ester hydrolysis + glucuronidation, RT 8.13 min, m/z 519.2341 {
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Cpd 1: C26 H34 N2 O9: +ESI EIC(519.2337, 520.2370) Scan Frag=380.0V MDMB-4en-PICA 3h 52.d
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E8, Ester hydrolysis + di-hydroxylation (pentenyl tail + tert-butyl), /
RT 7.95 min, m/z 375.1917
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Cpd 1: C20 H26 N2 O5: +ESI EIC(375.1914) Scan Frag=380.0V MDMB-4en-PICA 3h 53.d
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Cpd 1: C20 H26 N2 O5: (M+H)+: +ESI Product lon (rt: 7.936, 7.970, 7.980 min, 3 scans) Frag=380.0V CID@33.0 (375.1918[z=1] -> **) MDMB-4en-PICA 3h 53.d
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E9, Mono-hydroxylation + glucuronidation (indole core),

RT 6.74 min, m/z 549.2434

Cpd 2: C27 H36 N2 O10: +ESI EIC(549.2443, 550.2475) Scan Frag=380.0V MDMB-4en-PICA 3h 52.d
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E10, Ester hydrolysis + dihydrodiol formation + dehydrogenation, &

RT 4.91 min, m/z 375.1916

Cpd 2: C20 H26 N2 O5: +ESI EIC(375.1914) Scan Frag=380.0V MDMB-4en-PICA 1h 51.d
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x10 2

E11, Di-hydroxylation (pentenyl tail), RT 8.47 min,
m/z 389.2077

Cpd 1: C21 H28 N2 O5: +ESI EIC(389.2071) Scan Frag=380.0V MDMB-4en-PICA 3h 53.d
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E12, Ester hydrolysis + mono-hydroxylation (pentenyl tail),
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E13, Ester hydrolysis + dehydrogenation, RT 9.81 min, SN

m/z 341.1863
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Cpd 1: C20 H24 N2 O3: +ESI EIC(341.1860) Scan Frag=380.0V MDMB-4en-PICA 0.5h 48.d
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E14, Dihydrodiol formation + mono-hydroxylation (indole core) NN
+ glucuronidation, RT 4.11 min, m/z 583.2490 i N S e
Cpd 1: C27 H38 N2 O12: +ESI EIC(583.2498, 584.2530) Scan Frag=380.0V MDMB-4en-PICA 3h 52.d
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E15, Ketone formation + mono-hydroxylation (pentenyl tail),

RT 8.16 min, m/z 387.1915

Cpd 1: C21 H26 N2 O5: +ESI EIC(387.1914) Scan Frag=380.0V MDMB-4en-PICA 0.5h 49.d
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E16, Mono-hydroxylation (pentenyl tail), RT 8.53 min, N\
m/z 373.2117 \  [M#H]*

N 373.2122

x10 5 |Cpd 4: C21 H28 N2 O4: +ESI EIC(373.2122) Scan Frag=380.0V MDMB-4en-PICA 0.5h 48.d
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E17, Mono-hydroxylation (indole core), RT 9.29 min,
m/z 373.2121

Cpd 1: C21 H28 N2 O4: +ESI EIC(373.2122) Scan Frag=380.0V MDMB-4en-PICA 0.5h 49.d
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Cpd 1: C21 H28 N2 O4: (M+H)+: +ESI Product lon (rt: 9.285, 9.305 min, 2 scans) Frag=380.0V CID@32.9 (373.2123[z=1] -> **) MDMB-4en-PICA 0.5h 49.d
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E18, Ester hydrolysis + mono-hydroxylation (indole core),
RT 7.38 min, m/z 359.1963

Cpd 1: C20 H26 N2 O4: +ESI EIC(359.1965) Scan Frag=380.0V MDMB-4en-PICA 3h 53.d
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E19, Mono-hydroxylation (pentenyl tail), RT 8.41 min,
m/z 373.2125
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MDMB-4en-PINACA

Metabolism
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F1, Ester hydrolysis, RT 10.59 min, m/z 344.1981
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F2, Dihydrodiol formation, RT 7.29 min, m/z 392.2188

x10 5 |Cpd 2: C20 H29 N3 O5: +ESI EIC(392.2180) Scan Frag=380.0V MDMB-4en-PINACA 1h 51.d
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F3, Ester hydrolysis + dihydrodiol formation, RT 5.62 min,
m/z 378.2026
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F4, Ester hydrolysis + dihydrodiol formation + dehydrogenation, N
RT 5.14 min, m/z 376.1870 \ IM#HP

N/N 376.1867
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F5, Mono-hydroxylation (pentenyl tail), RT 9.59 min, {

m/z 374.2077
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F6, Ester hydrolysis + mono-hydroxylation (pentenyl tail),
RT 7.39 min, m/z 360.1913

x10 4 |Cpd 3: C19 H25 N3 O4: +ESI EIC(360.1918) Scan Frag=380.0V MDMB-4en-PINACA 1h 50.d
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F7, Ester hydrolysis + glucuronidation, RT 8.41 min, m/z 520.2287
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F8, Dihydrodiol formation + glucuronidation, RT 6.02 min,
m/z 568.2497

x10 4 [Cpd 1: C26 H37 N3 O11: +ESI EIC(568.2501, 569.2533) Scan Frag=380.0V MDMB-4en-PINACA 0.5h 49.d
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F9, Ester hydrolysis + dihydrodiol formation + glucuronidation,

RT 4.47 min, m/z 554.2337

Cpd 2: C25 H35 N3 O11: +ESI EIC(554.2344, 555.2376) Scan Frag=380.0V MDMB-4en-PINACA 3h 52.d
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AB-4en-PICA

Metabolism



AB-4en-PICA, RT 8.14 min, m/z 328.2034

Cpd 1: C19 H25 N3 O2: +ESI EIC(328.2020) Scan Frag=380.0V AB-4en-PICA 0.5h 3.d
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x10 4

G1, Mono-hydroxylation (pentenyl tail), RT 5.45 min,
m/z 344.1973
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[
G2, Terminal amide hydrolysis, RT 9.08 min, m/z 329.1862 N O
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G3, N-dealkylation, RT 3.95 min, m/z 260.1395

x10 4 |Cpd 1: C14 H17 N3 O2: +ESI EIC(260.1394) Scan Frag=380.0V AB-4en-PICA 3h 7.d
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G4, Dihydrodiol formation, RT 3.97 min, m/z 362.2076
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Dihydrodiol reference standard, RT 3.96 min, m/z 362.2069
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x10 4

G5, Mono-hydroxylation (iso-propyl), RT 6.82 min,
m/z 344.1970
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AB-4en-PINACA

Metabolism
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H1, Terminal amide hydrolysis, RT 9.77 min, m/z 330.1840

Cpd 1: C18 H23 N3 O3: +ESI EIC(330.1812) Scan Frag=380.0V AB-4en-PINACA 3h 7.d
*
L 2
O
&
i£
M
0O 05 1 15 2 25 3 35 4 45 5 55 6 65 7 75 8 85 9 95 10 105 11 115 12 125 13
Counts vs. Acquisition Time (min)
Cpd 1: C18 H23 N3 O3: (M+H)+: +ESI Product lon (rt: 9.728, 9.736, 9.756, 9.776 ... min, 9 scans) Frag=380.0V CID@29.4 (330.1837[z=1] -> **) AB-4en-PINACA 3h 7.d
213.1031
145.0398
171.0554
L , | , *
20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540

Counts vs. Mass-to-Charge (m/z)

\NH

[M+H]*
330.1812

@3 |
213. 102\\\\\
\

N

\C+
\N
/
N
\
171.0553 =
\N
/
N
H
145.0396



x10 57

x10 3

1.2

0.8

0.6+

0.4+

0.2+

H2, Terminal amide hydrolysis + dihydrodiol formation,
RT 4.88 min, m/z 364.1877
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H3, Dihydrodiol formation, RT 4.04 min, m/z 363.2032
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H4, Mono-hydroxylation (pentenyl tail), RT 5.55 min,
m/z 345.1923

Cpd 4: C18 H24 N4 O3: +ESI EIC(345.1921) Scan Frag=380.0V AB-4en-PINACA 1h 6.d

*

o

4.5

5 55 6 65 7 75
Counts vs. Acquisition Time (min)

8

8.5 9 95 10 105 11 115

Cpd 4: C18 H24 N4 O3: (M+H)+: +ESI Product lon (rt: 5.538, 5.556 min, 2 scans) Frag=380.0V CID@30.6 (345.1925[z=1] -> **) AB-4en-PINACA 1h 6.d

|

145.0391

L

L

229.0976

*

20 40 60 80

Counts vs. Mass-to-Charge (m/z)

100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540

N [M+H]*
345.1921

43

N\

Z\/
b

229.0972

145.0396



x10 5

0.91
0.8
0.7
0.6+
0.51
0.4
0.31
0.2
0.11

x10 3

0.91
0.8
0.7
0.6+
0.51
0.4
0.31
0.2
0.14

H5, Mono-hydroxylation (pentenyl tail), RT 5.62 min,
m/z 345.1920

Cpd 3: C18 H24 N4 O3: +ESI EIC(345.1921) Scan Frag=380.0V AB-4en-PINACA 1h 5.d
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229.0973

145.0395

L L [ | ‘L L Lo | 1 *

20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540
Counts vs. Mass-to-Charge (m/z)

O
4

NH,

O\\ NH

\/N [M+H]*
N 345.1921

Q|

N\

Z\/
b

229.0972

145.0396



x10 5

0.91
0.8
0.7
0.6+
0.51
0.4
0.31
0.21
0.1

x10 3
1.2

0.8
0.6+
0.4

0.2+

H6, Mono-hydroxylation (iso-propyl), RT 7.08 min, m/z 345.1924

Cpd 1: C18 H24 N4 O3: +ESI EIC(345.1921) Scan Frag=380.0V AB-4en-PINACA 1h 6.d
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H7, Terminal amide hydrolysis + glucuronidation, RT 7.70 min,

m/z 506.2126

x10 4 |Cpd 1: C24 H31 N3 O9: +ESI EIC(506.2133, 507.2165) Scan Frag=380.0V AB-4en-PINACA 3h 8.d
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H8, Terminal amide hydrolysis + mono-hydroxylation (pentenyl tail), oy, ‘o

RT 6.58 min, m/z 346.1762

Cpd 3: C18 H23 N3 O4: +ESI EIC(346.1761) Scan Frag=380.0V AB-4en-PINACA 3h 8.d
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H9, Terminal amide hydrolysis + di-hydroxylation (pentenyl tail), N\t
RT 5.42 min, m/z 362.1704 N,  [M+H]*

N 362.1710
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H10, Terminal amide hydrolysis + mono-hydroxylation
(pentenyl tail), RT 6.67 min, m/z 346.1764

Cpd 2: C18 H23 N3 O4: +ESI EIC(346.1761) Scan Frag=380.0V AB-4en-PINACA 3h 8.d
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H11, Terminal amide hydrolysis + dihydrodiol formation +
glucuronidation, RT 3.87 min, m/z 540.2180

Cpd 1: C24 H33 N3 O11: +ESI EIC(540.2188, 541.2219) Scan Frag=380.0V AB-4en-PINACA 3h 7.d
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H12, Mono-hydroxylation (pentenyl tail), RT 6.39 min, O N
m/z 345.1917 {

. . — /
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H13, Dihydrodiol + mono-hydroxylation (iso-propyl), RT 3.16 min, o/ “w.
m/z 379.1970
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ADB-4en-PICA

Metabolism



ADB-4en-PICA, RT 9.06 min, m/z 342.2210
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Cpd 1: C20 H27 N3 O2: +ESI EIC(342.2176) Scan Frag=380.0V ADB-4en-PICA 3h 42.d
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11, Mono-hydroxylation (pentenyl tail), RT 6.30 min,
m/z 358.2133

x10 5 |Cpd 4: C20 H27 N3 O3: +ESI EIC(358.2125) Scan Frag=380.0V ADB-4en-PICA 1h 41.d
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Cpd 4: C20 H27 N3 O3: (M+H)+: +ESI Product lon (rt: 6.257, 6.287, 6.297, 6.316 ... min, 5 scans) Frag=380.0V CID@31.7 (358.2131[z=1] -> **) ADB-4en-PICA 1h 41.d
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12, Dihydrodiol formation, RT 4.69 min, m/z 376.2238

Cpd 1: C20 H29 N3 O4: +ESI EIC(376.2231) Scan Frag=380.0V ADB-4en-PICA 3h 42.d
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13, N-dealkylation, RT 4.82 min, m/z 274.1555 {

NH
NH 2

x10 5 |Cpd 1: C15 H19 N3 O2: +ESI EIC(274.1550) Scan Frag=380.0V ADB-4en-PICA 3h 42.d
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14, Mono-hydroxylation (tert-butyl), RT 7.36 min, m/z 358.2131 /
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N\\_—NH 2
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15, Mono-hydroxylation (indole core) + glucuronidation, o\\>§H//\NH2
RT 4.49 min, m/z 534.2440 .
\

_|
_ , - +GLUC
x10 4 |Cpd 1: C26 H35 N3 O9: +ESI EIC(534.2446, 535.2478) Scan Frag=380.0V ADB-4en-PICA 3h 42.d
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. . . O NH
16, Mono-hydroxylation (pentenyl tail), RT 7.05 min, N
m/z 358.2122 \
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|7, Dihydrodiol formation + mono-hydroxylation (indole core) +

glucuronidation, RT 2.58 min, m/z 568.2495

Cpd 1: C26 H37 N3 O11: +ESI EIC(568.2501, 569.2533) Scan Frag=380.0V ADB-4en-PICA 3h 43.d
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18, Di-hydroxylation (pentenyl tail), RT 5.91 min, m/z 374.2073

Cpd 1: C20 H27 N3 O4: +ESI EIC(374.2074) Scan Frag=380.0V ADB-4en-PICA 3h 42.d
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19, Mono-hydroxylation (indole core), RT 6.54 min, m/z 358.2118

Cpd 3: C20 H27 N3 O3: +ESI EIC(358.2125) Scan Frag=380.0V ADB-4en-PICA 1h 40.d
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110, Dihydrodiol formation + mono-hydroxylation (tert-butyl),

RT 3.42 min, m/z 392.2178

x10 4 |Cpd 2: C20 H29 N3 O5: +ESI EIC(392.2180) Scan Frag=380.0V ADB-4en-PICA 3h 43.d
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111, Di-hydroxylation (pentenyl tail), RT 5.10 min, m/z 374.2069 N
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112, Mono-hydroxylation (pentenyl tail), RT 5.76 min, N
m/z 358.2121 N e

«10 5 |Cpd 6: C20 H27 N3 O3: +ESI EIC(358.2125) Scan Frag=380.0V ADB-4en-PICA 3h 43.d N 358.2125
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ADB-4en-PINACA

Metabolism



ADB-4en-PINACA, RT 9.54 min, m/z 343.2150 /
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J1, Mono-hydroxylation (pentenyl tail), RT 6.41 min, m/z 359.2081
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Cpd 3: C19 H26 N4 O3: +ESI EIC(359.2078) Scan Frag=380.0V ADB-4en-PINACA 3h 42.d
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J2, Dihydrodiol formation, RT 4.76 min, m/z 377.2184

Cpd 1: C19 H28 N4 O4: +ESI EIC(377.2183) Scan Frag=380.0V ADB-4en-PINACA 0,5h 39.d
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Dihydrodiol reference standard, RT 4.78 min, m/z 377.2185

x10 4 |Cpd 1: C19 H28 N4 O4: +ESI EIC(377.2183) Scan Frag=380.0V scm106.d
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J3, Terminal amide hydrolysis, RT 10.58 min, m/z 344.1966

x10 4 |Cpd 1: C19 H25 N3 O3: +ESI EIC(344.1969) Scan Frag=380.0V ADB-4en-PINACA 3h 42.d
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J4, Mono-hydroxylation (indazole core), RT 7.30 min, m/z 359.2079 o
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J5, Mono-hydroxylation (tert-butyl), RT 7.52 min, m/z 359.2077 ) /
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213.1015

145.0390

171.0911

l\\ 1l \‘ ‘ |, | \ll |

| *
T T T

20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540 560
Counts vs. Mass-to-Charge (m/z)

OH

NH,

N\_-NH

[M+H]*
N 359.2078

N
O\\+\\\\\

C

/

N\
\N
N

213.1022\\\\\
\

C\
N N
/

N

171.0917 \\\\
O
~ \\C+

\N
/
N

H
145.0396

+



J6, Dihydrodiol formation + glucuronidation, RT 4.05 min,
m/z 553.2500
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J7, Di-hydroxylation (pentenyl tail), RT 5.27 min, m/z 375.2021
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J8, Ketone formation + mono-hydroxylation (pentenyl tail), N
: \:

RT 5.71 min, m/z 373.1863 [M+H]*
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J9, Dehydrogenation (pentenyl tail), RT 8.97 min, m/z 341.1973
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J10, Dihydrodiol formation + mono-hydroxylation (tert-butyl),

RT 3.42 min, m/z 393.2126
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J11, Terminal amide hydrolysis + dihydrodiol formation,

RT 5.60 min, m/z 378.2014

x10 2

1.2

0.8+
0.6+
0.4

0.2

Cpd 1: C19 H27 N3 O5: +ESI EIC(378.2023) Scan Frag=380.0V ADB-4en-PINACA 3h 42.d
(@]
=
\N
/
N
185.070\9\\\
. A/\AA MAAA A A M f(ﬂ/tff\(\ L A A A Ik I A A A [ V) AN A
O 05 1 15 2 25 3 35 4 45 5 55 6 65 7 75 8 85 9 95 10 105 11 115 12 125 13
Counts vs. Acquisition Time (min)
Cpd 1: C19 H27 N3 O5: (M+H)+: +ESI Product lon (rt: 5.639 min) Frag=380.0V CID@33.3 (378.2023[z=1] -> **) ADB-4en-PINACA 3h 42.d
175.0496
145.0398
(@]
N\ OH
59.0480 A\
67.0549 185.0734 247.1056 /N
/ \
.
85.0641 230.1017 N CH,
201.1019 .
. 175.0502
Hl\\l\ \‘1 L | [ L | \\‘\LI " you l M

20 40 60 80

Counts vs. Mass-to-Charge (m/z)

100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540 560

O

J

0
N OH
Y
N/ [M+H]*
378.2023
o\\c+ OH
Ny HO
/
N
247.1077 OH
l “H,0 &
-CO
HO
201.1022
H,C. o
OH Nt
Y
HO N
103.0754 H
(not detected) 145.0396

85.0648 —> 67.0542



BZ0O-4en-POXIZID

Metabolism



BZO-4en-POXIZID, RT 10.69 min, m/z 334.1563 . @
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K1, Dihydrodiol formation, RT 5.76 min, m/z 368.1606

x10 4
3.5

Cpd 1: C20 H21 N3 O4: +ESI EIC(368.1605) Scan Frag=380.0V BZO-4en-POXIZID 3h.d

) ) )

x10 3
111

0.91
0.8
0.7
0.6+
0.51
0.4
0.31
0.21
0.14

0 0.5 1 1.5 2 2.5 3 35 4 45 5 55 6 6.5 7 7.5 8 8.5 9 95 10 105 11 115 12 125 13
Counts vs. Acquisition Time (min)

Cpd 1: C20 H21 N3 O4: (M+H)+: +ESI Product lon (rt: 5.743, 5.765, 5.789 min, 3 scans) Frag=380.0V CID@32.5 (368.1607[z=1] -> **) BZO-4en-POXIZID 3h.d
105.0328

77.0379

‘ \‘ \ [ il | L *

20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540
Counts vs. Mass-to-Charge (m/z)

=0  [M+H]*

N 368.1605
\\\\XOH
HO

O\\c+/®

105.0335

&
C+
—

77.0386



x10 4
1.4

1.2

0.8
0.6+
0.4

0.2+

K2, Mono-hydroxylation (pentenyl tail) + glucuronidation,
RT 6.89 min, m/z 526.1818
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K3, Mono-hydroxylation (pentenyl tail), RT 7.73 min,
m/z 350.1498

x10 4 |Cpd 1: C20 H19 N3 O3: +ESI EIC(350.1499) Scan Frag=380.0V BZO-4en-POXIZID 0.5h.d
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