S51: Supplementary material

Structural elucidation and fragmentation of
ACP-105 and tentatively identitfied metabolites

Metabolite Metabolic transformation Elemental Theoretical
composition m/z
IM+H]
ACP-105 Administered substance C,H, CIN,O* 291.1259
M1a-c Monohydroxylation C,H, CIN,O,* 307.1208
M?2a-b Dihydroxylation C,H, CIN,O;* 323.1157
M3a-b Loss of 2H C,HcCIN,O* 289.1102
M4a-b Monohydroxylation + C,H,,CIN,O,* 305.1051
Loss of 2H
Mba-b Dihydroxylation + C,.H,CIN,O,* 321.1000
Loss of 2H
Meé6a-c Trihydroxylation + C,H,;,CIN,O," 337.0950
Loss of 2H
M7 Glucuronidation C,,H,CIN,O.* 467.1580
M8a-d Monohydroxylation + C,,H,;CIN,Og* 483.1529
Glucuronidation
M9a-b Dihydroxylation + C,,H,.CIN,O," 499.1478

Glucuronidation



ACP-105

Administrated substance
Retention time: 11.59 min

m/z: 291.1262

MNB 20200429 03 #4841 RT: 11.62 AV: 1 NL: 2.65E+006
T: FTMS + p ESI d Full ms2 291.1261@hcd35.00 [50.0000-315.0000]
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MTa

Monohydroxylation
Retention time: 8.65 min

m/z: 307.1209

N

Chemical Formula: CgH{ ;"
Exact Mass: 107,0855
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Chemical Formula: C;,;H,CIN,"
Exact Mass: 189,0214

Chemical Formula: CogH CIN,"
Exact Mass: 177,0214

\

MNRB 20200730 014 #1810-1826 RT: 8.62-8.69 AV: 17 SB: 1§ 8.59-8.62 , 869-8.72 NL: 5.20E+005 N=— / IJ\F/
T. FIMS + p ESI Full ms2 307.1208@hcd38.33 [50.0000-330.0000} —
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M1b oH

Monohydroxylation Cl " OH

Retention time: 9.00 min BJ’

m/z: 307.1210 N= \

MNB 20200730 014 #1894-1908 RT: 9-9.06 AV: 15 SB: 26 8.93-9.00, 9.06-9.10 NL: 3.51E+005
T. FTMS + p ESI Full ms2 307.1208@hcd38.33 [50.0000-330.0000]
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0 Exact Mass: 142,0525 N= h N 7N\
> 0 Exact Mass: 179,0371 Cl // — A — \_ H
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% N N=— / \ N Chemical Formula: C14H12C1N2 Chemical Formula: C; .H,;CIN,O"
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20 Exact Mass: 115,0754 Exact Mass: 193,0527 280 1104
i 179.0371  193.0529 233.0477 | 255.9645 260 915
97.06483 | 271. .
115.0754 142.0927  167.0371 213 1023 243.0686 -0999
0 n _ ‘ . .
100 120 140 160 130 200 220 240 200 280 300

m/z



M1c | OF
Monohydroxylation Cl OH
Retention time: 9.14 min — z 5 NBJ’

m/z: 307.1209

MNB 20200730 _014 #1921-1937 RT: 9.12-9.19 AV: 17 SB: 24 9.0/-9.12 , 9.19-9.24 NL: 8.09E+005 Cl

T. FTMS + p ESI Full ms2 307.1208@hcd38.33 [50.0000-330.0000] N /
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M2a _Zxor

OH
Dihydroxylation -
Retention time: 7.03 min N= Ngjl,
m/z: 323.1159

MNB 20200730 013 #1449-1465 RT: 7.01-7.08 AV: 17 SB: 24 6.96-7.01, 7.08-7.13 NL: 1.18E+006
T: FTMS + p ESI Full ms2 323.1157@hcd38.33 [50.0000-345.0000]
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M2b

Dihydroxylation
Retention time: 7.63 min
m/z: 323.1161

2 X OH

C| OH
=B

MNB 20200730 013 #1583-1595 RT: 7.61-7.66 AV: 13 SB: 14 7.58-7.61, 7.66-7.69 NL: 2.28E+005
T. FTMS + p ESI Full ms2 323.1157@hcd38.33 [50.0000-345.0000]
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M3a

[Loss of 2H
Retention time: 10.11 min
m/z: 289.1106

Relative Abundance
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MNB 20200/30_012 #209/7-2108 RT: 10.11-10.16 AV: 12 SB: 74 9.90-10.11, 10.16-10.30 NL: 3.57E+004
T. FTMS + p ESI Full ms2 289.1102@hcd38.33 [50.0000-315.0000]
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M3b

[Loss of 2H
Retention time: 11.56 min
m/z: 289.1108

MINB 20200730 012 #2391-2405 KT 11.03-11.6 AV 150 5B: 40 11.45-11.53 , 11.60-11.70 NL: 9.36E+003
T FTMs + p ESI Full ms2 289 1102@hcd36.33 [50.0000-315.0000]
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M4a OH

Monohydroxylation + loss of 2H C) OH

Retention time: 8.88 min Bg/

m/z: 305.1054 N= N

MNB 20200730 009 #1855-1871 RT: 8.86-8.93 AV: 17 SB: 28 8.80-8.86 , 8.93-8.99 NL: 9.49E+004
T. FTMS + p ESI Full ms2 305.1051@hcd38.33 [50.0000-330.0000]

OH
CI\ / HO
: _ — 305.1054
100 // \/ + CI\ / N= </ \>—N + |
AR >_NE a N=—/ \>—N/_> = "
90 . L // \ b B \_ i\ / Chemical Formula: C, . H,;CIN,O,"
Chemical Formula: CoH N, ** N= N
777672 N/ + . , Exact Mass: 305,1051
30 Exact Mass: 142,0525 Chemical Formula: C;5H,,CIN,
HOM Chemical Formula: C;,H,N,* Exact Mass: 229,0527

§ 0 +\= Exact Mass: 179,0604 299 0529 CI\ / HOG
_Cg 60 Chemical Formula: C;H,,0O" | N // \>—'N/\ =
= Exact Mass: 111,0804 C) \—/ H+
é:: 50 | A / / J/? 7\ BA Chemical Formula: C, H,;,CIN,O"
g N= / NH N=— / \>‘N - N= N Exact Mass: 287,0946
= N + —/ H
S 40 + HO — T
S:) M Chemical Formula: C;H CIN," Chemical Formula: C;;H;;jN,*" [Chemical Formula: C,,H,,CIN,* 287'.0949

30 . . .

Chemical Formula: C;H,,Of Exact Mass: 165,0214 Exact Mass: 194,0838 Exact Mass: 245,0840
20 Exact Mass: 123,0804 194.0840 264.1677
| 245.0842
123.0805 142D/ 179.0605 - 305.0313
07 1110805 165.0215 2151797 | 241.0747 | °30% 1060 1903 291.2574
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M4b o

Monohydroxylation + loss of 2H

c " OH
Retention time: 9.83 min

m/z: 305.1053

MNB 20200730 009 #206/7-2080 RT: 9.82-9.88 AV: 14 SB: 28 9.75-9.82 , 9.88-9.93 NL: 1.65E+005
T. FTMS + p ESI Full ms2 305.1051@hcd38.33 [50.0000-330.0000]

OH 305.1053
100 N/ HO} \
N= /N NT
90 \—/ H+
S0 Chemical Formula: (?16H18C11NZO2Jr

Exact Mass: 305,1051

70 %)H ./ N— CI/> \g_ﬁz
A S

D
-
S 60 S “N_/
3 | ) Chemical Formula: CoH,CIN," N= // \>—N ,{QX
<q() 50 Chemical Formula: C;H;0," chemical Formula: CoH N, Exact Mass: 177,0214 - \_ |j 2 x OH
5 exact Mass: 11,0441 Exact Mass: 142'0525 177.0215 Chemical Formula: C10H8C1N202+
§ 40 111()441 1420527 : Cl Exact Mass: 223,0269
30 N= C\g—m«\ 223.0270
95.0856 | + 259.2057
20 173 1326 Chemical Formula: C,,H,,CIN, 541 1955
119.0854 ' X : -
Exact Mass: 193,0527 297 2003
10 133.1012 167.1067 193.0528 209.1538 263.1646
295.1391
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Mbda

2 x OH
/7:321.1005 D
MNB 20200730 011 #1922-1933 RT 9.15-9.2 AV- 12 SB: 78 9.00-9.15 . 9.20-9.39 NL: 1. 61E+005
T FTMS + p ESI Full ms2 321.1000@hcd38.33 [50.0000-345.0000]
Cl
C] 321 2066
100— 7 — 2 x OH OH
= +_— N— N \
; = NNT _ +i\ /> Cl
70 —/ H 72\ /=
E : , + OH N=— N
E . Exact Mass: 229,0527 jﬁ,
: exact Mass: 175,957 = \ N% = Chemical Formula: C, H,4CIN,Os]
70- , —/ H Exact Mass: 321,1000
: 1651, 229.1436 . '
0 e Chemical Formula: C, .H,,CIN,O
— ]
©  RO= Exact Mass: 285,0789 2 x OH
e : 77.1637 Cl N\
2 1371326 Vs
< 5 111.0805 - 72BN =
Ic . 1191421 2290530 229.1581 — A
K2 : 179.0375 | o et i 233.1533 | T )
4[]—: 1 181 1587 595 1627 | a1 1376 Chemical Formula: C; H,.CIN,O,
5 1761672 | I 2281137 | '1 234.0 Exact Mass: 303,0895
] ..,.....I..I,.... S S— — T T ] e |I ' ||" | — | T |l '
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20 123.1169 \ Y ) \ }
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= | 193.1224 - 2651796 |
: 12110701 125 pga0 157.0861 173.0961 2051460 | [92-2115
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Mbb

2 X OH
Dihydroxylation + loss of 2H o " OH
Retention time: 9.57 min _

m/z: 321.1003

MNB_ 20200/30 011 #2010-2030 RT: 9.54-9.63 AV: 21 SB: 34 9.4/-9.54 , 9.63-9.70 NL: 1.27E+006
T. FTMS + p ESI Full ms2 321.1000@hcd38.33 [50.0000-345.0000]

Cl
- 72\ i_> 2 X O 321.1003
—_ = /" 0 N\ =
00 = Chemical Formula: C;;H,,CIN," — H
: : : + —
: Chemical Formula: CogH CIN, Exact Mass: 229,0527 | )
: Exact Mass: 177,0214 Cl Chemical Formula: C;;H;gCIN,O;
80 — 7 Exact Mass: 321,1000
- — Cl
) N= L HZ/\ gj OH
70 = + N= DN \jj,
_ H —
Q - Chemical Formula: C,;,H;,CIN," + N= N/\ ==
g 60~ Exact Mass: 193,0527 Chemical Formula: C;:H,,CIN," i
1%3 _ Exact Mass: 257,0840 Chemical Formula: C; H;,CIN,O"
O - - Exact Mass: 285,0789 2 x OH
s O 2 - c N
2 K N— N— Bj,
© ' — Cl 7 NS
y 40-= | L H
E Chemical Formula: CgH N, *" — // \ \ Aﬁ +
Exact Mass: 142,0525 Cl — - H N= Chemical Formula: C; H,,CIN,O,"
30 — / \ N + Exact Mass: 303,0895
_ - __ NF3 Chemical Formula: C;,H;,CIN," Chemical Formula: C15H16C1N20+
20 - Exact Mass: 217,0527 Exact Mass: 275,0946 303.0896
E Chemical Formula: C;H CIN,™ 1
: Exact Mass: 167,0371 303.1955
E 119 0493 142. 0527 167. 0372 193.0528 - 999 0530 257.0842 -
1109. 0649 156.0683 L L 241 0529 ‘_ 285 1853 316.2041)
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Méa

Irihydroxylation + loss of 2H o
Retention time: 7.21 min

m/z: 337.0953

MNB_ 20200730 010 #1486-1503 RT: 7.18-7.26 AV: 18 SB: 20 7.14-7.18, 7.26-7.30 NL: 2.21E+005
T. FTMS + p ESI Full ms2 337.0950@hcd38.33 [50.0000-360.0000]

Relative Abundance

3 x OH

100~ 209.0662 2 x OH
95 = 196.1335 C| \jg)i
90 N=—< \ Nf\“
85 —/ H+
80 = .
= Chemical Formula: C; .H,,CIN,O,"
75 =
n Exact Mass: 337,0950
70 =
65 — e on 337.0953
= X
60 = ; . C| \ 3 x OH
— N=" HN= ) Cl AN
50 = N=— 2 N N= 7\ N/L ==
45_5 Chemical Formula: C9H6N2"r Cl 535 0891 — H + — s H +
- Exact Mass: 142,0525 /A \NIN—— | Chemical Formula: C,.H.,CIN,O,"
40 — N= _ [I>|I 16714 272 Chemical Formula: C,H{CIN,O;"
o Exact Mass: 301,0738
" - + Chemical Formula: CoHLCIN, ] Exact Mass: 51,0844
= 227.0766
- N Exact Mass: 179,0371 \
25 —
- OH 179.0372
20 = Chorical F O - 196.1698 S
— cemicCa ormulila. .
- Exact Mass: 105,0335
10— 167.0191 181.0347 | 190.0454 108 291.0897 314.0546 | 319.2117
i - - 211.0817 252.1085
5 | 1920336 128.0707 1429527 157 0347 08 2150792 2830635 | 301.0740 332.0652
Y . b ] s8], i NN ISR SO S N
0 =+t T+ REARLEARAN R D B L A I A M LS ML S LA ALY LAY R AR LRSS AARAN RALAN RAAMIRALAY LARLY
110 120 130 140 150 160 170 180 190 200 210 220 230 240 250 260 270 280 290 300 310 320 330

m/z



M6b

Irihydroxylation + loss of 2H
Retention time: 7.47 min

m/z: 337.0951

3 x OH

—F——
C| OH

MNB_ 20200730 010 #1548-1562 RT:. 7.46-7.52 AV: 15 SB: 17 7.42-7.45, 7.52-7.56 NL: 8.85E+005

T. FTMS + p ESI Full ms2 337.0950@hcd38.33 [50.0000-360.0000]

231.0686
100 — .
: Cl Cl /
4 5
= — /" \ — /
90 = N= N N N\ _N?
- — — H
85 = | +
= Chemical Formula: C;(H,CIN," / . | : N
80 — Chemical Formula: C,,H,,CIN
- Exact Mass: 189,0214 7 13722
75 = N= N Exact Mass: 231,0684
i - +
70 = Cl 3 x OH
a5 _E _ T Chemical Formula: C;;H¢CIN," C] \ OH
o = N=— NH Exact Mass: 203,0371 /M,
o g0 = — = NN
g - - . H +
2 559  Chemical Formula: CgHCIN," o j
é:: 50 —E Exact Mass: 165,0214 / \ . N= 7N '}rl/ Chemical Formula: C; . H,;CIN,O,"
s . - - _
2 452 N= N— Exact Mass: 337,0950
O - — Chemical Formula: C;;H;{N,
¥ 40-= Exact Mass: 195,0917 3 x OH
= . Chemical Formula: CoH CIN," ’ C| \\
- /2 Exact Mass: 177,0214 —~ ﬁg,
30 = O\ — - N= N
- —/ R+ 337.0951
253 Chemical Formula: CoH/N,®" .
- Chemical Formula: C; \H,.CIN,O,"
20 — Exact Mass: 142,0525
15 = Exact Mass: 319,0844 319 0845
= 189.0215 '
= 229.0529 233.0787 320.1493
3 1060733 132.0889 168.0683 195.0918 255.2165 304.1516
>0k 0492 11 085G 1420521 e 177.0215 J 203.0372 216.0451 251.0892 | 263,1280 “/>77°°  296.1552 | 314.1359 || a0g 2431
O:W“_#_P‘_.TJ‘HHH“‘_‘JJHIHW -I-'=--|--'=|'-r-h=#| ﬂﬂ-l—‘u—‘-r-—‘—.h-#—Lr-iﬂlﬂ-—L,—l—rl‘,-—ﬂ-—ﬂLHlﬂ-ﬂli,ﬂ‘lﬁ,' l' |¥|
100 120 140 160 180 200 220 240 260 280 300 320 340



Méc 3 x OH

Irihydroxylation + loss of 2H

e
c) OH
Retention time: 9.04 min
m/z: 337.0955 N}@NB\Q//I,

MNB 20200730 010 #1896-1910 RT: 9.03-9.09 AV: 15 SB: 14 9.00-9.03, 9.09-9.12 NL: 1.48E+005
T. FTMS + p ESI Full ms2 337.0950@hcd38.33 [50.0000-360.0000]

Relative Abundance

%XOH
| /OHl %XOH

Cl
7\ Bﬁ’ ol * OH
= e WY-Se

Chemical Formula: C; H,.CIN,O;" — H +

Exact Mass: 319,0844 Chemical Formula: (?16H18CINZO4Jr
Exact Mass: 337,0950

/OI_I 337.2356
100 — | 7 | |
i C| OH
90 — 7 )
80 — N= __ H + \
70 . .
i Chemical Formula: C; H,,CIN,O,
301.0742 | 301.2%91
60 — Exact Mass: 301,0738 il
. 13 300.?@4 J,
50 N T T
i 300
40 — m/z
} \ 319.2270
30 — Y
N 337.0955
20 — 125.0963 301.2165
i | 149.1327 283.2059 | 319.0847
10 — 1070857 121.1013 153 0911 167.1432 173.1326 219.1742 237.1489 265.1956 322 0778
- | 133.1013 | 189.1123 201.1642 213.1637 231.1744 | 245.1535 255.2109 205.1983 291.2320 307.2270 332 1734
0 —errraf ,r-+||“-¢-|—f-‘i|*|r—|'| .r.'.Lr-f...+ry4-r#-rf.4'.-‘T.|.F.1'.H—J—r|‘.1‘-.f.f—r‘+|f..'.,'.l.ll.'..'.T..'..'In‘.‘.,'..'.Pl—h—r—q"-f-r..i.'.Hl'.!.)—r—.‘..'.,'.r..T..‘-r—|‘.-‘..'|r..‘.,...rIL..'.ll'...I B A IS R LS AN R L
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m/z



M7

Glucuronidation
Retention time: 8.95 min

m/z: 467.1580

Cl

N—

MNB_ 20200429 05 #1/04-1/713 RT: 8.93-8.99 AV: 4 SB: 7 8.88-8.93 , 8.99-9.03 NL: 2./3E+005
T. FTMS + p ESI Full ms2 467.1580@hcd38.33 [50.0000-495.0000]

Cl
467 . 1580
— ~+
R . /_\ o j BﬁI’ COOH
: . : \ |\| OH
90 — Chemical Formula: CigH¢CIN, \L
: Exact Mass: 167,0371 O OH
80 — ° Chemical Formula: C13H14C1N i
] + . .
70— S \ Exact Mass: 467,1580
] Chemical Formula: CogHN,* N= - ”
(D)
] E t Mass: 142,0525 - .
% 60 — rac 55 Chemical Formula: CogH CIN," Cl Chemical Formula: C11HSC1NZJr Cl
= - Exact Mass: 179,0371 // Exact Mass: 203,0371 / \ B\\///,
= : =0 N} = N
<< 50— — o H . H
D ] 2 +
> :
S a0 Chemical Formula: C;H;oCIN, Chemical Formula: C;.H,,CIN,* OH
Y ] M Exact Mass: 193,0527 Exact Mass: 2731153 CI M,
30 _ Chemical Formula: CSHHJr N: / \ N
1  Exact Mass: 107,0855 S H +
20 -1107.0856 %emical Formula: C,.H,,CIN,O"
‘- 167 0379 291.1259
= ' ' Exact Mass: 291,1259
E 179.0371 / 203.0372 273.1155
10 2 oo 159.0288 ' 334.4169 416.8235
1 11138. 193.0529
142.0527 233.0841
] ] | | I.L | | [ 257.2262 300.1245 323.5203 356.2341 374.0623 399.4048 431.2423 449.2541
RNLER I S I S I BN A B N R S S R R R S R A RN L E— —t—T —] — T T 1 T T —T 7T T 1 T T T — 1 7 T T 1 1 T — 1 SN R
0 by ptomph ] B —H | | | | | | | | | | | | |
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m/z



M8a

Monohydroxylation + glucuronidation o
Retention time: 7.13 min Cl EJH
m/z: 483.1531 — N i
Vi
OH

MNB 20200429 05 #1408-1421 RT: 7.1-7.18 AV: 3 SB: 5 7.03-7.10, 7.18-7.22 NL: 7.53E+006
T. FTMS + p ESI Full ms2 483.1529@hcd38.33 [50.0000-510.0000]

ClI
o \ / 231.0685 Cl W
] +
- N= </ \>—NE N=" H—N? /
90 = — =/ A
é . . ’ o OH
E Chemical Formula: CoH(CIN, Chemical Formula: C;,H;,CIN,* HOBJ, COOH
380 : Exact Mass: 177,0214 Exact Mass: 231,0684 N=— / \ N . O\/ /OH
: =/ /\L
70 — Cl OH
‘E 72 W Cl / HO-XL o
g N= NH = N _NE= \ R
- - —
.‘Ef >0 : Cl — ' N= </ \>—N Chemical Formula: C,,H,CIN,Og"
< 50- _ /7 \_ = . .
D : Exact Mass: 165,0214 N=— I}rl Exact Mass: 195,0917 Chemical Formula: C; .H,;CIN,O
IS : . — Exact Mass: 289,1102 Bk skl
x40 — 7/ \_{= |Chemical Formula: C,;H.CIN,*
; N= N=— emical Formula: C; H, , cl 0 OH
- \— Exact Mass: 189,0214 A } |
30 ] Chemical Formula: CoH N, *" N= // \> N
E Exact Mass: 142,0525 / 307.1210 — \— H +
2 '
. \ 289.1104 Chemical Formula: C; .H,,CIN,O,"
: 189.0216 Exact Mass: 307,1208
10 131 0340 155 0GOS '1??_[}215 105 0910 229.0530 233.1174 307 2093
{113.0234 | 1429527 1650215 | h (2131024 ||| 249.0787  271.0996 336.1072 352.9219 386.4357 403.1538 4211643  447.3471 4652114
Ol""l“""“‘"‘|"“|"|'|""i"‘"‘|"“""'l"‘“‘"i" ] [~ r . r. .| 1~ | -~~~ 1 1t~ 1 "1~ T "~ 7~ T *-T6T "1 -~ 11 - 1 71 - 1t T 1T 71 1 71
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m/z



MS8b o

Monohydroxylation + glucuronidation

Retention time: 7.61 min COOH
m/z: 483.1527 2:5 ﬁ

Very low intensity of
remaining m/z 483.1527
and co-eluting with other
1ons and thereby not visible
In spectrum

MNB 20200429 05 #1487-1494 RT. 7.6-7.64 AV: 2 SB: 5 7.53-7.60, 7.64-7.69 NL: 8.46E+004
T. FTMS + p ESI Full ms2 483.1529@hcd38.33 [50.0000-510.0000]

o d‘ jj, 483.2202
100 - COOH
N /
H //
_I_

i +_—
90 _ N— / \ H/ Chemical Formula: C16H18C1NZOJr 483.1504

307.1881

: Exact Mass: 289 1102 \ OH
9.1105

30 s Chemical Formula: CygHgCIN,*

5 Cl Chemical Formula. C22H28CIN208+
: Exact Mass: 179,0371 )\:S‘ ij 28 Exact Mass: 483,1529

70 =

& : + HO
2 60 IE — Chemical Formula: C; .H, . CIN," jj/
é 1 Chemical Formula: CgH,;O* Exact Mass: 271,0997 . COOH
O >0 E Exact Mass: 123,0304 C| H ,/
> = A
% 5 )l//H OH
s 97 1230805 = )N
30 _ — + Chemical Formula: C22H26C1N2C)7+
E Chemical Formula: C;,H;,CIN," Exact Mass: 465,1423
20 _ 131.0341 159 1168 Exact Mass: 217,0527
_: 179.0372 365 0817
10 - 217.0529 2431744 <19
—;‘ nLLL ‘ | - ‘ 321.0909 348.1276 | 379.0964 425.1017 447.3456
0 —+- MMMMWM"|"""|""'||"'|"" A |"’|| :Ill —— !||" =+ II"II ] T !'l — 'L| — ——
150 200 250 300 350 400 450

m/z



M8c

OH
Monohydroxylation + glucuronidation —
® [ [ CI
Retention time: 7.85 min
COOH
m/z: 483.1524 N= N~ . O _OH
OH
HO . .
Very low intensity of
remaining m/z 483.1524
and co-eluting with other
1ons and thereby not visible
In spectrum
MNB_ 20200429 05 #1523-1533 RT: 7.82-7/.88 AV: 3 SB: 5 /7.7/6-7.82, 7.88-7.93 NL: 7.59E+004
T. FTMS + p ESI Full ms2 483.1529@hcd38.33 [50.0000-510.0000]
100 - | Cl 307.?-210 \ / /\\ ‘ / \ ﬁj\, COOH
- + + _ // \ N— N .- O\/ _—0OH
: N=— / \ N=— N=— / \ N N— \ N N L H » \/
90 - _ —/ H CI\ /o /OH —/ H N OH
: Chemical Formula: C, H,,CIN,O," HO
: Chemical Formula: CgHN,*" Chemical Formula: CoHgCIN,* _ // \ A S SO 167 "0
80 = — N Exact Mass: 307,1208 Chermical F L C . CINLOL
: Exact Mass: 142,0525 Exact Mass: 179,0371 \_ H SILACELL JHOILBRELEL Sagplllpg =g
- i Exact Mass: 483,1529
70 - ol . , CI 0
: Chemical Formula: C;,H,,CIN,O /\jf/’
= _|_ -
S : N= / NH Exact Mass: 233,0476 N=— 2 N
g 0= — —/ H
2 E +
é o hemical Formula: CgHCIN," Chemical Formula: C,;.H,4CIN,O"
0 : Exact Mass: 165,0214 Cl // Exact Mass: 289,1102
T : /2 NN 483.1515
o : N— N
- = ) Ao
: — /7 N ~
3 O— Chemical Formula: C,,H,,CIN, N= _ H
: Exact Mass: 193,0527
_ / 299 1105 Chemical Formula: C; \H; CIN,"
20 ~ | Exact Mass: 271,0997
- 165.1275 193.0530
10_3 125.0599 161.0809 | 179.0372 N 307.2911 364 4539
31109 0652 221.1174  233.0481 .
T 142528 o ‘ ‘ 3321223 351.9473 | ©'°1°°° 4032112 420.2283 447.2025 40°-216°
0 4 ""'L"r"""“"lll “I]JJ‘L"'"‘H"’""H ll"'J_L,‘ "|'| ""IlL"!“ |"|" |'|F"'"|""'L"|“" I|'|""|l"'|" ""ll ] ———— B "l"'|"' — L |"' I ‘| "'|" T —L— | i | ‘ " 7
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m/z



M8&d

Monohydroxylation + glucuronidation "
Retention time: 8.00 min OH
m/z: 483.1530 M,o COOH
N N e ‘OH
OH
HO
MNB 20200429 05 #1546-1557 RT: 7.96-8.03 AV: 4 SB: 7 7.90-7.96 , 8.03-8.10 NL: 1.02E+007
T. FTMS + p ESI Full ms2 483.1529@hcd38.33 [50.0000-510.0000] OH
100 — N\ /\ 483.1530
E N=— NH4 H + H ,
: : : + — ”
90 I Chemical Formula: CgHp, O Chemical Formula: C;.H,,CIN,O," i OH
— Exact Mass: 123,0804 Chemical Formula: CgH CIN,* ) Exact Mass: 3071208
80 — Exact Mass: 167,0371 j 207 1900 Chemaical Formula: C22H28C1N208+
: / \ - N= /_\ h ) Exact Mass: 483,1529
20 2 N= N= Cl i
- — / \ . Chemical Formula: C;;H,,CIN,"
E __ 7 . Cl
L . : . N=— N Exact Mass: 253,03840 HO-D
O : : +
-‘E‘ 60 - Chemical Formula: CgH N, __/ H B )/\:\g‘N /jﬁ’ jf/, COOH
é E Exact Mass: 142,0525 Chemical Formula: CogH CIN,™ C| o — H N= l|>I| // OH
< 50-= , BA § +
L : Exact Mass: 179,0371 — >/\:\§_N > Chemical Formula: C; H;sCIN,O" OH
= = — H
< : Cl " Exact Mass: 289,1102 .
e 40- ) // e o Chemical Formula: C122H26CH\12C)7Jr
- N=—" DN Dol Exact Mass: 465,1423
_ — \/ H, Exact Mass: 243,0684 Xact fvlass. y
30 = o |
E Chemical Formula: C,;,H;,CIN, N\ Bﬁ’
5 Exact Mass: 193,0527 - _ H
20 = 289.1104 !
1 113.0234 179 0371 | Chemical Formula: C; H,,CIN,"
10 - 193 0805 ' 543 0685 Exact Mass: 271,0997 482 8290
_ '. 142.0507  167.0372 103 0508 o N 376.5579 433.1150 p——
t, | 1], | ,_J_J l‘ I ﬁ7 05129 L | \ 271'?999 ' 337.9565 363.7971 391.1651 423.7477 | 447.3473 ‘
0 "“‘f“""““‘"‘[ T ] IR | T 1 r -~ . +J -~ T 71 T 71 - T 71 T 71" 1T 71 - T 71 —71 - T - | - T ' 1 - T ' ] ]
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m/z



MO9a 2 OH

—F——
Dihydroxylation + glucuronidation ¢ on
Retention time: 6.21 min B M’O COOH
m/z: 499.1470 N——<\:§‘N

-OH
OH

HO

MNB 20200429 05 #1265-1275 RT: 6.19-6.25 AV: 4 SB: 7 6.13-6.19 , 6.25-6.31 NL: 4.23E+005
T: FTMS + p ESI Full ms2 499.1478@hcd38.33 [50.0000-525.0000]

231.0685 Cl 2 x OH
100 — | Cl
: Cl /N NW — /N Eﬁ’

-; =

—

90 — + =K = A
N=— 2 N=— — +
' — Chemical Formula: C;;H,CIN," Chemical Formula: C,H,;CIN,O,*
80~ Chemical Formula: C,H,CIN.,* Exact Mass: 231,0654 Exact Mass: 305,1051 > % OH
o Exact Mass: 177,0214 Cl NS OH
0 é N\ L COOH
O E //7 N— N \_~ O\/ _—0OH
S 60 - — 7\ OH _/ H XY
© ] N— N' — Cl + /\L
- = _ + \ OH
= : 7N\ agl HO
z:) o0 = Chemical Formula: C;;H{{N," N= - H Chemical Formula: C,,H, CIN,Og"
g, _ N\ Exact Mass: 195,0917 ' Exact Mass: 499,1478
S:’ : N= - N=— Chemical Formula: C;.H,,CIN,O" Cl 2 X\OH OH
: Exact Mass: 287,0946 /jj|/ 499.'1470
30 4 Chemical Formula: CoH,N,*" N= 7\ N
- Exact Mass: 142,0525 —/ H
20 _ \ 305.|1053 Chemical Formula: C16H20C1N203+
: 233.0476 — .
10 = 123.0442 195.0919 269.1893 323.1155 exact Mass: 523,1157 421672 462.8038
185.0286 |
; 142.0527°177.0215 247.1328 287.0947 1323.2211 375.0644 419.3208 | 446.178 481.1359
O—f‘Jf—r“*‘*“"r‘"‘*‘*"T""- "i"L'-"r‘-"'-'*“r"L""‘fP-""r‘“‘“' L M"‘I"_""'T““'LTJ" [ +L - B T R T T R |""I LA N s a L L L L L L L L L L T I
100 150 200 250 300 350 400 450 500

m/z



MOb

Dihydroxylation + glucuronidation
Retention time: 6.52 min

2 X OH

OH
M’ COOH
N~ . O

m/z: 499.1478 _OH
OH
HO
MNB 20200429 05 #1316 RT. 6.51 AV: 1 NL: 1.21E+006
T. FTMS + p ESI Full ms2 499.1478@hcd38.33 [50.0000-525.0000]
2 x OH
OH
231.0685 C AN
100 — . NNz /) COOH
: Cl — /' \ 0O
- — H 2 x OH N=— ” >/\/Z ~/______OH
90 - N=— H—N= \ R
: — Chemical Formula: C;;H,,CIN," — . o HO
: Exact Mass: 231,0684 — i ; +
80~  Chemical Formula: CyH,CIN," xact viass H Chemical Formula: C5,HasCIN,O,
; Exact Mass: 177,0214 ~ Chemical Formula: C;¢H;sCIN,O," exact Mass: 499,1478
70 = j Exact Mass: 305,1051
: \ 2 x OH
3 : Cl O
% 2 \ \
ks 60—E : + 7\ /\
- : Chemical Formula: C,;H;,CIN,O — N
= 135 11212 N h
O : , —
< 50— Chemical Formula: C;;H{{N," Exact Mass: 247,0633 y
S : : | Chemical Formula: C,H,,CIN,O,*
= : + Exact Mass: 195,0917 Cl \
© - — 7/ N\ — \ Exact Mass: 323,1157
S:) 404 N= N /\ﬂ’
: = NNT M’ 499.1478
30 Qhemical Formula: CogH,N,** — |j . COOH |
1 Exact Mass: 142,0525 Chemical Formula: C; .H,.CIN,O" Ij /’
20 _ Exact Mass: 287,0946 OH
_: 229.0529 247 0635 \ Chemical Formula: C22H26C|N208+ 4811376
10_; 131.0340 105 0918 305'.1053 s 1160 Exact Mass: 481,1372
= 142.0527 | 251.0367 -
 105.9700 >of lrrQals o . o1 353.0690  3098.3089 441.0845 463 9314
0 1 L |"'T‘| 1 1 1 " ] rrr+1r. .1 | "I~ ~r +~r 1~ T ~r -1t 1 [ "~ T T "1 " T
100 150 200 250 300 350 400 450 500

m/z



