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Parent drug
By MRM By HRMS (50K)
100 ; o Warfarin 225 208
o Propranolol 52.4 55
S 80
2 T5 Dextromethorphan 46 41
2 60
2 Bufuralol 46.3 615
2w T15 T30
B | Testosterone 7.33 6.54
T 50 s L. Diclofenac 7.53 6.73
o L
g ‘ Midazolam 3.37 3.03
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Met ID RT (min) Putative modification Formula Mass accuracy | Peak time (ppm) % Parent peak
M1 0.78 Glucuronidation (O.N.S) & demethylation CosHa1NO7 1.2 T30 0.5
M2 1.00 Mono-oxidation & demethylation Ci7H23NO2 0.7 T30 0.3
M3 1.11 Hetero oxide reduction & hydrogenation CigHerN -1.9 T30 0.3
M4 1.11 Demethylation Ci7HsNO -0.9 T30 88.9
M5 1.15 2X-Demethylation CisH21NO 0.2 T30 0.9
M6 1.27 Mono-oxidation CigHosNO2 0.8 T30 1.3
M7 1.37 Di-oxidation C1sH2sNOs 0.3 T15-T30 0.2
M8 1.46 Mono-oxidation CigH2sNO2 0.2 T30 5.1
M9 1.46 Demethylation Ci7H2sNO 0.2 T30 4.5
M10 1.63 Glucuronidation (O.N.S) C2aHazsNO7 -0.2 T15 0.4
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Dextromethorphan_demethylation Dextromethorphan_dioxidation SRBYEEDEEMSICE>TREL. EE
9 0.3
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Q Exactive | Q Exactive | Triple Q
Compound (SIM) (Full Scan) (MRM) Average StdDev % CV
% Free % Free % Free

Propranolol 30.08 30.45 30.00 30.16 0.21 0.68
Diltiazem 26.36 29.80 27.70 27.95 1.42 5.06
Imipramine 13.73 13.67 13.10 13.50 0.28 2.10
Halperidol 9.38 8.73 9.50 9.20 0.34 3.68
Carbamazpine 27.75 30.74 26.40 28.30 1.81 6.41
Chlorpheniramine 27.60 29.79 27.00 28.13 1.20 4.26
Phentolamine 36.84 38.43 33.80 36.36 1.92 5.28
Buspirone 20.33 20.22 23.30 21.28 1.43 6.70
Verapamil 16.66 15.29 16.20 16.05 0.57 3.55
Desipramine 18.37 18.32 16.10 17.60 1.06 6.02
Clozapine 7.45 7.10 6.70 7.08 0.31 4.33
Acebutolol 82.00 72.00 65.10 73.08 6.94 9.50
Retonavir 1.61 1.59 2.00 1.73 0.19 10.89
Thioridazine 0.60 0.69 0.50 0.60 0.08 13.01
Nefazadone 1.00 0.80 0.90 0.90 0.08 9.070
Timolol 73.40 67.20 88.10 76.23 8.76 11.50
Minaprine 25.05 34.90 28.60 29.52 4.07 13.80
Fluphenazine 1.53 1.38 1.20 1.37 0.18 9.85
Metoptolol 62.92 58.52 79.00 66.81 8.80 13.17
Bendamustine 0.18 0.19 0.20 0.19 0.01 4.30
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e Jun Zhang, et al.
Cassette incubation followed by bioanalysis using high-resolution MS for in vitro ADME
screening assays. Bioanalysis 4 (5), 581-593, 2012
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[EE=VESCS
(A) (B)
24 150000 3
227 140000 A RT 199
201 315.9866 130000 3
CH2011Ng 316.1544 120000 3
18 -0.7136 ppm CigH224N 3
] 0.2666 ppm 110000 4
& 167 & 100000 3
S 143 S 90000 3
% 7 g 3
RPE g 80000 3
s 7 S 70000 3
2 10 = E
o 3 316.0015 s 60000 3
&£ 83 Cio02N4 c 50000 3
3 -0.3543 ppm 316.1754 E
6 316.0309 Cral1200Ns 20003
a | 02'6H4 -033)14 ppm 316.2718 031%328’2\‘ 30000 4
B 316.0900 Ci7H3503N, C17Ha00Ns 3
23 OIZLEPEM G 1i00aNs 20,9025 ppm 1.6661 ppm 20000 4
| -0.3650 ppm 10000 4
01 N E 0.10 ‘0.88 1.;13 1.‘36 1.?4 :
P I PRAK AR JRRR A L] PAAA PR AR PR AL R PR I JA JRA] JARKL PG FAAM R JAAAL FAM PAARL (AAA] M) MM iAA) MM Madd MAAE WA i | L e L B e R B B s S B
316.00 316.05 316.10 316.15 316.20 316.25 316.30 0.0 0.5 1.0 1.5 2.0 2.5
m/z Time (min)
Y FRICA/INAD UTz OxycodoneDEE E (5 pg/mL) (T ) ART ) >oax =
~ImEE| ‘(L0 d EETRIE ( /mL) [EBIFBMSZART ML (A) B ~NI'S L (B)
Oxycodone S(t;jg?nfﬂ‘)’ Avg Calc Conc | Avg % Diff s
Y = 0.00293036+0.575317*X RA2 =0.9977 W: 1/XA2
5 4.94 1.2% 6.0%
150 10 10.4 3.9% 9.4%
il 25 24.2 3.3% 4.2%
50 50.0 0.1% 2.0%
1 100 99.4 0.6% 2.8%
,2100 1 250 242 31% 2.7%
& 500 503 0.6% 1.3%
Jo)
g | 1000 1020 2.0% 1.8%
50 2500 2420 3.2% 3.5%
1 5000 5048 1.0% 2.4%
10000 10252 2.5% 1.3%
. 1 25000 24592 1.6% 2.7%
D S N S S— 5 5
0 50 100 150 200 250 50000 50423 0.8% 2.3%
— 100000 100008 0.0% 4.8%
250000 255576 2.2% 6.1%

S w hMEEC R /1T LTz Oxycodone (5~250,000 pg/mL.n=6) D
RER (5~250 pg/mLEHTZ#I KL TERR)

Sw RMEEICR /AT LTz Oxycodone (5~250,000 pg/mL.n=6) DR E.
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