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The extraction method for acidic pharmaceuticals was modified from Kallio et al. (10). In the modified method, the cartridges were washed with 1 mL water (pH 2) and 1 mL 20% methanol after the sample loading, and the acidic pharmaceuticals were eluted with 1 mL 2% NH4OH in 80% methanol. We observed a somewhat better recovery for the acidic pharmaceuticals and for their metabolites. 

 Table S1. Ionization mode, retention times on the C18 column and the multiple reaction monitoring (MRM) parameters applied. IS = internal standard. 
	Name
	Ionization mode
	tR 
(min)
	Precursor ion (m/z)
	Product ion (m/z)
	Cone voltage (V)
	Collision energy (eV)

	Bezafibrate
	ESI-
	13.2
	360
	274
	23
	18

	d4-Bezafibrate (IS)
	ESI-
	13.2
	364
	278
	25
	17

	Diclofenac
	ESI-
	15.0
	294
	250
	15
	12

	Acyl glucuronide of diclofenac
	ESI-
	15.4, 15.6*
	470
	175
	13
	12

	d4-Diclofenac (IS)
	ESI-
	15.0
	298
	254
	18
	13

	4’-Hydroxy-diclofenac
	ESI-
	1.5
	310
	266
	15
	12

	d4-4’-Hydroxy-diclofenac (IS)
	ESI-
	1.5
	314
	270
	17
	14

	Ibuprofen
	ESI-
	13.5
	205
	161
	15
	8

	2-Hydroxy-ibuprofen
	ESI-
	7.2
	221
	177
	17
	11

	1-Hydroxy-ibuprofen
	ESI-
	9.3
	221
	177
	17
	11

	Carboxy-ibuprofen
	ESI-
	0.7
	235
	191
	15
	9

	Taurine conj. of ibuprofen
	ESI-
	15.2
	312
	124
	21
	26

	Acyl glucuronide of ibuprofen
	ESI-
	15.2, 15.5, 18.1*
	381
	175
	17
	11

	d3-Ibuprofen (IS)
	ESI-
	13.5
	208
	164
	17
	9

	Ketoprofen
	ESI-
	11.9
	253
	209
	14
	8

	C13-d3-Ketoprofen (IS)
	ESI-
	11.9
	257
	213
	14
	9

	Naproxen
	ESI-
	10.9
	229
	170
	11
	16

	Naproxen
	ESI-
	10.9
	229
	185
	9
	11

	Acyl glucuronide of naproxen
	ESI-
	14.1–15.3*
	405
	175
	13
	12

	d3-Naproxen (IS)
	ESI-
	10.9
	232
	173
	11
	16

	Desmethylnaproxen
	ESI-
	1.5
	215
	171
	12
	13

	d3-Desmethylnaproxen (IS)
	ESI-
	1.5
	218
	174
	15
	10

	Paracetamol
	ESI+
	2.5
	152
	110
	35
	19

	2-Acetamidophenol (IS)
	ESI+
	5.5
	152
	110
	35
	19

	Cyclophospamide
	ESI+
	12.9
	260
	116
	35
	22

	Alprenolol (IS)
	ESI+
	13.0
	250
	116
	30
	20

	Atenolol
	ESI+
	5.0
	267
	145
	33
	25

	Bisoprolol
	ESI+
	12.5
	326
	116
	33
	21

	Propranolol
	ESI+
	10.1
	261
	140
	38
	22

	Sotalol
	ESI+
	4.0
	273
	255
	19
	12

	Citalopram
	ESI+
	13.5
	325
	109
	20
	23

	Amitriptyline
	ESI+
	14.9
	278
	233
	35
	19

	Fluoxetine
	ESI+
	15.2
	310
	148
	13
	10

	d5-Fluoxetine (IS)
	ESI+
	15.2
	315
	153
	11
	10

	Sertraline
	ESI+
	15.4
	306
	275
	23
	13

	d3-Sertraline (IS)
	ESI+
	15.4
	309
	275
	23
	13

	Venlafaxine
	ESI+
	12.5
	278
	121
	27
	20

	Carbamazepine
	ESI+
	12.0
	237
	194
	30
	19

	Dihydrocarbamazepine (IS)
	ESI+
	12.1
	239
	194
	36
	23


* The acyl glucuronide of diclofenac, acyl glucuronide of naproxen and acyl glucuronide of ibuprofen were analyzed at chromatographic conditions different from the conditions applied in the analysis of the other compounds. For details of the analytical parameter, see reference 11. 
Table S2. Absolute recoveries, internal standards and limits of quantification (LOQ) and detection (LOD) (ng mL-1) of the analytes in bile. Due to the differences of the volume (30−100 µL) of bile analyzed, the range of LOQ’s and LOD’s in bile are given. Mean absolute recoveries were calculated from the results of five to nine injections.
	Name
	Internal 
standard
	Mean absolute recovery % (±SD)
	LOQ
(ng mL-1)
	LOD
(ng mL-1)

	Bezafibrate
	d4-Bezafibrate
	90±11
	1.1–3.8
	0.3–1.1

	Diclofenac
	d4-Diclofenac
	72±9
	3.5–11.6
	1.1–3.5

	4’-Hydroxy-diclofenac
	d4-4’-Hydroxydiclofenac
	124±22
	9.0–29.7
	2.7–8.9

	Ibuprofen
	d3-Ibuprofen
	89±12
	5.0–16.5
	1.5–4.9

	2-Hydroxy-ibuprofen
	d3-Ibuprofen
	103±18
	10.1–33.4
	3.0–10.0

	1-Hydroxy-ibuprofen
	d3-Ibuprofen
	136±16
	14.9–49.3
	4.5–14.8

	Carboxy-ibuprofen
	d3-Ibuprofen
	119±34
	7.5–24.6
	2.2–7.4

	Taurine-conj. of ibuprofen
	d3-Ibuprofen
	136±11
	1.1–3.6
	0.3–1.1

	Ketoprofen
	C13-d3-Ketoprofen
	94±15
	4.5–14.9
	1.4–4.5

	Naproxen
	d3-Naproxen
	91±17
	1.3–4.3
	0.4–1.3

	Desmethylnaproxen
	d3-Desmethylnaproxen
	83±16
	7.7–25.6
	2.3–7.7

	Paracetamol
	2-Acetaminophenol
	129±17
	7.3–24.3
	2.2–7.3

	Cyclophospamide
	Alprenolol
	98±13
	8.0–26.5
	2.4–8.0

	Atenolol
	Alprenolol
	129±5
	10.7–42.5
	3.2–10.7

	Bisoprolol
	Alprenolol
	94±8
	2.9–9.6
	0.9–2.9

	Propranolol
	Alprenolol
	92±13
	9.9–32.9
	3.0–9.9

	Sotalol
	Alprenolol
	77±12
	2.4–8.1
	0.7–2.4

	Citalopram
	d5-Fluoxetine
	83±11
	1.5–5.1
	0.5–1.5

	Amitriptyline
	Alprenolol
	94±14
	7.7–25.6
	2.3–7.7

	Fluoxetine
	d5-Fluoxetine
	72±23
	23.0–76.6
	6.9–23.0

	Sertraline
	d3-Sertraline
	83±18
	2.4–7.9
	0.7–2.4

	Venlafaxine
	d3-Sertraline
	112±11
	21.4–71.2
	6.4–21.4

	Carbamazepine
	Dihydrocarbamazepine
	78±13
	2.9–9.5
	0.9–2.9
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