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Supplemental Table 1: Patient data for 24 samples of 2 patients (A and B) for ibrutinib, DHI, IGSH, ICGS, and

ICYS.

Index Patient Sample ID T (h) Dose Group Analyte Concentration (nM)
1 A 5 0.5 1xdd 420mg abs ibru 11.8
2 A 3 0.8 1xdd 560mg abs ibru 3.5
3 A 21 0.8 1xdd 420mg abs ibru 143.2
4 A 6 0.8 1xdd 420mg abs ibru 14.6
5 A 18 1.2 1xdd 420mg abs ibru 117.5
6 A 2 14 1xdd 420mg abs ibru 6.6
7 A 16 1.5 1xdd 420mg abs ibru 11.6
8 B 12 2.4 1xdd 560mg max ibru 551.2
9 A 13 2.5 1xdd 420mg max ibru 683.1
10 B 4 2.8 1xdd 560mg max ibru 234.3
11 B 1 33 1xdd 560mg max ibru 309.2
12 A 14 3.8 1xdd 420mg max ibru 151.2
13 B 20 3.8 1xdd 560mg max ibru 195.7
14 B 17 3.9 1xdd 560mg max ibru 578.0
15 B 23 4.1 1xdd 560mg max ibru 497.1
16 B 7 4.1 1xdd 560mg max ibru 359.7
17 B 24 4.4 1xdd 560mg max ibru 323.2
18 B 9 4.4 1xdd 560mg max ibru 192.3
19 A 10 22.2 1xdd 420mg trough ibru 7.0
20 A 11 22.6 1xdd 420mg trough ibru 4.3
21 A 8 22.7 1xdd 420mg trough ibru 8.9
22 A 19 23.3 1xdd 420mg trough ibru 5.5
23 A 15 NA 1xdd 420mg 2 ibru 15.8
24 A 22 NA 1xdd 420mg 2 ibru 0.9
25 A 5 0.5 1xdd 420mg abs dhi 51.6
26 A 3 0.8 1xdd 560mg abs dhi 17.5
27 A 21 0.8 1xdd 420mg abs dhi 188.2
28 A 6 0.8 1xdd 420mg abs dhi 48.3
29 A 18 1.2 1xdd 420mg abs dhi 137.1
30 A 2 14 1xdd 420mg abs dhi 43.9
31 A 16 1.5 1xdd 420mg abs dhi 24.0
32 B 12 2.4 1xdd 560mg max dhi 449.9
33 A 13 25 1xdd 420mg max dhi 403.7
34 B 4 2.8 1xdd 560mg max dhi 345.6
35 B 1 33 1xdd 560mg max dhi 419.9
36 A 14 3.8 1xdd 420mg max dhi 195.3
37 B 20 3.8 1xdd 560mg max dhi 524.1
38 B 17 3.9 1xdd 560mg max dhi 542.0
39 B 23 4.1 1xdd 560mg max dhi 468.0
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Supplemental Table 2: Concomitant drugs for the 73 yr. old patient receiving a lowered dose due to co-

administration of a potent CYP3A4-inhibitor.

Drug DD Dose Route Inhibits Metabolism
Clemastine 2 1mg \Y, CYP2D6 -
Cyanocobalamin 1 6 mg n.g. - -
Enteral feeding continuous - n.g. - -
Furosemide continuous 2 mg/h \Y, - -
Glucose 5% continuous 42 ml/h v - -
Haloperidol 1 1mg \Y, CYP2D6 CYP3A4
Ibrutinib 1 140 mg n.g. - CYP3A4,
2D6
Macrogol 2 2 sachets n.g. - -
Magnesium sulphate 1 15 mg n.g. - -
Metoclopramide 3 10 mg \Y) - CYP2D6
Midazolam continuous 10 mg/h v - CYP3A4
Monosodium phosphate continuous 2 mmol/h \Y) - -
Nadroparin 1 2850 IE SC - -
Parenteral nutrition continuous 84 ml v - -
Propofol continuous 100 mg/h v - -
Salbutamol/ipratropium 1-2 2.5ml IH - -
1/0,2mg/ml
Sufentanil continuous 10 pg/h v - CYP3A4
Tobramycin/colistin/ 4 1g Oral - -
amphotericin B oral paste
Tobramycin/colistin/ 4 10 mL n.g. - -
amphotericin B oral
suspension
Voriconazole 2 340 mg IV (1h) CYP3A4, CYP3A4,
CYP2C9,  CYP2C9,
CYP2C19 CYP2C19

DD: number of daily doses, IH: inhaled (after nebulizing), IV: intravenous, n.g.: nasogastric tube, SC: sub-

cutaneous, BOLD: relevant interaction by strong inhibitors of that enzyme*, italicized: deemed not-relevant*

Underlined: relevant for ibrutinib. (* Relevance as evaluated by the Royal Dutch Pharmacists Association

(kennisbank.knmp.nl, visited 17-06-2018)).





