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Table S1: Compound specific parameters of LC-MS/MS quantification

Compound Eluent Gradient Mode MRM transitions
Afatinib acid 2 positive 387.200 - 356.100
Axitinib basic 2 positive 387.200 —» 356.100
Bosutinib basic 2 negative 528.100 - 335.800
Cediranib acid 2 positive 451.000 - 112.100
Crizotinib basic 2 positive 450.000 = 260.200
Dasatinib acid 2 positive 488.200 —» 401.100
Erlotinib acid 2 positive 394.100 — 278.100
Gefitinib acid 2 positive 447226 - 128.200
Ibrutinib acid 2 positive 441.000 - 138.000
Imatinib basic 2 positive 494.300 - 394.200
Lapatinib acid 2 negative 579.300 - 470.100
Linsitinib acid 1 positive 422.000 - 364.300
Masitinib basic 2 negative 497.100 = 362.300
Motesanib acid 2 positive 374.300 - 212.000
Nilotinib acid 3 positive 530.300 — 289.100
Nintedanib acid 2 positive 540.200 - 070.200
Olaparib basic 2 positive 435.000 - 281.300
Pazopanib acid 2 positive 438.744 — 357.700
Quizartinib acid 2 positive 561.200 - 421.100
Regorafenib acid 2 negative 481.000 - 193.900
Saracatinib basic 2 positive 542.200 - 127.200
Selumetinib acid 2 positive 459.350 = 396.900
Sunitinib basic 2 positive 399.200 — 283.100
Tandutinib basic 2 positive 563.300 - 126.100
Vandetanib acid 2 negative 474.900 - 455.000
N-(4-chlorophenyl)-2-[(4-  4¢iq positive 338.130 > 211.100
pyridinylmethyl)amino]- 1-3

benzamid (IS) basic negative 336.072 - 264.900
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Table S2: Gradients of high performance liquid chromatography

Time Eluent A Eluent B Flow
Gradient

[min] [%] [%]  [mL/min]

0.00 90 10 1.00

0.60 5 95 1.00

0.61 5 95 1.20
1

0.80 90 10 1.20

0.81 90 10 1.00

1.20 90 10 1.00

0.00 95 5 0.60

1.50 5 95 0.60
2 2.50 5 95 0.60

2.51 95 5 0.60

3.50 95 5 0.60

0.00 40 60 0.20
3

2.00 40 60 0.20

0.00 95 5 0.60

1.50 5 95 0.60
In vivo PK

2.50 5 95 0.60
studies

2.51 95 5 0.60

3.50 95 5 0.60
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Table S3: Physicochemical properties of 26 compounds to predict distribution to lysosomes in rat
hepatocytes. Properties were predicted using ADMET Predictor™ (Simulations Plus Inc.).

Compound pKa1 pKa2 logP
Afatinib 8.4 3.9 4.5
Axitinib 4.5 1.7 1.5
Bosutinib 8.3 4.1 5.1
Canertinib 6.9 3.9 4.9
Cediranib 9.1 3.4 5.3
Crizotinib 9.7 4.1 4.3
Dasatinib 6.9 3.9 2.5
Erlotinib 4.5 - 4.3
Gefitinib 6.9 4.1 5.6
Ibrutinib 3.8 1.7 4.1
Imatinib 8.2 45 4.5
Lapatinib 6.5 4.1 6.0
Linsitinib 5 3.9 4.0
Masitinib 8.1 4.2 5.0
Motesanib 4.9 3.6 3.4
Nilotinib 5.5 45 5.8
Nintedanib 7.9 2.6 3.1
Olaparib 0.2 - 1.2
Pazopanib 5.1 3.1 3.7
Quizartinib 6.2 3.8 6.6
Regorafenib 5.8 - 5.2
Saracatinib 8.1 5 4.1
Selumetinib 3.3 - 3.9
Sunitinib 9 - 3.0
Tandutinib 8.9 4.6 5.5

Vandetanib 8.8 4.2 5.8
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