DMD Manuscript# 53793

Pathway-Dependent Inhibition of Paclitaxel Hydroxylation by Kinase Inhibitors and Assessment of Drug-Drug Interaction Potentials
Yedong Wang, Meiyu Wang, Huixin Qi, Peichen Pan, Tingjun Hou, Jiajun Li, Guangzhao He, and Hongjian Zhang

Drug Metabolism and Disposition

Supplemental Table 1

Generic Names, Structures and References of the Studied Kinase Inhibitors

Inhibitor Structure References
gom Bean J, Riely GJ, Balak M, Marks JL, Ladanyi M, Miller VA, Pao W (2008) Acquired resistance to epidermal growth factor
Afatinib /‘NW\/HNKO w receptor kinase inhibitors associated with a novel T854A mutation in a patient with EGFR-mutant lung adenocarcinoma. Clin
\Q\F Cancer Res. 14(22):7519-25.

i

Hu-Lowe DD, Zou HY, Grazzini ML, Hallin ME, Wickman GR, Amundson K, Chen JH, Rewolinski DA, Yamazaki S, Wu EY,
McTigue MA, Murray BW, Kania RS, O'Connor P, Shalinsky DR, Bender SL (2008) Nonclinical antiangiogenesis and

Axitinib
antitumor activities of axitinib (AG-013736), an oral, potent, and selective inhibitor of vascular endothelial growth factor
receptor tyrosine kinases 1, 2, 3. Clin Cancer Res. 14(22):7272-83.
Golas JM, Arndt K, Etienne C, Lucas J, Nardin D, Gibbons J, Frost P, Ye F, Boschelli DH, Boschelli F (2003) SKI-606, a
Bosutinib ¢ 4-anilino-3-quinolinecarbonitrile dual inhibitor of Src and Abl kinases, is a potent antiproliferative agent against chronic

a o N myelogenous leukemia cells in culture and causes regression of K562 xenografts in nude mice. Cancer Res. 63(2):375-81.




ava
sep

Dasatinib ) W/E\}

cH o
N TN

.. CHK/O\/\D
Erlotinib

Gefitinib O

Imatinib /©/ 4

Lapatinib

Das J, Chen P, Norris D, Padmanabha R, Lin J, Moquin RV, Shen Z, Cook LS, Doweyko AM, Pitt S, Pang S, Shen DR,
Fang Q, de Fex HF, Mcintyre KW, Shuster DJ, Gillooly KM, Behnia K, Schieven GL, Wityak J, Barrish JC (2006)
2-aminothiazole as a novel kinase inhibitor template. Structure-activity relationship studies toward the discovery of
N-(2-chloro-6-methylphenyl)-2-[[6-[4-(2-hydroxyethyl)-1-piperazinyl)]-2-methyl-4-pyrimidinylJamino)]-1,3-thiazole-5-carboxa
mide (dasatinib, BMS-354825) as a potent pan-Src kinase inhibitor. J Med Chem. 49(23):6819-32.

Pollack VA, Savage DM, Baker DA, Tsaparikos KE, Sloan DE, Moyer JD, Barbacci EG, Pustilnik LR, Smolarek TA, Davis
JA, Vaidya MP, Arnold LD, Doty JL, lwata KK, Morin MJ (1999) Inhibition of epidermal growth factor receptor-associated
tyrosine phosphorylation in human carcinomas with CP-358,774: dynamics of receptor inhibition in situ and antitumor effects

in athymic mice. J Pharmacol Exp Ther. 291(2):739-48.

Barker AJ, Gibson KH, Grundy W, Godfrey AA, Barlow JJ, Healy MP, Woodburn JR, Ashton SE, Curry BJ, Scarlett L,
Henthorn L, Richards L (2001) Studies leading to the identification of ZD1839 (IRESSA): an orally active, selective
epidermal growth factor receptor tyrosine kinase inhibitor targeted to the treatment of cancer. Bioorg Med ChemLett.

11(14):1911-4.

Cohen MH, Williams G, Johnson JR, Duan J, Gobburu J, Rahman A, Benson K, Leighton J, Kim SK, Wood R, Rothmann M,
Chen G, U KM, Staten AM, Pazdur R (2002) Approval summary for imatinibomesylate capsules in the treatment of chronic

myelogenous leukemia. Clin Cancer Res. 8(5):935-42

Cockerill S, Stubberfield C, Stables J, Carter M, Guntrip S, Smith K, McKeown S, Shaw R, Topley P, Thomsen L, Affleck K,
Jowett A, Hayes D, Willson M, Woollard P, Spalding D (2001) Indazolylamino quinazolines and pyridopyrimidines as
inhibitors of the EGFr and C-erbB-2. Bioorg Med Chem Lett. 11(11):1401-5.




Nilotinib
NN
\—
A,
Pazopanib -
A _
Q\N ~/
!

N \ n n
. OO
Sorafenib - N o

Sunitinib

O'Hare T, Walters DK, Stoffregen EP, Jia T, Manley PW, Mestan J, Cowan-Jacob SW, Lee FY, Heinrich MC, Deininger MW,
Druker BJ (2005) In vitro activity of Ber-Abl inhibitors AMN107 and BMS-354825 against clinically relevant imatinib-resistant
Abl kinase domain mutants. Cancer Res. 65(11):4500-5.

Podar K, Tonon G, Sattler M, Tai YT, Legouill S, Yasui H, Ishitsuka K, Kumar S, Kumar R, Pandite LN, Hideshima T,
Chauhan D, Anderson KC (2006) The small-molecule VEGF receptor inhibitor pazopanib (GW786034B) targets both tumor
and endothelial cells in multiple myeloma. Proc Natl Acad Sci U S A. 103(51):19478-83.

Wilhelm SM, Carter C, Tang L, Wilkie D, McNabola A, Rong H, Chen C, Zhang X, Vincent P, McHugh M, Cao Y, Shujath J,
Gawlak S, Eveleigh D, Rowley B, Liu L, Adnane L, Lynch M, Auclair D, Taylor I, Gedrich R, Voznesensky A, Riedl B, Post
LE, Bollag G, Trail PA (2004) BAY 43-9006 exhibits broad spectrum oral antitumor activity and targets the RAF/MEK/ERK

pathway and receptor tyrosine kinases involved in tumor progression and angiogenesis. Cancer Res. 64(19):7099-109.

Mendel DB, Laird AD, Xin X, Louie SG, Christensen JG, Li G, Schreck RE, Abrams TJ, Ngai TJ, Lee LB, Murray LJ, Carver
J, Chan E, Moss KG, Haznedar JO, Sukbuntherng J, Blake RA, Sun L, Tang C, Miller T, Shirazian S, McMahon G,
Cherrington JM (2003) In vivo antitumor activity of SU11248, a novel tyrosine kinase inhibitor targeting vascular
endothelial growth factor and platelet-derived growth factor receptors: determination of a

pharmacokinetic/pharmacodynamic relationship. Clin Cancer Res. 9(1):327-37.




