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pX | Parameter Value | Value | Unit | Biological @ Action Target TissuelOrgan | Cell Dose | Effect Concomitants Reference
(qual) | (quant) Species | on
v Toxicity/Safety Pharmacology - 114 target
931 amount 50- pg/ml  Sprague pancreas 20 antidiabetic Wang, May-Yun; Yu, Xinxin; Lee, Young; McCorkle, Sara Kay;
(Glycogen) 175 Dawley Wmoll  agent Chen, Shiuhwei; Li, Jianping; Wang, Zhao V; (...}
rat Unger, Roger H; Roth, Michael G [Proceedings of the

National Academy of Sciences of the United States of
& Az America, 2017, vol. 114, % 25, p. 6611 - 66161
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A E v y a ([14c]Methyl-Alpha-D-Glucopyranoside cotransporter 2 cell Topics in Medicinal Chemistry, 2011, vol. 11, # 12, p. 1476
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[human]:wild line Other compound: NACL, Handlon, Anthony L [ACS Medicinal Chemistry Lefters,

pX:'lg(~mO|) 2010, vol. 1, # 1, p. 19-23]

Full Text 7 Cited 35times 7 Details > Abstract >

831 |C50 = 0.49 nM human Inhibitor ~ Sodium/glucose CHO Lee, Suk Ho; Song, Kwang-Seap; Kim, Jong Yup;
cotransporter 2 cell Kang, Misuk; Lee, Jun Sung; Cho, Seung-Hwan;
[human]:wild line Park, Hyun-Ju; Kim, Jeengmin; Lee, Jinhwa[Bioorganic
and Medicinal Chemistry, 2011, vol. 19, # 19, p. 5813 -
5832)

FullTet a Cited 17times # Details > Abstract >

s31 IC50 = 0.49 n human Inhibitar  Sodium/glucase Radioligand Lee, Jinhwa; Kang, Suk Youn; Song, Kwang-Seop;
cotransporter 2 [14CIMethyl-alpha-D-glucopyraneside Lee, Junwon; Lee, Sung-Han[Bieorganic and Medicinal
[human]Wild Chemistry, 2010, vol. 18, # 16, p. 6069 - 6079]
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([14c]Methyl-Alpha-D-Glucopyranoside catransporter 2 call Topics in Medicinal Chemistry, 2011, vol. 11, # 12, p. 1476
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931 IC50 = 0.49 nht human Sodium/glucose CHO Substrate: [14CJAMG Park Eun-Jung; Kong, Younggyu; Lee, Jun Sung;
cotransporter 2 cell Lee, Sung-Han; Lee, JinhwalBioorganic and Medicinal
[human]Wild line Chemistry Letters, 2011, vol. 21, #2, p. 742 - 746]
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Hatanaka, Takashi; Ogawa, Daisuke; Tachibana, Hiromi; Eguchi, Jun; Inoue, Tatsuyukd; Yamada, Hiroshi; Takei, Kohji
; Making, Hirofumi; Wada, Jun[Pharmacology Research and Perspectives, 2016, vcl. 4, # 4, art. no. £00239]
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Translated Title
Antivirals for influenza: Strategies for use in pediatrics

Pediatric Drugs 2010 12 :5 (285 - 299)

Translated Abstract

Influenza infection is annually responsible for significant morbidity and mortality, particularly among the very young and old. Recently updated guidelines recommend
influenza vaccination of all children aged 6 months to 18 years; however, childhood vaccination remains underutilized. Furthermore, concerns over the reduced efficacy of
vaccination in children have further heightened the need for effective treatment schemes. Antiviral therapies have emerged as attractive options in the battle against
influenza infection. These agents include the adamantanes (amantadine and rimantadine) and neuraminidase inhibitors (zanamivir, oseltamivir, and peramivir). Broad-
scale use of adamantane antivirals has been severely limited in recent years because of high resistance rates and their inability to cover influenza type B.
MNeuraminidase inhibitors cover influenza types A and B, and have been promulgated to first-line therapy because of historically low resistance rates and relatively
infrequent side effects. Moreover, these agents are effective options in combating non-seasonal influenza strains, including HSMN1 and pandemic 2009 H1N1. Oseltamivir
may be particularly appealing for treating children since it is available in multiple oral dosage formulations, whereas commercially available zanamivir use is limited in
young children because it requires inhalation. However, the emergence of resistance to eseltamivir among influenza A strains may limit its usefulness. Additional
concerns with neuraminidase inhibitor use in pediatrics center around emerging reports, primarily from Japan, that have temporally linked oseltamivir to significant
neuropsychiatric events in children of varying ages. Mumerous novel antiviral agents are under development, but most are far from market approval. In addition to treating
and preventing the initial burden of pediatric influenza infection, antiviral therapies may significantly reduce secondary bacterial infections (including pneumonia and ofitis
media), unnecessary antibictic prescribing, and healthcare-associated costs. @ 2010 Adis Data Information BV. All rights reserved.
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Paediatr Drugs. 2010 Oct 1;12(5):285-99. doi: 10.2165/11532530-000000000-00000.

Antivirals for influenza: strategies for use in pediatrics.
Smith SM', Gums JG

Send to~

@® Author information

Abstract

Influenza infection is annually responsible for significant morbidity and m)
updated guidelines recommend influenza vaccination of all children aged
remains underutilized. Furthermore, concerns over the reduced efficacy
for effective treatment schemes. Antiviral therapies have emerged as att]
agents include the adamantanes (amantadine and rimantadine) and ney
Broad-scale use of adamantane antivirals has been severely limited in re
to cover influenza type B. Neuraminidase inhibitors cover influenza types|
because of historically low resistance rates and relatively infrequent side
combating non-seasonal influenza strains, including HSN1 and pandemic
treating children since it is available in multiple oral dosage formulations.
young children because it requires inhalation. However, the emergence

its usefulness. Additional concerns with neuraminidase inhibitor use in p¢
Japan, that have temporally linked oseltamivir to significant neuropsychi

antiviral agents are under development, but most are far from market ap
of pediatric influenza infection, antiviral therapies may significantly reduc|
otitis media), unnecessary antibiotic prescribing, and healthcare-associa

PMID: 20798758  DOI 10.2165/11532530-000000000-00000
[Indexed for MEDLINE]
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1 Tumour-agnostic therapies
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Nature Reviews Drug Discovery 2020 19:6 (383-384) Cited by: 1
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Abstract

Selpercatinib and pralsetinib are potent and selective tyrosine kinase inhibitors targeting the
rearranged during transfection (RET) receptor in various types of cancer. In this study, a bioanalytical
assay was developed and fully validated for selpercatinib and pralsetinib in mouse plasma and
partially in eight mouse tissue homogenates using liquid chromatograph-tandem mass spectrometry.
Samples were pre-treated by protein precipitation with acetonitrile using erlotinib as internal standard.
Separation of the analytes was performed on an ethylene bridged octadecyl silica C18 column by
gradient elution using ammonium hydroxide (in water) and methanol. Analytes were detected by
positive electrospray ionization in selected reaction monitoring mode. A linear concentration range of
2-2000 ng/ml was used for the validation of the assay for both inhibitors. The precision values (within-
day and between-day) ranged between 3.4 and 10.2% for selpercatinib and 3.1-14_6% for pralsetinib
in all matrices. Furthermore, data obtained for accuracy were between 91.7 and 109.3% and
85.1-114.1% for selpercatinib and pralsetinib, respectively. No significant matrix effects or extraction
losses were observed and both analytes were stable under all investigated conditions. Finally, a pilot
study for selpercatinib in mice was conducted employing this method, followed by a successful
incurred sample reanalysis.

Keywords: LC-MS/MS; Mouse plasma; Pralsetinib; RET inhibitor; Selpercatinib; Tissue homogenate.

Copyright © 2020 The Authors. Published by Elsevier BV All rights reserved.
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