ScienceDirect - Journal of Controlled Release : Super pH-sensitive multifunctional polym... Page 1 of 2

e ” Login:
' Register

Home Browse Search My Settings Alerts Help

Quick Search All fields |Super pH-sensitive muItifunctione| Author | |
@ searchtins  Journalibook title | | Volume l:l Issue l:l Page l:l Clear e GDO Advanced Search
Journal of Controlled Release Result list | previous <4 of 5> next
Volume 129, Issue 3, 7 August 2008, Pages 228-236 Font Size:
» Abstract @ Figures/Tables
doi:10.1016/j.jconrel.2008.04.024 b Article Toolbox
@ Cite or Link Using DOI : - o
~1 E-mail Article 4 Export Citation
Copyright © 2008 Elsevier B.V. All rights reserved. Cited By ) Add to my Quick Links
Super pH-sensitive multifunctional polymeric micelle for ‘s Save as Citation Alert P Addio Lollab
tumor pH, specific TAT exposure and multidrug Citation Feed 4 Permizsians & Reprints

~ Cited By in Scopus (1)

resistance

Eun Seong Lee® 1, Zhonggao Gao?, Dongin Kim?, Kyeongsoon Park®, Ick Chan
o 52

Related Articles in ScienceDirect
Kwon® and You Han Bae
» Doxorubicin loaded pH-sensitive polymeric micelles for ...
a ) ) ) ) ) Journal of Controlled Release
Department of Pharmaceutics and Pharmaceutical Chemistry, University of Utah, Salt + Recent progress in tumor pH targeting nanotechnology
Lake City, 421 Wakara Way, Suite 315, UT 84108, USA Journal of Controlled Release
» Signal transduction by erythrocytes on specific binding...

br: X X X Journal of Magnetism and Magnetic Materials
Biomedical Research Center, Korea Institute of Science and Technology, 39-1 Hawolgok- « Micellar carriers based on block copolymers of poly(-ca

dong, Seongbuk-gu, Seoul 136-791, South Korea Journal of Controlled Release

» Preclinical evaluation of polymer-bound doxorubicin
Journal of Controlled Release

3 View More Related Articles
Received 7 March 2008; accepted 30 April 2008. Available online 9 May 2008. A

O Get It

View Record in Scopus

Abstract

As an alternative to cell specific cancer targeting strategies (which are often afflicted with
the heterogeneity of cancer cells as with most biological systems), a novel polymeric ﬁ The research collaboration tool 6]
micelle constitute of two block copolymers of poly(L-lactic acid)-b-poly(ethylene glycol)-b-
poly(L-histidine)-TAT (transactivator of transcription) and poly(L-histidine)-b-poly(ethylene
glycol) was developed. The micelle formed via the dialysis method was approximately
95 nm in diameter and contained 15 wt.% of doxorubicin (DOX) by weight. The micelle
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surface hides TAT during circulation, which has the strong capability to translocate the
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micelle into cells, and exposes TAT at a slightly acidic tumor extracellular pH to facilitate

RO RO

the internalization process. The micelle core was engineered for disintegration in early Not yet shared with any groups

endosomal pH of tumor cells, quickly releasing DOX. The ionization process of the block . ) o
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copolymers and ionized polymers assisted in disrupting the endosomal membrane. This

processes permitted high DOX concentrations in the cytosol and its target site of the

nucleus, thus increasing DOX potency in various wild and multidrug resistant (MDR) cell

lines (3.8-8.8 times lower IC50 than free DOX, depending on cell line). When tested with

the xenografted tumors of human ovarian tumor drug-resistant A2780/AD, human breast

tumor drug-sensitive MCF-7, human lung tumor A549 and human epidermoid tumor KB in a

nude mice model, all tumors significantly regressed in size by three bolus injections at a

dose of DOX 10 mg equivalent/kg body per injection of DOX-loaded micelle at three day

interval, while minimum weight loss was observed. This approach may replace the need for

cell-specific antibodies or targeting ligands, thereby providing a general strategy for solid

tumor targeting.
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