
http://crossmark.crossref.org/dialog/?doi=10.1016/j.jconrel.2015.06.024&domain=pdf
http://dx.doi.org/10.1016/j.jconrel.2015.06.024
mailto:lzhu@tamhsc.edu
http://dx.doi.org/10.1016/j.jconrel.2015.06.024
http://www.sciencedirect.com/science/journal/01683659
www.elsevier.com/locate/jconrel














http://dx.doi.org/10.1016/j.jconrel.2015.06.024
http://dx.doi.org/10.1016/j.jconrel.2015.06.024
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0005
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0005
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0010
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0010
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0015
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0015


http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0020
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0020
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0025
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0025
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0025
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0030
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0030
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0030
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0035
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0035
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0035
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0040
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0040
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0045
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0045
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0045
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0045
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0050
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0050
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0050
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0055
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0055
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0055
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0060
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0060
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0065
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0065
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0065
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0070
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0070
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0075
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0075
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0080
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0080
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0080
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0085
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0085
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0085
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0090
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0090
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0090
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0090
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0095
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0095
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0095
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0100
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0100
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0100
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0100
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0105
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0105
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0105
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0105
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0110
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0110
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0110
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0110
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0115
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0115
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0115
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0120
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0120
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0120
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0120
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0125
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0125
http://refhub.elsevier.com/S0168-3659(15)00631-8/rf0125

	Enhancing cancer targeting and anticancer activity by a stimulus-�sensitive multifunctional polymer-�drug conjugate
	1. Introduction
	2. Material and methods
	2.1. Materials
	2.2. Synthesis, purification and characterization of PEG-ppTAT-DOX
	2.3. Particle size and zeta potential
	2.4. MMP2 sensitivity study
	2.5. Cellular uptake study
	2.6. Intracellular distribution study
	2.7. Calcein AM assay
	2.8. Cytotoxicity study
	2.9. Apoptosis analysis
	2.10. Caspase 3/7 activation
	2.11. Statistical analysis

	3. Results and discussion
	3.1. Design and synthesis of PEG-ppTAT-DOX
	3.2. Particle size and zeta potential
	3.3. MMP2-mediated cleavage
	3.4. In vitro cellular uptake
	3.5. Intracellular distribution
	3.6. P-gp inhibition
	3.7. In vitro anticancer activity

	4. Conclusions
	Acknowledgments
	Appendix A. Supplementary data
	References


