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Mini review
Cancer, one of the deadliest disease on worldwide scale, has caused serious impact to 

the human health, which has gained tremendous interests of scientists from laboratory 
research to clinic [1]. Over the past few decades, the polymer micelles (PMs) have been 
widely utilized in the efficient delivery of anti-cancer drugs, that is, drug delivery systems 
(DDS) [2]. Commonly, the conventional PMs used in DDS can accumulate at the tumor site by 
the passive targeting mechanism such as the enhanced permeation and retention (EPR) effect 
resulting from the specific size of the polymer micelles. Unfortunately, although hundreds of 
PMs-based anti-cancer drugs have been developed, only few of them have been applied in 
clinic. In brief, the side effect of the encapsulated anti-cancer drug in blood circulation the 
PMs and inefficient uptake in the tumor cell are the bottlenecks for development of PMs based 
DDS in cancer therapy. For actual application in clinic, the PMs based DDS should possess 
long half-life time in blood circulation, high cellular uptake at the tumor site, and efficiently 
intracellular drug release. Nevertheless, for conventional PMs based DDS, disassembly of 
the PMs and interactions with serum protein usually occurs after intravenous injection in 
blood circulation, which will cause serious toxicity and side effect to human body. Secondly, 
when approaching to the tumor, conventional PMs cannot efficiently accumulate at the tumor 
site causing rather low cellular uptake of the anti-cancer drugs. Therefore, design of a smart 
PMs based DDS that can achieve both prolonged half-life time in blood circulation and high 
cellular uptake is of great importance for application of PMs in anti-cancer drug delivery. To 
balance the obstacle between the safety in blood circulation and high cellular uptake at tumor 
site, the surface charge of the PMs is expected to be changeable under different physiological 
conditions, that is, the charge switchable PMs [3]. For instance, negatively charged PMs cause 
less interactions with serum protein and cell membrane, which can improve in vivo biosafety 
with long half-life time in blood circulation. On the other hand, the positively charged PMs 
show good affinity to negatively charged cell membranes at the tumor site. Therefore, due to 
the differences between normal physiologic condition (pH 7.2~7.4) and tumor extracellular 
pH (pH 6.5~6.9), pH sensitive PMs are widely used as the charge switchable vehicle for 
efficient anti-drug delivery. Moreover, another feature of the charge switchable PMs is the 
so-called “proton sponge effect” [4]. When uptake by the cancer cell, the anti-cancer drugs 
encapsulated in the PMs need to escape from the endosomes and release into the cytoplasm, 
thus, the proton sponge effect can increase the ionic concentration inside the endosome 
membrane causing a swelling structure by osmotic pressure, and finally breaking down of the 

Crimson Publishers
Wings to the Research

Mini Review

*Corresponding author: Qinghan Zhou, 
Key Laboratory of Basic Chemistry of 
the National Ethnic Affairs Commission, 
School of Chemistry and Environment, 
Southwest Minzu University, China

Submission:  September 03, 2020
Published:  October 06, 2020

Volume 1 - Issue 2

How to cite this article: Qinghan Zhou. 
Charge Switchable Polymer Micelles: A 
Smart Strategy for Safe and Efficient Drug 
Delivery in Cancer Therapy. Polymer Sci 
Peer Rev J. 1(2). PSPRJ. 000508. 2020. 

Copyright@ Qinghan Zhou, This article is 
distributed under the terms of the Creative 
Commons Attribution 4.0 International 
License, which permits unrestricted use 
and redistribution provided that the 
original author and source are credited.

1Polymer Science: Peer Review Journal

Abstract

The development of safe and targeted drug delivery by the polymer micelles is still impeded by the side 
effect, undesired drug release, and inefficient cell uptake of the anti-cancer drug. This article discussed 
the design and features of the charge switchable polymer micelles for safe and efficient drug delivery in 
cancer therapy.
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membrane. Because of the pH buffer capacity of the polymer chain, 
charge switchable PMs with endosomolytic property can escape 
the endosome, which can be used to achieve efficient drug release 
via the proton sponge effect. In brief, the charge switchable PMs by 
pH sensitivity are the promising drug vehicle with prolonged blood 
circulation, high tumor accumulation, and efficient intracellular 
drug release for cancer therapy.

Recently, several kinds of charge switchable PMs have been 
developed, which have shown both improved biosafety and high 
tumor accumulation in cancer therapy, such as PCL-b-PEI/amide-
FA by Shen’s group [5], poly(L-glutamic acid-co-L-lysine) by Chen’s 
group [6], and RGD-conjugated polypeptide by Chen’s group [7]. 
Liu’s group developed the charge switchable PEG-b-PLL block 
copolymer micelles for drug co-delivery to enhance cellular uptake 
and reverse the multidrug resistance effect [8] (Figure 1). Shen’s 
group developed charge-reversal poly{N-[2-(acryloyloxy)ethyl]-
N-[p-acetyloxyphenyl]-N,N-diethylammonium chloride} as gene-
delivery carrier for cancer treatment [9]. Moreover, a novel PLL(CB/
DOX)-b-PMPC that exhibited the pH-triggered charge-conversion 
property was prepared and applied as potential nanocarriers 
for cancer therapy [10]. Recently, our group has developed the 
poly (lysine-co-N,N-bis(acryloyl) cystamine-codimethylmaleic 
anhydride) with stepwise pH-responsible charge switchable 
property, which can achieve reversion of the surface charge 
from negative to positive in response to different physiological 
conditions [11]. Additionally, to avoid the premature drug release 
of the PMs our group designed a crosslinked polypeptide micelle 
with switchable surface charge and endosome escape property by 
proton sponge effect for efficient drug intracellular delivery [12].

Figure 1: The stepwise charge switchable polymer 
micelles for tumor accumulation [9].

Conclusion
In summary, although the as described charge switchable PMs 

possess many features such as prolonged half-life time in blood 

circulation, high accumulation at tumor site, and endosome escape 
for intracellular drug delivery, some shortcomings still need to be 
overcome, for example, complicated synthesis route, degradation of 
the PMs after drug release, and high cost for clinical use. Therefore, 
the novel PMs based DDS that can solve the above-mentioned 
problems are still needed in the future work.
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