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Abstract: For improving the therapeutic efficiency of tumors and decreasing undesirable side effects,
ternary complexes were developed by coating pH-sensitive PEG-b-PLL-g-succinylsulfathiazole
(hereafter abbreviated as PPSD) with DNA/PEI polyplexes via electrostatic interaction. PPSD‘can
efficiently shield the surface charge of DNA/PEI. The gene transfection efficiency of ternary complexes
was lower than that of DNA/PEI at pH 7.4; however, it recovered to the same level as that of DNA/PEI
at pH 6.0, attributed to the pH-triggered release of DNA/PEI from ternary complexes. Cell uptake
results also exhibited the same trend as transfection at different pH values. The suitable ability
for pH-triggered shielding/deshielding estimated that PPSD demonstrates potential as a shielding
system for use in in vivo gene delivery.
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1. Introduction

Cancer is one of the most lethal diseases worldwide. Gene therapy has emerged as a promising
strategy for treating cancer and has been developed rapidly [1]. The safe and efficient delivery of
nucleic acids remains a challenge as several barriers have to be overcome within the delivery pathway.
In addition, delivery systems designed for in vivo systemic administration must overcome nonspecific
interactions of polyplexes with cells of the immune system and blood plasma proteins during their
transport to target cells [2]. These obstacles are successfully suppressed by the modification of gene
carriers with PEG [3,4] or other hydrophilic polymers [5–7].

Different pH values of the microenvironment between tumor and normal tissues have attracted
immense attention [8–11]. For improving the stability in blood circulation and providing environmental
targeting ability, different pH-sensitive shielding systems for cationic gene delivery were developed.
Most of these pH-sensitive materials exhibit negative charges at the pH of normal tissues; hence,
positively charged gene delivery cargoes can be enclosed and protected via electrostatic interaction.
Moreover, at the pH of tumor tissues, these materials change to neutral or positive charge, through
which they recover the positive charge of gene delivery cargoes and enhance cell uptake and gene
transfer efficiency. A kind of shielding–deshielding system composed of oligo-sulfonamide derivatives
was developed [12–15]. The oligo-sulfonamide segment exhibits changes of negative to neutral charge

Polymers 2016, 8, 141; doi:10.3390/polym8040141 www.mdpi.com/journal/polymers

http://www.mdpi.com/journal/polymers
http://www.mdpi.com
http://www.mdpi.com/journal/polymers


Polymers 2016, 8, 141 2 of 9

with the change in the surrounding pH from base to acid. Another pH-sensitive, charge-conversional
polymeric shielding system was developed by grafting multiple carboxylic groups to cationic polymers
via a degradable amide bond [7,16–20]. Under basic conditions, the shielding system exhibits negative
charge, attributed to the carboxyl groups; however, under acidic conditions, the amide bond degrades
and releases positively charged amino groups. Zwitterionic copolypeptide also shows a charge
conversion property with the change of pH. The zwitterionic copolypeptide thus developed with
negative charge at physical pH can act as a shielding system for shielding positively charged polyplexes,
and the polyplex surface zeta potential can change from a negative to nearly positive pH value of
6.9 [21–24]. Charge-shielding systems utilized for cationic gene carriers have also been reported to
be formed by other polymers with multiple carboxylic groups, such as polyglutamic acid [25–28]
and hyaluronic acid [29]. All these polymers develop stable ternary particles with DNA/polycations
at physiological pH and then deshield and release the DNA/polycations for transfection when the
ternary complexes reach the acid tumor site.

In the study, biodegradable, pH-sensitive mPEG-b-PLL-g-succinylsulfathiazole (hereafter
abbreviated as PPSD) was prepared and characterized as a shielding system for PEI. A DNA/PEI/PPSD
ternary complex as well as distinct transfection behavior at pH 7.4 and 6.0 was investigated.

2. Experimental Section

2.1. Materials

Branched PEI (MW = 25 kDa, PEI-25K), ethidium bromide, and calf thymus DNA were purchased
from Sigma-Aldrich Co. LLC. (Shanghai, China). The BCA protein assay kit was purchased from
Pierce (Rockford, IL, USA). Luciferase plasmid (pGL3-control), cell lysate, and the Luciferase Reporter
Gene Assay Kit were purchased from Promega (Mannheim, Germany). mPEG-NH2 (Mn = 3k) was
purchased from Meryer Chemical Technology Co., Ltd. (Shanghai, China). All other chemicals were
purchased from Sinopharm Chemical Reagent Co. Ltd. (Shanghai, China) without further treatment.

2.2. Synthesis and Characterization of PPSD

Grafting succinylsulfathiazole (SSD) to mPEG-b-PLL (3k–2k) by NHS/DCC condensation yielded
PEG-b-PLL-g-SSD (abbreviated as PPSD). SSD was prepared by reaction between sulfadimethoxine
(SD) and succinic anhydride.

The pH sensitivity of PPSD was investigated by pH titration. Briefly, PPSD was dissolved in water
at a concentration of 1 mg/mL. The solution pH was adjusted to 9.5 using a 0.1 M¨ NaOH solution.
Then, the solution was titrated using a 0.1 M HCl solution in increments of 5 µL, and the pH of PPSD
solution, volume of HCl added, and zeta potential of PPSD were monitored.

2.3. Preparation and Characterization of DNA/PEI/PPSD Ternary Complexes

The DNA/PEI/PPSD ternary complexes were prepared by mixing the PPSD solution with
DNA/PEI nanoparticles at different weight ratios. Briefly, DNA/PEI polyplexes were prepared at a
weight ratio of 1:1 at room temperature with a DNA concentration of 10 µg¨ mL´1. Then, a specific
amount of PPSD was mixed with DNA/PEI polyplexes, and then DNA/PEI/PPSD ternary complexes
were obtained. The final concentration of DNA in ternary complex solution was 5 µg¨ mL´1.

The zeta potential and particle size of the ternary complexes in the aqueous solution were
measured using a zeta potential/particle size analyzer (Brookhaven BI-90Plus, New York, NY, USA) at
room temperature. The development of ternary complexes was characterized by a gel retardation assay.

2.4. Cytotoxicity Assay

HeLa cells were seeded at 1.0 ˆ 104 cells/well in 96-well plates and then cultured for 24 h with
different amounts of PPSD. The concentration of PSD cultured with HeLa cells was 10 to 400 µg¨ mL´1.
The relative cytotoxicity of PPSD was assessed by the methyl thiazolyl tetrazolium (MTT) assay against
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HeLa cells. Cell viability (%) = (Asample/Acontrol) ˆ 100, where Asample and Acontrol represent the
absorbance values of the sample and control wells, respectively.

2.5. In Vitro Gene Transfection at Different pH Values

An in vitro gene transfection experiment was performed using HeLa cells at different pH values.
Briefly, HeLa cells were seeded and cultured for 24 h, and then the medium was replaced with fresh
DMEM medium at pH 7.4 or 6.0 containing pGL3-control/PEI or pGL3-control/PEI/PPSD complexes.
The cells were incubated for 4 h at either pH 7.4 or 6.0. Then, the medium was replaced with fresh
DMEM medium of pH 7.4 and incubated for an additional 44 h. The gene transfection efficiency was
expressed as the luciferase expression per milligram of protein.

2.6. Cellular Uptake at Different pH Values

The cell uptake behavior of the DNA/PEI polyplexes and DNA/PEI/PPSD ternary complexes in
HeLa cells at both pH 7.4 and 6.0 was observed by confocal laser scanning microscopy (CLSM, LSM
780, Carl Zeiss Inc., Jena, Germany) using CY5-labeled DNA. HeLa cells were seeded and incubated
for 24 h in six-well plates. The medium was replaced with DMEM medium (pH 7.4 or 6.0) containing
DNA/PEI or DNA/PEI/PPSD complexes. The cells were incubated for further 2 h at either pH 7.4
or 6.0 and then fixed by paraformaldehyde (4% in PBS) for 10 min at room temperature. The cellular
uptake of complexes was visualized by CLSM after the nucleus was stained with DAPI.

For flow cytometric analysis, HeLa cells were seeded in six-well plates at 2.0 ˆ 105 cells per
well in 2 mL of complete DMEM medium and cultured for 24 h. The medium was replaced with
DMEM medium (pH 7.4 or 6.0) containing DNA/PEI or DNA/PEI/PPSD complexes. The cells were
incubated with the complexes for 2 h at either pH 7.4 or 6.0 and washed two times with PBS (pH 7.4).
The cells were detached using 0.25% trypsin and resuspended in 300 µL PBS. Finally, the cellular
uptake efficiency was evaluated using a BD FACS Calibur flow cytometer (BD Bioscience, San Joe,
CA, USA).

3. Results and Discussion

3.1. Synthesis and Characterization of PPSD

Scheme 1A shows the synthetic route of PPSD, while the 1H NMR and FT-IR results were shown
in Figures S1–S4 (Supplementary Materials). The peaks at 2.50~2.60 ppm indicated the succinic group
had been conjugated to SD (Figure S1). The 1H NMR measurements confirmed the synthesis of
PEG-PLys(z) and PEG-PLL, and the degree of polymerization of the PLL segment was also confirmed
by 1H NMR in Figure S2, that is 16. The degree of grafting of SSD is nearly 100% (Figure S3), and the
structure of PPSD was also confirmed by FT-IR spectra (Figure S4).Polymers 2016, 8, 141 4 of 9 
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Scheme 1B shows the mechanism of the pH sensitivity of sulfonamide derivatives.
Sulfadimethoxine is a weak acid, and the hydrogen atom of the amide nitrogen can be readily ionized
at basic pH because the highly electron-attracting sulfonyl group draws electrons away from the
nitrogen atom, resulting in ionization and a negative charge. In other cases, sulfadimethoxine is neutral
at acidic pH.

Acid-base titration experiments were conducted for PPSD for evaluating the buffering capacity.
As can be observed in Figure 1A, PPSD exhibited a buffer capacity similar to that of PEG–PLL.
The results obtained from the zeta potential of the PPSD solution at different pH values indicated
that PPSD is negatively charged at higher pH but changes to neutral at a lower pH of 5.5.
As described before, the pH-triggered ionization-deionization property of SD may render intelligent
shielding/deshielding properties to PPSD: PPSD can shield the positive charge of DNA/PEI polyplexes
at high pH and release polyplexes at low pH.

Polymers 2016, 8, 141 4 of 9 

 

 

Scheme 1. Synthesis of PPSD (A) and the pH-sensitive mechanism of sulfonamide units (B). 

Acid-base titration experiments were conducted for PPSD for evaluating the buffering capacity. 
As can be observed in Figure 1A, PPSD exhibited a buffer capacity similar to that of PEG–PLL. The 
results obtained from the zeta potential of the PPSD solution at different pH values indicated that 
PPSD is negatively charged at higher pH but changes to neutral at a lower pH of 5.5. As described 
before, the pH-triggered ionization-deionization property of SD may render intelligent 
shielding/deshielding properties to PPSD: PPSD can shield the positive charge of DNA/PEI 
polyplexes at high pH and release polyplexes at low pH. 

 
Figure 1. pH sensitivity of PPSD: (A) pH buffer capacity titration of PPSD; (B) Zeta potential of 
PPSD solution at different pH. 

3.2. Characterization of Ternary Complexes 

The binary DNA/PEI polyplexes exhibited a positive surface charge (+27.7 mV) with a particle 
size of 163 nm at pH 7.4. After shielding with PPSD at different weight ratios, the surface charge of 
the DNA/PEI/PPSD ternary complexes decreased to neutral and even to negative (−31.2 mV) (Figure 
2A), and the particle size predominantly was no greater than 210 nm (Figure 2B). 

 
(A) (B)

Figure 2. Surface charge (A) and particle size; (B) characterization of DNA/PEI/PPSD ternary 
complexes at pH 7.4. Lane 1 to 4, DNA/PEI/PPSD at ratios (wt/wt/wt) of 1:1:0, 1:1:8, 1:1:16, and 1:1:32, 
respectively. 

Figure 1. pH sensitivity of PPSD: (A) pH buffer capacity titration of PPSD; (B) Zeta potential of PPSD
solution at different pH.

3.2. Characterization of Ternary Complexes

The binary DNA/PEI polyplexes exhibited a positive surface charge (+27.7 mV) with a particle
size of 163 nm at pH 7.4. After shielding with PPSD at different weight ratios, the surface charge of the
DNA/PEI/PPSD ternary complexes decreased to neutral and even to negative (´31.2 mV) (Figure 2A),
and the particle size predominantly was no greater than 210 nm (Figure 2B).
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Figure 2. Surface charge (A) and particle size; (B) characterization of DNA/PEI/PPSD ternary
complexes at pH 7.4. Lane 1 to 4, DNA/PEI/PPSD at ratios (wt/wt/wt) of 1:1:0, 1:1:8, 1:1:16, and
1:1:32, respectively.

After determining the particle size and zeta potential of ternary complexes in different
PPSD/PEI/DNA mass ratios, we selected the mass ratio of PPSD:PEI:DNA as 32:1:1 complexes
to investigate the particle size and zeta potential at various pHs (Figure 3). As the data show, from pH
7.5 to 6.5 unimodal particle distribution was observed, indicating PPSD complexed with DNA/PEI;
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then pH 6.0 to 5.5 showed bimodal particle distribution, and the solid bars could be the DNA/PEI
complex and the open bars may be the aggregates of neutral PPSD. The zeta potential study indicates
a similar trend, where the particles show a negative zeta potential between pH 7.5 and 6.5 which
indicates complete complexation of the PPSD; the positive potential from pH 6.0 to 5.5 indicates
decomplexation. These data indicated that the acidic condition should trigger the disassembly of the
ternary complex.
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For further evaluating the stability of ternary complexes, the gel retardation assay was carried
out. From the results obtained by the gel retardation assay, all ternary complexes were retarded, and
the ethidium-bromide-intercalated DNA was not detected in the lanes (Figure 4). This result indicated
that PPSD does not destroy the structure of the DNA/PEI polyplexes. All the above-mentioned results
suggested that PPSD efficiently shields the DNA/PEI polyplexes and that the shielding degree is
under control.
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3.3. Cytotoxicity Assay, In Vitro Transfection, and Cellular Uptake Assay

The cytotoxicity of PPSD was investigated using HeLa cells by the MTT-based assay (Figure 5).
The cell viability was at least 90% at the test concentrations. Results exhibited good biocompatibility
of PPSD.
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Figure 5. Cytotoxicity of PPSD.

For mimicking the normal and tumor extracellular acid environments, the gene transfection
activities of the DNA/PEI and DNA/PEI/PPSD complexes were evaluated using HeLa cells at either
pH 7.4 or 6.0 (Figure 6). Gene transfection rapidly decreased with increasing amounts of PPSD in
ternary complexes at pH 7.4. This low efficiency was mainly attributed to the shielding of the surface
positive charges of the DNA/PEI polyplexes by PPSD. When the ternary complexes were treated
with acidic buffer (pH = 6.0) during transfection, the transfection efficiency significantly recovered to
that of the DNA/PEI level, attributed to the pH-trigged ionization/deionization behavior of PPSD,
because as compared to negatively charged nanoparticles, positively charged nanoparticles adhere to
the negatively charged cell membrane and are internalized by cells.
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For investigating the recovery of the gene transfection of ternary complexes by treatment in acidic
DMEM medium, the cell uptake of DNA/PEI and DNA/PEI/PPSD complexes under different pH
conditions was assessed by CLSM. As shown in Figure 7, the DNA/PEI/PPSD ternary complex at
a mass ratio of 1:1:32 was used as an example. From the fluorescence images, only marginal red
fluorescence was observed at pH 7.4. The invariable low internalization effect was obviously attributed
to the negative charge shielding of PPSD. In comparison, CY5-pDNA was effectively internalized into
the cells at pH 6.0.
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Figure 7. CLSM images of HeLa cells incubated with DNA/PEI (wt/wt = 1:1) or DNA/PEI/PPSD
(wt/wt/wt = 1:1:32) at pH 7.4 or 6.0. DAPI, cell nucleus (blue); CY5-pDNA (red). Scale bars = 20 µm.

The negatively charged zeta potential and low gene transfection efficiency of ternary complexes
at pH 7.4, as well as the recovered gene transfection by treatment with acidic DMEM at pH 6.0,
indicated sufficient positive charge shielding, attributed to PPSD at pH 7.4, and deshielding at pH 6.0.
The enhanced intracellular uptake was mainly attributed to the pH-trigged deshielding behavior of
PPSD at pH 6.0. After deshielding, the positively charged surface of the DNA/PEI polyplexes was
re-exposed, thereby enhancing the intracellular uptake of the complexes. Overall, cellular uptake
studies clearly demonstrated that the negatively charged nanoparticles decrease internalization at
pH 7.4, whereas the positively charged particles sharply enhance internalization at pH 6.0.

Intracellular uptake was further monitored by flow cytometric analysis using HeLa cells, which
were cultured using the DNA/PEI or DNA/PEI/PPSD complexes for 4 h at either pH 7.4 or 6.0.
As shown in Figure 8, the fluorescence peaks for the DNA/PEI/PPSD complex remarkably shifted to
the right at pH 6.0, indicating that the internalization efficiency significantly improves in comparison
to that of the cells cultured at pH 7.4. The differences in endocytosis efficiency may indicate
that PPSD shielding can achieve a significantly enhanced gene transfection efficiency in an acidic
tumor microenvironment.
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4. Conclusions

In summary, PPSD was developed as a novel pH-responsive shielding system. PPSD can efficiently
shield DNA/PEI polyplexes at pH 7.4. The DNA/PEI/PPSD ternary complexes exhibited transfection
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efficiency conversion from pH of 7.4 to 6.0 based on the pH-sensitive shielding/deshielding property
of PPSD. Overall, PPSD demonstrates promise as a tumor microenvironment–sensitive gene delivery
shielding system for antitumor therapy.

Supplementary Materials: Supplementary materials can be found at www.mdpi.com/2073-4360/8/4/141/s1.

Acknowledgments: This work was financially supported by the National Natural Science Foundation of China
(51203132, 51222307, 51303173, 51390484, 21474104 and 51403205), Natural Science Foundation of Guangdong
Province, China (S2012040008070) and Foundation for Distinguished Young Talents in Higher Education of
Guangdong, China (2012LYM_0093).

Author Contributions: Jialiang Xia, Huayu Tian conceived and designed the experiments; Jialiang Xia,
Zhaopei Guo, Bing Han and Hongyan Yang performed the experiments; Jie Chen and Lin Lin analyzed the
data; Huayu Tian and Zongcai Feng contributed reagents and analysis tolls; Jialiang Xia wrote the paper.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Yan, X.; Blacklock, J.; Li, J.; Moehwald, H. One-pot synthesis of polypeptide-gold nanoconjugates for in vitro
gene transfection. ACS Nano 2012, 6, 111–117. [CrossRef] [PubMed]

2. Dash, P.R.; Read, M.L.; Barrett, L.B.; Wolfert, M.; Seymour, L.W. Factors affecting blood clearance and in vivo
distribution of polyelectrolyte complexes for gene delivery. Gene Ther. 1999, 6, 643–650. [CrossRef] [PubMed]

3. Chen, S.; Rong, L.; Lei, Q.; Cao, P.X.; Qin, S.Y.; Zheng, D.W.; Jia, H.Z.; Zhu, J.Y.; Cheng, R.X.; Zhang, X.Z.
A surface charge-switchable and folate modified system for co-delivery of proapoptosis peptide and p53
plasmid in cancer therapy. Biomaterials 2016, 77, 149–163. [CrossRef] [PubMed]

4. Tseng, W.C.; Su, L.Y.; Fang, T.Y. pH responsive PEGylation through metal affinity for gene delivery mediated
by histidine-grafted polyethylenimine. J. Biomed. Mater. Res. B 2013, 101B, 375–386. [CrossRef] [PubMed]

5. He, Y.Y.; Cheng, G.; Xie, L.; Nie, Y.; He, B.; Gu, Z.W. Polyethyleneimine/DNA polyplexes with
reduction-sensitive hyaluronic acid derivatives shielding for targeted gene delivery. Biomaterials 2013,
34, 1235–1245. [CrossRef] [PubMed]

6. Liu, F.X.; Li, M.; Liu, C.X.; Liu, Y.J.; Zhang, N. pH-sensitive self-assembled carboxymethyl chitosan-modified
DNA/polyethylenimine complexes for efficient gene delivery. J. Biomed. Nanotechnol. 2014, 10, 3397–3406.
[CrossRef] [PubMed]

7. Maeda, Y.; Pittella, F.; Nomoto, T.; Takemoto, H.; Nishiyama, N.; Miyata, K.; Kataoka, K. Fine-tuning of
charge-conversion polymer structure for efficient endosomal escape of siRNA-loaded calcium phosphate
hybrid micelles. Macromol. Rapid Commun. 2014, 35, 1211–1215. [CrossRef] [PubMed]

8. Zhao, F.; Shen, G.; Chen, C.; Xing, R.; Zou, Q.; Ma, G.; Yan, X. Nanoengineering of stimuli-responsive
protein-based biomimetic protocells as versatile drug delivery tools. Chem. Eur. J. 2014, 20, 6880–6887.
[CrossRef] [PubMed]

9. Zhang, H.; Fei, J.; Yan, X.; Wang, A.; Li, J. Enzyme-responsive release of doxorubicin from monodisperse
dipeptide-based nanocarriers for highly efficient cancer treatment in vitro. Adv. Funct. Mater. 2015, 25,
1193–1204. [CrossRef]

10. Xia, J.L.; Feng, Z.C.; Yang, H.Y.; Lin, S.Q.; Han, B. Acidity-activated shielding strategies of cationic gene
delivery for cancer therapy. Curr. Pharm. Biotechnol. 2016, 17, 256–262. [CrossRef] [PubMed]

11. Du, J.Z.; Mao, C.Q.; Yuan, Y.Y.; Yang, X.Z.; Wang, J. Tumor extracellular acidity-activated nanoparticles as
drug delivery systems for enhanced cancer therapy. Biotechnol. Adv. 2014, 32, 789–803. [CrossRef] [PubMed]

12. Hu, J.; Miura, S.; Na, K.; Bae, Y.H. pH-responsive and charge shielded cationic micelle of
poly(L-histidine)-block-short branched PEI for acidic cancer treatment. J. Control. Release 2013, 172, 69–76.
[CrossRef] [PubMed]

13. Kang, H.C.; Huh, K.M.; Bae, Y.H. Polymeric nucleic acid carriers: current issues and novel design approaches.
J. Control. Release 2012, 164, 256–264. [CrossRef] [PubMed]

14. Kang, S.I.; Bae, Y.H. pH-induced solubility transition of sulfonamide-based polymers. J. Control. Release 2002,
80, 145–155. [CrossRef]

15. Sethuraman, V.A.; Na, K.; Bae, Y.H. pH-responsive sulfonamide/PEI system for tumor specific gene delivery:
An in vitro study. Biomacromolecules 2006, 7, 64–70. [CrossRef] [PubMed]

http://dx.doi.org/10.1021/nn202939s
http://www.ncbi.nlm.nih.gov/pubmed/22141879
http://dx.doi.org/10.1038/sj.gt.3300843
http://www.ncbi.nlm.nih.gov/pubmed/10476224
http://dx.doi.org/10.1016/j.biomaterials.2015.11.013
http://www.ncbi.nlm.nih.gov/pubmed/26599622
http://dx.doi.org/10.1002/jbm.b.32848
http://www.ncbi.nlm.nih.gov/pubmed/23165821
http://dx.doi.org/10.1016/j.biomaterials.2012.09.049
http://www.ncbi.nlm.nih.gov/pubmed/23127334
http://dx.doi.org/10.1166/jbn.2014.1901
http://www.ncbi.nlm.nih.gov/pubmed/26000398
http://dx.doi.org/10.1002/marc.201400049
http://www.ncbi.nlm.nih.gov/pubmed/24715658
http://dx.doi.org/10.1002/chem.201400348
http://www.ncbi.nlm.nih.gov/pubmed/24828788
http://dx.doi.org/10.1002/adfm.201403119
http://dx.doi.org/10.2174/138920101703160206144220
http://www.ncbi.nlm.nih.gov/pubmed/26873076
http://dx.doi.org/10.1016/j.biotechadv.2013.08.002
http://www.ncbi.nlm.nih.gov/pubmed/23933109
http://dx.doi.org/10.1016/j.jconrel.2013.08.007
http://www.ncbi.nlm.nih.gov/pubmed/23954370
http://dx.doi.org/10.1016/j.jconrel.2012.06.036
http://www.ncbi.nlm.nih.gov/pubmed/22771981
http://dx.doi.org/10.1016/S0168-3659(02)00021-4
http://dx.doi.org/10.1021/bm0503571
http://www.ncbi.nlm.nih.gov/pubmed/16398499


Polymers 2016, 8, 141 9 of 9

16. Lee, Y.; Miyata, K.; Oba, M.; Ishii, T.; Fukushima, S.; Han, M.; Koyama, H.; Nishiyama, N.; Kataoka, K.
Charge-conversion ternary polyplex with endosome disruption moiety: A technique for efficient and safe
gene delivery. Angew. Chem. Int. Ed. 2008, 47, 5163–5166. [CrossRef] [PubMed]

17. Yuan, Y.Y.; Mao, C.Q.; Du, X.J.; Du, J.Z.; Wang, F.; Wang, J. Surface charge switchable nanoparticles based
on zwitterionic polymer for enhanced drug delivery to tumor. Adv. Mater. 2012, 24, 5476–5480. [CrossRef]
[PubMed]

18. Yang, X.Z.; Du, J.Z.; Dou, S.; Mao, C.Q.; Long, H.Y.; Wang, J. Sheddable ternary nanoparticles for tumor
acidity-targeted siRNA delivery. ACS Nano 2012, 6, 771–781. [CrossRef] [PubMed]

19. Shen, Y.; Zhou, Z.; Sui, M.; Tang, J.; Xu, P.; van Kirk, E.A.; Murdoch, W.J.; Fan, M.; Radosz, M. Charge-reversal
polyamidoamine dendrimer for cascade nuclear drug delivery. Nanomedicine-UK 2010, 5, 1205–1217.
[CrossRef] [PubMed]

20. Zhou, Z.; Shen, Y.; Tang, J.; Fan, M.; Kirk, E.A.V.; Murdoch, W.J.; Radosz, M. Charge-reversal drug conjugate
for targeted cancer cell nuclear drug delivery. Adv. Funct. Mater. 2009, 19, 3580–3589. [CrossRef]

21. Guan, X.W.; Li, Y.H.; Jiao, Z.X.; Lin, L.L.; Chen, J.; Guo, Z.P.; Tian, H.Y.; Chen, X.S. Codelivery of antitumor
drug and gene by a pH-sensitive charge-conversion system. ACS Appl. Mate. Interfaces 2015, 7, 3207–3215.
[CrossRef] [PubMed]

22. Chen, J.; Li, X.Z.; Tian, H.Y.; Zhu, X.J.; Chen, X.S. Application of zwitterionic polymers in the treatment of
malignant tumors. Chem. J. Chin. Univ. 2015, 36, 2148–2156.

23. Chen, J.; Dong, X.; Feng, T.S.; Lin, L.; Guo, Z.P.; Xia, J.L.; Tian, H.Y.; Chen, X.S. Charge-conversional
zwitterionic copolymer as pH-sensitive shielding system for effective tumor treatment. Acta. Biomater. 2015,
26, 45–53. [CrossRef] [PubMed]

24. Tian, H.Y.; Guo, Z.P.; Lin, L.; Jiao, Z.X.; Chen, J.; Gao, S.Q.; Zhu, X.J.; Chen, X.S. pH-responsive zwitterionic
copolypeptides as charge conversional shielding system for gene carriers. J. Control. Release 2014, 174,
117–125. [CrossRef] [PubMed]

25. Xia, J.L.; Tian, H.Y.; Chen, J.; Guo, Z.P.; Lin, L.; Yang, H.Y.; Han, B. Polyglutamic acid based polyanionic
shielding system for polycationic gene carriers. Chin. J. Polym. Sci. 2016, 34, 316–323. [CrossRef]

26. Guo, S.T.; Huang, Y.Y.; Zhang, W.D.; Wang, W.W.; Wei, T.; Lin, D.S.; Xing, J.F.; Deng, L.D.; Du, Q.; Liang, Z.
CTernary complexes of amphiphilic polycaprolactone-graft-poly(N,N-dimethylaminoethyl methaaylate),
DNA and polyglutamic acid-graft-poly (ethylene glycol) for gene delivery. Biomaterials 2011, 32, 4283–4292.
[CrossRef] [PubMed]

27. Kurosaki, T.; Kitahara, T.; Fumoto, S.; Nishida, K.; Nakamura, J.; Niidome, T.; Kodama, Y.; Nakagawa, H.;
To, H.; Sasaki, H. Ternary complexes of pDNA, polyethylenimine, and γ-polyglutamic acid for gene delivery
systems. Biomaterials 2009, 30, 2846–2853. [CrossRef] [PubMed]

28. Xia, J.L.; Chen, J.; Tian, H.Y.; Chen, X.S. Synthesis and characterization of a pH-sensitive shielding system for
polycation gene carriers. Sci. China Chem. 2010, 53, 502–507. [CrossRef]

29. Park, J.S.; Yi, S.W.; Kim, H.J.; Park, K.H. Receptor-mediated gene delivery into human mesenchymal stem
cells using hyaluronic acid-shielded polyethylenimine/pDNA nanogels. Carbohydr. Polym. 2016, 136,
791–802. [CrossRef] [PubMed]

© 2016 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC-BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1002/anie.200800963
http://www.ncbi.nlm.nih.gov/pubmed/18528828
http://dx.doi.org/10.1002/adma.201202296
http://www.ncbi.nlm.nih.gov/pubmed/22886872
http://dx.doi.org/10.1021/nn204240b
http://www.ncbi.nlm.nih.gov/pubmed/22136582
http://dx.doi.org/10.2217/nnm.10.86
http://www.ncbi.nlm.nih.gov/pubmed/21039198
http://dx.doi.org/10.1002/adfm.200900825
http://dx.doi.org/10.1021/am5078123
http://www.ncbi.nlm.nih.gov/pubmed/25581567
http://dx.doi.org/10.1016/j.actbio.2015.08.018
http://www.ncbi.nlm.nih.gov/pubmed/26292265
http://dx.doi.org/10.1016/j.jconrel.2013.11.008
http://www.ncbi.nlm.nih.gov/pubmed/24240012
http://dx.doi.org/10.1007/s10118-016-1756-x
http://dx.doi.org/10.1016/j.biomaterials.2011.02.034
http://www.ncbi.nlm.nih.gov/pubmed/21450341
http://dx.doi.org/10.1016/j.biomaterials.2009.01.055
http://www.ncbi.nlm.nih.gov/pubmed/19232715
http://dx.doi.org/10.1007/s11426-010-0108-x
http://dx.doi.org/10.1016/j.carbpol.2015.09.053
http://www.ncbi.nlm.nih.gov/pubmed/26572414
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/

	
	
	
	
	
	
	
	

	
	
	
	

	

