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Abstract
Nanopolymers represent a significant group of delivery vehicles for hydrophobic drugs. In particular, dual stimuli-responsive smart
polymer nanomaterials might be extremely useful for drug delivery and release. We analyzed the possibility to include the known
antitumor drug doxorubicin (DOX), which has antimitotic and antiproliferative effects, in a nanopolymer complex. Thus, doxoru-
bicin-loaded temperature- and pH-sensitive smart nanopolymers (DOX-SNPs) were produced. Characterizations of the synthesized
nanostructures were carried out including zeta potential measurements, Fourier-transform infrared spectroscopy, and scanning elec-
tron microscopy. The loading capacity of the nanopolymers for DOX was investigated, and encapsulation and release studies were
carried out. In a final step, the cytotoxicity of the DOX–nanopolymer complexes against the HeLa cancer cell line at different con-
centrations and incubation times was studied. The DOX release depended on temperature and pH value of the release medium, with
the highest release at pH 6.0 and 41 °C. This effect was similar to that observed for the commercial liposomal formulation of
doxorubicin Doxil. The obtained results demonstrated that smart nanopolymers can be efficiently used to create new types of
doxorubicin-based drugs.
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Introduction
Almost one in six deaths worldwide is from cancer, and cancer
caused approximately 10 million deaths in 2020. Today, nano-
technology is emerging as an effective way to enable rapid

diagnosis and treatment of cancer diseases [1-3]. The chemo-
therapy drug doxorubicin (DOX) has been used in the present
study. It is a known antitumor antibiotic of the anthracycline
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series, which has been approved as anticancer drug in 1974. It
has antimitotic and antiproliferative effects. The mechanism of
action is interaction with DNA, the formation of free radicals,
and a direct effect on cell membranes with the suppression of
nucleic acid synthesis. The most hazardous side effect of DOX
is dilated cardiomyopathy, which causes congestive heart
failure [4]. To prevent side effects of doxorubicin, liposomal
formulations were approved, namely “Myocet liposomal” and
“Doxil”. The non-pegylated liposomal doxorubicin Myocet
liposomal was approved in the European Union and in Canada
for the therapy of metastatic breast cancer in combination with
cyclophosphamide [5,6]. The FDA approved Doxil [4]. It was
found that liposome-encapsulated DOX is less cardiotoxic than
free DOX. To date, several types of nanoparticles, such as lipo-
somes, micelles, and metal-organic frameworks, have been
studied to encapsulate DOX to obtain effective and non-toxic
drugs [7,8].

Great attention has been paid to nanoparticles because of their
specific properties, such as small size, high stability, low toxici-
ty, modifiable hydrophilicity/hydrophobicity, and the possibili-
ty of surface functionalization for targeted localization. Poly-
meric nanoparticles are a versatile approach to drug delivery
(DD) with the potential to circumvent barriers associated with
negative impacts on physiological functions. They can effec-
tively transport therapeutic agents to targeted cells or specific
intracellular regions through passive targeting or ligand-based
strategies [9-11]. The use of certain polymers could potentially
enable sustained drug levels for controlled release and extend-
ed durations. While numerous biodegradable polymeric nano-
particles derived from proteins or polysaccharides have been
studied for drug delivery and controlled drug release in the
recent past, the emphasis of research has now turned towards
synthetic polymers, resulting in significant advancements in this
field [9].

Certain designs in nanostructures are extremely useful to
combat diseases [12,13]. Polymeric platforms have attracted
great interest in recent years [14-20]. “Stimulus-sensitive” poly-
mers (smart polymers) exhibit conformational changes or phase
transition behavior in response to external stimuli [21,22].
Different “smart” polymeric nanoparticle systems have
been described in the literature, which might respond to both
internal and external stimuli to release drugs. Remarkable
developments have been made regarding in vitro and in vivo
drug release with varying drug loading levels [23]. Such smart
polymer nanoparticles have been suggested in the literature,
and their effectiveness has been proven by our group, espe-
cially for the loading and enhanced release of naringenin
[20,24], another anticancer drug, and ʟ-asparaginase, a thera-
peutic enzyme [22].

Studies indicate that the response of polymeric materials
to two or more stimuli significantly enhances drug delivery
compared to nanoplatforms that respond to a single stimulus
[24,25]. The difference between body temperature and ambient
temperature, along with variations in pH value between
the medium and the intended compartment, make thermo-
and pH-sensitive polymers a crucial subset of smart
polymers in drug delivery systems (DDSs). These responsive
platforms must maintain stability at physiological pH levels
[21].

Poly(N-isopropylacrylamide) (PNIPAM) stands out as
one of the most common and most extensively researched
thermosensitive polymers [21,24]; it is widely utilized in con-
trolled drug release experiments [26-28] as its lower critical
solution temperature (LCST) of 32 °C is near the body tempera-
ture [21]. It has been reported that vinyl imidazole (VIm) is a
pH-responsive material [29]. The deprotonation of Vim around
the physiological pH value may be sufficiently convenient for
DDSs, particularly for the design of pH-sensitive platforms
[30]. The pH value of normal tissues and blood (pH 7.4) is
normally higher than the pH value of tumor cell endosomes and
lysosomes (pH 6.5–6.8). Platforms that are sensitive to two
factors, such as pH and temperature, can be engineered to en-
hance targeting efficacy while minimizing systemic side effects
[31,32].

Here, a strategy for the production and application of DOX-
SNPs is proposed. FTIR, SEM, and zeta potential measure-
ments were performed to characterize the SNPs. In addition to
experiments regarding the DOX loading capacity of the SNPs at
different concentrations, the effect of pH and temperature on the
release of DOX was also investigated. Finally, the cytotoxicity
of DOX-SNPs against the cancer cell line HeLa at different
concentrations and incubation times was studied.

Experimental
Materials
Doxorubicin and all other chemicals were purchased from
Sigma-Aldrich (St. Louis, MO, USA). The water utilized in the
experiments was purified by a Barnstead (Dubuque, IA, USA)
ROpure LP® reverse osmosis unit.

Cell culture
Experiments were conducted using the HeLa cancer cell line
(CCL-2 ATCC). Cells were grown in full DMEM with stable
glutamine, 4.5 g/L glucose (Life Technologies, Paisley, U.K.),
10% FBS (Life Technologies, Paisley, U.K.), 100 U/mL peni-
cillin, and 0.1 mg/mL streptomycin (Millipore-Sigma,
Burlington, MA, United States) at 37 °C in a humidified air at-
mosphere with 5% CO2.
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Figure 1: Solutions utilized during polymerization.

Preparation of DOX-SNPs
To synthesize DOX-containing nanoparticle structures, the
miniemulsion polymerization method was used according to a
protocol adapted from [24]. First, the water phase was formed.
The water phase was obtained by adding and dissolving 0.375 g
polyvinyl alcohol (PVA), 57.7 mg sodium dodecyl sulfate
(SDS), and 46.9 mg NaHCO3 in 20 mL of water (solution A in
Figure 1). For solution B, 0.2 g PVA and 0.2 g SDS were dis-
solved in 400 mL of water. The organic phase (solution C) was
obtained by mixing and dissolving (30 min in a beaker) 0.8 mL
2-hydroxyethyl methacrylate (HEMA), 4.2 mL ethylene glycol
dimethacrylate (EGDMA), 400 mg N-isopropylacrylamide
(NIPA), 1.5 mL VIm, 100 mg acrylamide (AAm), and 5 µL of
5 µmol/L DOX solution. Subsequently, the first water phase
was added to the organic phase and stirred for 10 min with the
aid of a homogenizer (T25B, Ika Labortechnik, Germany).
Then, the mixture was stirred with a mechanical stirrer in a two-
neck flask until the temperature reached 50 °C. This mixture
(solution A + solution C) was added to the solution B and
mixed with a mechanical mixer (500 rpm). Last, 0.252 g ammo-
nium persulfate (APS) and 0.230 g NaHSO3 (solution D) were
added to the medium, and polymerization was initiated. After
about 10 h of polymerization, the surfactants and unreacted
monomers were washed out with the help of an ethanol–water
mixture, and the mixture was centrifuged at 25,000 rpm
(Beckman Coulter, Allegra 64R Centrifugen, USA). The precip-
itated nanostructures were redispersed in distilled water
utilizing a sonicator and dried with a lyophilizer. Then, the
nanostructures were stored at 4 °C.

Characterization studies
Functional group analysis was carried out by Fourier-transform
infrared (FTIR) spectroscopy. Scanning electron microscopy

(SEM, Leo 440) was utilized for morphological characteriza-
tions of the SNPs; lyophilized SNPs were coated with gold, and
the samples were placed in the SEM. The zeta potential the of
DOX-SNPs was measured by using a Nano Zetasizer (NanoS,
Malvern Instruments, London, UK).

Cytotoxicity test
Cell viability was assessed using 3-(4,5-dimethylthiazol-2-yl)-
2,5-diphenyltetrazolium bromide (MTT). The method is based
on the ability of NADPH-dependent cellular oxidoreductase in
living, metabolically active cells to reduce MTT to water-insol-
uble crystals of formazan. Cells were seeded onto clear 96-well
plates at a concentration of 1 × 105 cells/mL in a volume of
100 µL of cell suspension in fresh complete culture medium
(DMEM with stable glutamine, 4.5 g/L glucose, 10% FBS,
100 U/mL penicillin, and 0.1 mg/mL streptomycin). The cells
were preincubated for 24 h for cell adhesion and their transition
to the active phase of reproduction. The nanomaterials were
added to the cell suspension in the wells. For this, complexes of
DOX-SNPs were prepared as described in section “Preparation
of DOX-SNPs” to equivalents of loaded DOX of 1, 3, and
5 µmol/L in 0.05 mol/L phosphate-buffered saline (PBS), pH
7.4. The effect on the cancer cell line HeLa was studied after
incubation for 24, 48, 72, and 96 h at 37 °C. After incubation,
the medium was discarded from the wells, and 50 µL of MTT
(0.5 mg/mL in 0.05 mol/L PBS, pH 7.4) were added to each
well. The incubation time with MTT is 4 h. After the incuba-
tion, formazan crystals were dissolved in DMSO (100 µL added
to each well). Then the optical absorption was measured on a
microplate spectrophotometer Wallac Victor 2 (Perkin Elmer,
USA) at wavelengths of 570 and 720 nm. The viability of cells
(in relative units, r.u.) was calculated relatively to the control
(non-treated cells).
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Figure 2: FTIR spectra of SNPs and DOX-SNPs.

Statistical analysis
The statistical analysis of data was made by ANOVA with
post-hoc Newman–Keuls test. The data are presented as
mean ± S.D., N ≥ 6.

Results and Discussion
Characterization studies
The SNPs were synthesized as both thermo- and pH-sensitive
nanostructures, and analyses of the characteristic peaks in the
FTIR spectrum were performed. The FTIR spectra of SNPs and
DOX-SNPs are given in Figure 2. From these spectra, the inten-
sity of The FTIR spectra of SNPs and DOX-SNPs are given in
Figure 2. The intensity of the OH peaks around 3370 cm−1 in-
creased with the inclusion of the active molecule DOX in the
structure. Also, the peak around 1722 cm−1, attributed to C=O
stretching bands in SNPs, shifted with increasing intensity to
1700 cm−1 after addition of DOX to polymeric structure. N–H
scissoring and NH bending bands around 1620 cm−1 showed up
with increasing intensity in DOX-SNPs [33]. The inset in
Figure 2 shows DOX-SNPs (red) and pure SNPs (white). Based
on these results, the successful incorporation of DOX into SNPs
has been demonstrated.

Surface morphology and structure of the obtained SNPs were
investigated by SEM. As seen in Figure 3, the SNPs are spheri-

cal. It was also observed that a low proportion of SNPs were
around 200–300 nm, and the majority were around 150 nm.
SNPs may provide a larger specific surface area, resulting in a
high loading capacity for DOX. Also, this property is an advan-
tage regarding the penetration of SNPs into cells.

Figure 3: SEM image of SNPs.

Physicochemical features such as size, shape, and surface
charge play an extremely important role in the internalization of
nanostructures. The uptake of nanoparticles into cells requires
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Figure 4: (A) Loading capacity of DOX at different initial concentrations. (B) Time-dependent release of DOX under different conditions.

two steps. The first is the binding to the cell membrane, and the
second is the uptake into the cell [34]. The zeta potential of
SNPs was measured as +14.1 mV at pH 7.0 [24]. Nanostruc-
tures with this surface charge will repel each other and will not
aggregate. The high surface charge of the SNPs can be seen as
evidence of suspension stability. In addition, the positively
charged nanostructures are preferentially bound to tumors
[35,36] and retained longer than negatively charged and/or
neutral structures [36]. This phenomenon demonstrates the
potential of utilizing these SNPs in biomedicine.

DOX loading to SNPs
One of the most important points when designing a DD materi-
al is its drug-carrying capacity because a structure with a low
carrying capacity may not provide the desired effect. DOX
loading of SNPs was conducted as previously mentioned in
section “Preparation of DOX-SNPs”. The DOX-loading
capacity of smart nanopolymers was investigated in the concen-
tration range of 1–9 µM (5 mg SNPs in 5 mL 0.05 M phos-
phate buffer/methanol 1/1, v/v, pH 6.0). The loading of DOX
happened very swiftly at low concentrations because of the high
surface area of the obtained nanostructures (Figure 4A). The
DOX loading capacity of nanopolymers was 773 mg/g
nanopolymer. Besides, a high loading of 79.08% of DOX mole-
cules was obtained because of fast filling of the adsorption sites.
In conclusion, DOX loading onto the SNPs was accomplished
successfully. In previous studies conducted by our group on the
carrying capacity of nanostructures, we obtained comparable
results [20,24,37].

Encapsulation and release studies of DOX
encapsulated SNPs
The encapsulation and release behaviors of SNPs are extremely
important for both efficient delivery and release. To evaluate
the release properties of the synthesized SNPs, a PBS solution
with a DOX concentration of 5 µM at pH 7.0 was prepared. The

methodology for incorporating DOX into SNPs is explained in
detail in section “DOX loading to SNPs “. Then, the solutions
with DOX-loaded SNPs were analyzed by UV–vis spectropho-
tometry at 495 nm wavelength with pure PBS serving as a
control to calculate the amount of unencapsulated DOX. PBS
buffer was used to remove both unencapsulated and unreacted
DOX. The encapsulation efficiency was determined using
Equation 1:

(1)

As expected, DOX was successfully encapsulated in the SNPs.
The combination of temperature-sensitive pNIPA and pH-sensi-
tive VIm was investigated at two temperatures (25 and 41 °C)
and two pH values (pH 6.0 and 7.4). The total release of DOX
was highest at 41 °C and pH 7.4 (Figure 4B). The temperature
and pH sensitivity eliminates the need for other external stimuli.
The time-dependent DOX release experiments conducted here
under different conditions demonstrated that the dual response
of the SNPs may improve the DD performance compared to the
response to a single stimulus.

Cytotoxity of DOX-SNPs
DOX-SNPs were prepared as mentioned above, and their effect
on the cancer cell line HeLa was studied at incubation times of
24, 48, 72, and 96 h at 37 °C (Figure 5, data after 48 h were
similar to those after 24 and 72 h and are not presented here).
The release of DOX inside cells was slow and continuous. The
effect of released DOX after 24–72 h was quite small, that is,
approx. 10% decrease in viability of the cells. Taking into
account the data on DOX release at T = 41 °C and pH 6.0
(Figure 4B), we can suppose that this point corresponds to a
concentration of free DOX in the solution of 2 µmol/L (5 µM/L
of DOX × 0.4) as it is known that the basic drugs doxorubicin
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and mitoxantrone are concentrated in acidic endosomes of cells
with pH approximately 5.5 [38].

Figure 5: Cell viability of the HeLa cell line treated with DOX-SNPs
and pure SNPs incubated for 24, 72 and 96 h in DMEM at 37 °C
(* – p < 0.05 to control; NT – non treated cells see section “Cytotoxici-
ty test” for details).

Incubation for 96 h led to a decrease of viability of HeLa cells
at 5 µmol/L loaded DOX (i.e., approx. 2 µmol/L released DOX)
to 52 ± 7%. This is close to the effect of pure DOX on cells
under the same conditions (Figure 6). It means that DOX is con-
tinuously released from SNPs during incubation with HeLa
cells, and this process is prolonged in time. The slow release at
pH 7.4 and the fast release at pH 6.0, that is, under acidic condi-
tions typical for cancer environments, is an advantage of our
complex. If we compare the nanocomplex with Doxil, we can
find similar features. A mechanistic model of DOX release from
Doxil showed that DOX is released up to 19 h [39]. In our case
we observed a release reaching a plateau after 12 h (Figure 4B).
Also, it was found that in cancer cells in mice, ammonium/
ammonia levels in tumor lesions are in the millimolar range,
higher than in the blood plasma. Using tumor cells in culture,
the authors showed that Doxil in the presence of ammonia
killed tumor cells on a level similar to that of free doxorubicin.
Doxil without ammonia and ammonia without Doxil had a very
poor cytotoxicity [40]. We obtained similar results. After 96 h
of incubation, the effect of DOX-SNPs on HeLa cells at
5 µmol/L (i.e., 52% ± 7%) was comparable to the effect of at
2 µmol/L pure DOX on HeLa cells (i.e., 37% ± 7%). Also, as in
our experiments, the data on DOX release at pH 7.4, 6.0, and
5.0 from polyelectrolyte layers indicated no release of DOX at
pH 7.4 and high DOX release at pH 6.0 and 5.0. The growth of
human hepatoma cells (HepG2) was inhibited at pH 5.0 in a
medium with DOX–polyelectrolyte multilayers [41]. Regarding

the possibility of using DOX-SNP complexes in vivo we can
refer to the behavior of the similar PEG-PLGA-DOX polymer-
some complex [42]. It was found that PEG-PLGA-DOX poly-
mersomes accumulated in tumor lesions, and after 48 h of treat-
ment, their presence in the liver was lower than that of a Doxil
mimic. DOX polymersomes showed better efficiency than the
Doxil mimic against tumor after one injection at lower doses.
Both formulations induced the similar changes in body and in
blood of mice as follows from histological and heamatological
tests. The authors concluded that DOX polymersomes have less
side effects than Doxil because of the biodegradability and
release features of the complex [42].

Figure 6: Cell viability of HeLa cells treated with DOX for 72 and 96 h
in DMEM at 37 °C.

Conclusion
Specifically designed nanomedicines can deliver various agents
simultaneously to a desired site of action, resulting in more
effective release of active ingredients. The design of the release
conditions of the drug, as well as the encapsulation, are critical
because of the low solubility of cancer drugs. Smart nanopoly-
meric platforms exhibit good in vitro or in vivo DR perfor-
mance at various drug loading levels. The results here show that
the response of polymeric nanoplatforms to dual/multiple stim-
uli can further improve DD performance compared to nanoplat-
form systems that are responsive to only one stimulus. Temper-
ature- and pH-sensitive nanopolymers were synthesized and
characterized by FTIR, SEM, and zeta potential measurements.
The DOX loading capacity of the nanopolymers was found to
be sufficient. Encapsulation and release studies were conducted,
and it turned out that the release from the dual stimuli-respon-
sive system was higher than that from single stimulus-respon-
sive systems. The cytotoxicity of SNP-DOX complexes against
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the cancer cell line Hela at different DOX concentrations and
incubation times showed a prolonged DOX release and a good
anticancer effect. The effect was similar to that observed in a
commercial liposomal formulation of doxorubicin (Doxil) as
well as to that of other polymeric formulations of DOX. The
data shows that smart nanopolymers can be used to create new
types of doxorubicin-based drugs.

Conflict of Interest
The corresponding authors state that there is no conflict of
interest.

Author Contributions
Ömür Acet: conceptualization; data curation; formal analysis;
investigation; methodology; visualization; writing – original
draft; writing – review & editing. Pavel Kirsanov: conceptual-
ization; data curation; investigation; methodology; writing –
original draft; writing – review & editing. Burcu Önal Acet:
conceptualization; data curation; investigation; methodology;
writing – original draft; writing – review & editing. Inessa
Halets-Bui: conceptualization; data curation; methodology;
validation; visualization; writing – original draft. Dzmitry
Shcharbin: conceptualization; data curation; investigation;
methodology; visualization; writing – original draft; writing –
review & editing. Şeyda Ceylan Cömert: conceptualization; in-
vestigation; writing – original draft; writing – review & editing.
Mehmet Odabaşı: conceptualization; data curation; investiga-
tion; methodology; visualization; writing – original draft;
writing – review & editing.

ORCID® iDs
Ömür Acet - https://orcid.org/0000-0003-1864-5694
Inessa Halets-Bui - https://orcid.org/0000-0003-2614-9914
Dzmitry Shcharbin - https://orcid.org/0000-0002-1414-4465

Data Availability Statement
The data that supports the findings of this study is available from the corre-
sponding author upon reasonable request.

References
1. Yang, J.; Sun, Z.; Dou, Q.; Hui, S.; Zhang, P.; Liu, R.; Wang, D.;

Jiang, S. Colloids Surf., A 2023, 667, 131407.
doi:10.1016/j.colsurfa.2023.131407

2. Nguyen, D. D.; Lai, J.-Y. Chem. Eng. J. 2022, 435, 134970.
doi:10.1016/j.cej.2022.134970

3. Mei, H.; Cai, S.; Huang, D.; Gao, H.; Cao, J.; He, B. Bioact. Mater.
2022, 8, 220–240. doi:10.1016/j.bioactmat.2021.06.035

4. Barenholz, Y. (Chezy). J. Controlled Release 2012, 160, 117–134.
doi:10.1016/j.jconrel.2012.03.020

5. Batist, G.; Barton, J.; Chaikin, P.; Swenson, C.; Welles, L.
Expert Opin. Pharmacother. 2002, 3, 1739–1751.
doi:10.1517/14656566.3.12.1739

6. Leonard, R. C. F.; Williams, S.; Tulpule, A.; Levine, A. M.; Oliveros, S.
Breast 2009, 18, 218–224. doi:10.1016/j.breast.2009.05.004

7. Ibrahim, M.; Abuwatfa, W. H.; Awad, N. S.; Sabouni, R.; Husseini, G. A.
Pharmaceutics 2022, 14, 254. doi:10.3390/pharmaceutics14020254

8. Shreyash, N.; Sonker, M.; Bajpai, S.; Tiwary, S. K.
ACS Appl. Bio Mater. 2021, 4, 2307–2334.
doi:10.1021/acsabm.1c00020

9. Chouhan, R.; Bajpai, A. K. J. Nanobiotechnol. 2009, 7, 5.
doi:10.1186/1477-3155-7-5

10. Vasir, J.; Reddy, M.; Labhasetwar, V. Curr. Nanosci. 2005, 1, 47–64.
doi:10.2174/1573413052953110

11. Gu, F.; Zhang, L.; Teply, B. A.; Mann, N.; Wang, A.;
Radovic-Moreno, A. F.; Langer, R.; Farokhzad, O. C.
Proc. Natl. Acad. Sci. U. S. A. 2008, 105, 2586–2591.
doi:10.1073/pnas.0711714105

12. Gül, D.; Önal Acet, B.; Lu, Q.; Stauber, R. H.; Odabaşı, M.; Acet, Ö.
Int. J. Mol. Sci. 2024, 25, 5171. doi:10.3390/ijms25105171

13. Önal Acet, B.; Gül, D.; Stauber, R. H.; Odabaşı, M.; Acet, Ö.
Nanomaterials 2024, 14, 823. doi:10.3390/nano14100823

14. Alacabey, İ.; Acet, Ö.; Önal, B.; Dikici, E.; Karakoç, V.; Gürbüz, F.;
Alkan, H.; Odabaşı, M. Polym. Bull. 2021, 78, 5593–5607.
doi:10.1007/s00289-020-03392-0

15. Wang, Y.; Chu, X.; Sun, Y.; Teng, P.; Xia, T.; Chen, Y.
J. Biomed. Mater. Res., Part B 2021, 109, 50–59.
doi:10.1002/jbm.b.34679

16. Ghanbarinia Firozjah, R.; Sadeghi, A.; Khoee, S. ACS Omega 2020, 5,
27119–27132. doi:10.1021/acsomega.0c02710

17. Chouhan, R.; Bajpai, A. K. J. Mater. Sci.: Mater. Med. 2009, 20,
1103–1114. doi:10.1007/s10856-008-3677-x

18. Acet, Ö.; Menteş, A.; Odabaşı, M. Polym. Bull. 2020, 77, 4679–4695.
doi:10.1007/s00289-019-02959-w

19. Acet, Ö.; Odabaşı, M. Polym. Bull. 2023, 80, 6657–6674.
doi:10.1007/s00289-022-04377-x

20. Yildirim, M.; Acet, Ö. Appl. Surf. Sci. Adv. 2023, 18, 100527.
doi:10.1016/j.apsadv.2023.100527

21. Guragain, S.; Bastakoti, B. P.; Malgras, V.; Nakashima, K.;
Yamauchi, Y. Chem. – Eur. J. 2015, 21, 13164–13174.
doi:10.1002/chem.201501101

22. Acet, Ö. Catal. Lett. 2023, 153, 3174–3184.
doi:10.1007/s10562-023-04418-8

23. Cheng, R.; Meng, F.; Deng, C.; Klok, H.-A.; Zhong, Z. Biomaterials
2013, 34, 3647–3657. doi:10.1016/j.biomaterials.2013.01.084

24. Yıldırım, M.; Acet, Ö.; Yetkin, D.; Acet, B. Ö.; Karakoc, V.; Odabası, M.
J. Drug Delivery Sci. Technol. 2022, 74, 103552.
doi:10.1016/j.jddst.2022.103552

25. Wu, M.; Li, J.; Lin, X.; Wei, Z.; Zhang, D.; Zhao, B.; Liu, X.; Liu, J.
Biomater. Sci. 2018, 6, 1457–1468. doi:10.1039/c8bm00226f

26. Talelli, M.; Hennink, W. E. Nanomedicine (London, U. K.) 2011, 6,
1245–1255. doi:10.2217/nnm.11.91

27. Yan, H.; Tsujii, K. Colloids Surf., B 2005, 46, 142–146.
doi:10.1016/j.colsurfb.2005.10.007

28. Chung, J. E.; Yokoyama, M.; Yamato, M.; Aoyagi, T.; Sakurai, Y.;
Okano, T. J. Controlled Release 1999, 62, 115–127.
doi:10.1016/s0168-3659(99)00029-2

29. Piloni, A.; Cao, C.; Garvey, C. J.; Walther, A.; Stenzel, M. H.
Macromol. Chem. Phys. 2019, 220, 1900131.
doi:10.1002/macp.201900131

30. Asayama, S.; Sekine, T.; Kawakami, H.; Nagaoka, S.
Nucleic Acids Symp. Ser. 2007, 51, 333–334.
doi:10.1093/nass/nrm167

https://orcid.org/0000-0003-1864-5694
https://orcid.org/0000-0003-2614-9914
https://orcid.org/0000-0002-1414-4465
https://doi.org/10.1016%2Fj.colsurfa.2023.131407
https://doi.org/10.1016%2Fj.cej.2022.134970
https://doi.org/10.1016%2Fj.bioactmat.2021.06.035
https://doi.org/10.1016%2Fj.jconrel.2012.03.020
https://doi.org/10.1517%2F14656566.3.12.1739
https://doi.org/10.1016%2Fj.breast.2009.05.004
https://doi.org/10.3390%2Fpharmaceutics14020254
https://doi.org/10.1021%2Facsabm.1c00020
https://doi.org/10.1186%2F1477-3155-7-5
https://doi.org/10.2174%2F1573413052953110
https://doi.org/10.1073%2Fpnas.0711714105
https://doi.org/10.3390%2Fijms25105171
https://doi.org/10.3390%2Fnano14100823
https://doi.org/10.1007%2Fs00289-020-03392-0
https://doi.org/10.1002%2Fjbm.b.34679
https://doi.org/10.1021%2Facsomega.0c02710
https://doi.org/10.1007%2Fs10856-008-3677-x
https://doi.org/10.1007%2Fs00289-019-02959-w
https://doi.org/10.1007%2Fs00289-022-04377-x
https://doi.org/10.1016%2Fj.apsadv.2023.100527
https://doi.org/10.1002%2Fchem.201501101
https://doi.org/10.1007%2Fs10562-023-04418-8
https://doi.org/10.1016%2Fj.biomaterials.2013.01.084
https://doi.org/10.1016%2Fj.jddst.2022.103552
https://doi.org/10.1039%2Fc8bm00226f
https://doi.org/10.2217%2Fnnm.11.91
https://doi.org/10.1016%2Fj.colsurfb.2005.10.007
https://doi.org/10.1016%2Fs0168-3659%2899%2900029-2
https://doi.org/10.1002%2Fmacp.201900131
https://doi.org/10.1093%2Fnass%2Fnrm167


Beilstein J. Nanotechnol. 2024, 15, 1189–1196.

1196

31. Li, Z.; Gao, Y.; Li, W.; Li, Y.; Lv, H.; Zhang, D.; Peng, J.; Cheng, W.;
Mei, L.; Chen, H.; Zeng, X. Smart Mater. Med. 2022, 3, 243–253.
doi:10.1016/j.smaim.2022.01.008

32. Li, Z.; Shan, X.; Chen, Z.; Gao, N.; Zeng, W.; Zeng, X.; Mei, L.
Adv. Sci. 2021, 8, 2002589. doi:10.1002/advs.202002589

33. Stuart, B. H. Infrared Spectroscopy: Fundamentals and Applications;
Analytical Techniques in the Sciences; Wiley, 2004.
doi:10.1002/0470011149

34. Ciani, L.; Ristori, S.; Bonechi, C.; Rossi, C.; Martini, G. Biophys. Chem.
2007, 131, 80–87. doi:10.1016/j.bpc.2007.09.011

35. Cafaggi, S.; Russo, E.; Stefani, R.; Leardi, R.; Caviglioli, G.; Parodi, B.;
Bignardi, G.; De Totero, D.; Aiello, C.; Viale, M. J. Controlled Release
2007, 121, 110–123. doi:10.1016/j.jconrel.2007.05.037

36. Yang, R.; Yang, S.-G.; Shim, W.-S.; Cui, F.; Cheng, G.; Kim, I.-W.;
Kim, D.-D.; Chung, S.-J.; Shim, C.-K. J. Pharm. Sci. 2009, 98,
970–984. doi:10.1002/jps.21487

37. Yıldırım, M.; Acet, Ö.; Önal Acet, B.; Karakoç, V.; Odabaşı, M.
Biochem. Biophys. Res. Commun. 2024, 734, 150464.
doi:10.1016/j.bbrc.2024.150464

38. Lee, C. M.; Tannock, I. F. Br. J. Cancer 2006, 94, 863–869.
doi:10.1038/sj.bjc.6603010

39. Kimoto, A.; Watanabe, A.; Yamamoto, E.; Higashi, T.; Kato, M.
Chem. Pharm. Bull. 2017, 65, 945–949. doi:10.1248/cpb.c17-00474

40. Silverman, L.; Barenholz, Y. Nanomedicine (N. Y., NY, U. S.) 2015, 11,
1841–1850. doi:10.1016/j.nano.2015.06.007

41. Wang, L.; Ren, K.-f.; Wang, H.-b.; Wang, Y.; Ji, J. Colloids Surf., B
2015, 125, 127–133. doi:10.1016/j.colsurfb.2014.11.017

42. Alibolandi, M.; Abnous, K.; Mohammadi, M.; Hadizadeh, F.;
Sadeghi, F.; Taghavi, S.; Jaafari, M. R.; Ramezani, M.
J. Controlled Release 2017, 264, 228–236.
doi:10.1016/j.jconrel.2017.08.030

License and Terms
This is an open access article licensed under the terms of
the Beilstein-Institut Open Access License Agreement
(https://www.beilstein-journals.org/bjnano/terms), which is
identical to the Creative Commons Attribution 4.0
International License
(https://creativecommons.org/licenses/by/4.0). The reuse of
material under this license requires that the author(s),
source and license are credited. Third-party material in this
article could be subject to other licenses (typically indicated
in the credit line), and in this case, users are required to
obtain permission from the license holder to reuse the
material.

The definitive version of this article is the electronic one
which can be found at:
https://doi.org/10.3762/bjnano.15.96

https://doi.org/10.1016%2Fj.smaim.2022.01.008
https://doi.org/10.1002%2Fadvs.202002589
https://doi.org/10.1002%2F0470011149
https://doi.org/10.1016%2Fj.bpc.2007.09.011
https://doi.org/10.1016%2Fj.jconrel.2007.05.037
https://doi.org/10.1002%2Fjps.21487
https://doi.org/10.1016%2Fj.bbrc.2024.150464
https://doi.org/10.1038%2Fsj.bjc.6603010
https://doi.org/10.1248%2Fcpb.c17-00474
https://doi.org/10.1016%2Fj.nano.2015.06.007
https://doi.org/10.1016%2Fj.colsurfb.2014.11.017
https://doi.org/10.1016%2Fj.jconrel.2017.08.030
https://www.beilstein-journals.org/bjnano/terms
https://creativecommons.org/licenses/by/4.0
https://doi.org/10.3762/bjnano.15.96

	Abstract
	Introduction
	Experimental
	Materials
	Cell culture
	Preparation of DOX-SNPs
	Characterization studies
	Cytotoxicity test
	Statistical analysis

	Results and Discussion
	Characterization studies
	DOX loading to SNPs
	Encapsulation and release studies of DOX encapsulated SNPs
	Cytotoxity of DOX-SNPs

	Conclusion
	Conflict of Interest
	Author Contributions
	ORCID iDs
	Data Availability Statement
	References

