Open Access Article. Published on 01 March 2018. Downloaded on 3/13/2026 11:08:13 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

RSC Advances

ROYAL SOCIETY

OF CHEMISTRY

View Article Online

View Journal | View Issue,

i ") Check for updates ‘

Cite this: RSC Adv., 2018, 8, 9218

White light-induced cell apoptosis by a conjugated
polyelectrolyte through singlet oxygen generationt

Jiamei Liang,®® Pan Wu,?® Chunyan Tan {*?® and Yuyang Jiang™®

Received 25th January 2018
Accepted 25th February 2018

DOI: 10.1039/c8ra00774h

rsc.li/rsc-advances

Reactive oxygen species (ROS) act as a double-edged sword in
cells in which moderate levels of ROS function as important
messengers in intracellular signalling pathways.'” However,
overproduction of ROS may disrupt cellular homeostasis, cause
oxidative damage to cellular constituents, and result in cell
growth arrest or cell death.>* Thus, it is a promising strategy to
utilize ROS as cytotoxic agents to induce cell apoptosis. Photo-
dynamic therapy (PDT) is an attractive ROS-mediated thera-
peutic  modality.> It utilizes the combination of
a photosensitizer (PS), light (usually in the visible spectrum),
and oxygen molecules to produce excess intracellular ROS,
predominantly highly reactive singlet oxygen ('0,) that can
oxidize and damage biomolecules.*” However, the cell death
mechanism induced by PDT is complex and depends on
multiple factors, such as intracellular localization of PS, PS
concentration, and light dose.® Therefore, the mechanism of
cell death is an ongoing topic of investigation in PDT.

Various chemical compounds have been investigated as PSs
in PDT, including porphyrins, phenothiazines, cyanines, bor-
ondipyrromethene dyes, and transition metal complexes.>™ In
recent years, conjugated polyelectrolytes (CPEs), characterized
by a delocalized m-electronic backbone and ionic side chains,
have aroused considerable attention as admirable PSs due to
their interesting optical properties, such as strong light-
harvesting capability, high fluorescence quantum yields, and
good photostability.”*** Since a cationic poly(p-phenylene
ethynylene) (PPE) was first reported to kill bacteria under visible
light irradiation in 2005," a variety of CPEs with backbones of
PPEs,'®"” poly(phenylene vinylene)s (PPVs),*® poly(fluorine-co-
phenylene)s (PFPs),* and poly(thiophene)s (PTs)**** have been
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A cationic conjugated polyelectrolyte (CPE) PPET3 with a poly(p-phenylene ethynylene terthiophene)
backbone and quaternary ammonium side chains was designed and synthesized. It serves as an efficient
photosensitizer for photodynamic therapy under white light irradiation and induces cell death through
the mitochondrial apoptosis pathway.

developed for use in light-activated antimicroorganism therapy.
Moreover, other researches that have gained much attention
include anticancer systems based on CPEs and the combination
of CPEs with other traditional PSs to enhance 'O, genera-
tion,**** for example, the combined use of CPEs with porphyrin
to enhance the generation of '0,. However, few studies exist on
the cellular response to CPE-mediated PDT. Even though
a cationic PT has been reported to induce cell apoptosis by
increasing activation of caspase-3 under irradiation,” the
upstream and downstream signal events elicited by CPEs-
mediated PDT are still not fully understood.

In this work, we report a cationic poly(p-phenylene ethyny-
lene terthiophene) (PPET3) as a sensitizer for effective PDT
under white light irradiation. Compared with the reference
polyelectrolyte PPE, PPET3 showed more efficient photo-
induced 'O, generation and higher photocytotoxicity under
identical conditions. The mechanisms of cell apoptosis induced
by PPET3 in PDT treatment were evaluated through flow cyto-
metric analysis, mitochondrial membrane potential (MMP)
measurement, western blot, and confocal imaging analysis. The
results suggest that PPET3 can induce mitochondrial apoptosis
upon white light irradiation (Scheme 1).

The molecular structures of PPET3 and PPE are shown in the
ESI (Scheme S1t), and their photophysical properties were
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Scheme 1 |llustration of PPET3 as a photosensitizer to induce cell
apoptosis.
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characterized in pure water. PPET3 exhibited a wide absorption
band located at 350-600 nm with a peak at 450 nm (Fig. S1,
ESIT), covering the spectral regions ranging from violet, blue,
green to yellow and suggesting that the polymer can be excited
by broad spectrum white light. However, PPE showed a nar-
rower absorption band in the wavelength range of 350-500 nm
(absorption peak at 393 nm), which might limit its excitation
efficiency under white light irradiation. In addition, both molar
extinction coefficients of PPET3 and PPE were determined to be
about 1.5 x 10* M~! em ™", indicating that the two CPEs have
strong light-harvesting capability.

Since PDT efficacy mostly depends on the 'O, generation of
the photosensitizer, the ability of PPET3 and PPE to photosen-
sitize 'O, was evaluated using 9,10-anthracenediyl-
bis(methylene) dimalonic acid (ABDA) as the 'O, detection
reagent. ABDA can be selectively oxidized by 'O, to form its
corresponding endoperoxide component (Fig. 1a), which
exhibited photobleaching.?® Therefore, the loss of absorbance of
ABDA can quantify the amount of 'O, generation in solution.
Fig. 1b shows the absorption spectra of ABDA in aqueous
solutions containing different concentrations of PPET3 (5, 10,
20, and 50 uM) as a function of exposure time of white light
(400-800 nm, power: 1 W, fluence rate: 100 mW cm™2). Under
irradiation, the absorption peaks of ABDA monotonically
decreased in intensity with an increase in exposure time, indi-
cating an increased yield of 'O,. Similar behaviour was observed
in the case of ABDA in the presence of PPE under identical
experimental conditions (Fig. S2a, ESIT). The ratio of the char-
acteristic absorption peak of ABDA at 378 nm before and after
irradiation against exposure time is summarized (Fig. 1c and
S2b, ESIT). In the presence of 5, 10, 20, and 50 uM PPET3 and
after 10 min of white light illumination, the relative absorbance
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Fig.1 (a) Schematic diagram of 1O, generation and chemical reaction
of ABDA with *O,. (b) Absorption spectral changes of ABDA in the
presence of 5, 10, 20, and 50 uM PPET3 over different periods of
exposure time. (c) Plot of normalized absorbance of ABDA at 378 nm
against exposure time in the solutions containing various concentra-
tions of PPET3. (d) Relative cell viability of Hela cells incubated with
PPET3 at a series of concentrations with or without white light
irradiation.
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of ABDA at 378 nm decreased to 74.6%, 61.4%, 36.0%, and
12.3%, respectively, and decreased to 84.7%, 75.9%, 65.1% and
30.0% for the respective concentrations of PPE. The decrease
rate of absorbance intensity in the presence of PPET3 was faster
than that in PPE with equal concentration. That is, PPET3 dis-
played better 'O, generation ability, which was attributed to the
intersystem crossing effect enhanced by terthiophene units.””**
There was no obvious decrease in absorbance for the solution
containing ABDA without any CPEs after irradiation, confirm-
ing that the decrease in ABDA absorbance intensity was caused
by '0, generated from photosensitive CPEs instead of white
light illumination.

To verify the PDT efficacy of PPET3 and PPE, the dark-toxicity
and phototoxicity against human cervical carcinoma (HeLa)
cells were measured using a 3-(4,5-dimethylthiazol-2-yl)-2,5-
diphenyltetrazolium bromide (MTT) assay. We first explored
the parameters of the PDT dose (PS concentration and irradia-
tion time). HeLa cells were treated with graded concentrations
of PPET3 and PPE (5, 10, 20, 50, and 100 uM) and different doses
of white light (5 and 10 min). As illustrated in Fig. 1d, the cell
viability decreased rapidly with increasing concentrations of
PPET3 and increasing white light dose. In contrast, PPET3
showed no obvious cytotoxicity (cell viability > 99%) in the dark
even up to a concentration of 100 uM, suggesting water-soluble
PPET3 has excellent biocompatibility and low dark cytotoxicity.
In addition, the cells maintained high viability when white light
irradiation was performed alone. These results demonstrate
that photocytotoxicity was induced by 'O, generated from
photosensitive PPET3 and not by the irradiating white light. The
reference polyelectrolyte, PPE generated less 'O, under white
light irradiation than PPET3 in identical concentration and
displayed much less photocytotoxicity against HeLa cells under
similar experimental conditions (Fig. S3, ESIt). Even at the
highest tested concentration (100 uM), HeLa cells maintained
84% viability after exposure to white light for 10 min. We
speculate that the PDT efficacy of a photosensitizer in HeLa cells
depends both on its 10, generation efficiency and other
parameters, such as cellular uptake and retention.

Earlier studies found that the internalized PPET3 trans-
located from lysosomes to mitochondria upon white light irra-
diation.* However, the responses of HeLa cells to the excessive
'0, have not yet been investigated. Since mitochondria plays
a vital role in cell apoptotic pathway, we explored the capability
of 'O, to induce cell apoptosis. The effects of PPET3-mediated
PDT on apoptotic death in Annexin V-mFluor Violet 450/PI
staining HeLa cells were assessed by flow cytometric analysis.
Fig. 2 shows the percentages of viable (Annexin V negative, PI
negative), early apoptotic (Annexin V positive, PI negative), late
apoptotic (Annexin V positive, PI positive), and necrotic
(Annexin V negative, PI positive) cells after different treatments.
The cells treated with PPET3 (5 and 10 pM) had minimal
detrimental effects without white light irradiation. However,
after PPET3-treated cells were exposed to white light, the cells
exhibited an increased percentage of both early apoptotic cells
and late apoptotic cells. For 5 uM PPET3-treated cells under
white light, the early apoptotic cells were 4.56% after 5 min
irradiation, and increased to 11.6% after 10 min irradiation.
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Fig. 2 Flow cytometry quantification of different treatments of Hela
cells labeled with Annexin V-mFluor Violet 450/Pl. The cells were
incubated with PPET3 (5 and 10 uM) and irradiated by white light for 5
or 10 min.

When the treated concentration of PPET3 was increased to 10
uM, the percentage of early apoptotic cells was slightly
increased to 9.32% and 12.4% after 5 and 10 min of irradiation,
respectively. These results serve as evidence that PPET3-
mediated PDT is capable of inducing cell apoptosis.

Since early apoptotic cells undergo characteristic depolar-
ization of mitochondria,* detection of the mitochondrial
membrane potential (MMP, A¥,,)) using tetramethylrhodamine
(TMRM) was carried out by flow cytometry. TMRM is a lipophilic
cationic rhodamine derivative, which will accumulate within
mitochondria in an inverse proportion to A¥ ,,.** Fig. 3 displays
the histogram plots of HeLa cells after the treatment of PPET3
alone or combined with PPET3 and white light irradiation.
Compared to HeLa cells treated solely with PPET3, the cells
treated by combined PPET3 and irradiation exhibited weaker
TMRM fluorescence, indicating mitochondrial membrane
disruption in HeLa cells after combined treatment. Moreover,
the intensity of TMRM fluorescence weakened further when the
irradiation time was prolonged from 5 to 10 min. The above
studies indicate that the MMP decreased with an increase in
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Fig. 3 Flow cytometry quantification of different treatments of Hela
cells labeled with TMRM (200 nM). The cells were incubated with
PPET3 (5 and 10 uM) and irradiated with white light for 5 or 10 min.
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PPET3 concentration or light dose, which agree with the results
from Annexin V-mFluor staining in Fig. 2.

The loss of MMP was reported to facilitate cytochrome C
release and activate apoptotic cascade reaction.*” To further
analyse the mitochondria-mediated apoptosis pathway acti-
vated by PPET3-mediated PDT, the expression of related
proteins was tested using western blotting. HeLa cells treated
with PPET3 alone and with white light irradiation alone had
nearly no changes in the expressions of the detected proteins
compared with control HeLa cells (Fig. 4a, left). However, when
the cells were treated with the combination of PPET3 and white
light illumination, the expression of cleaved caspase-9, -3, and
-7 increased, accompanying the cleavage of poly(ADP-ribose)
polymerase (PARP), one of the main targets of cleaved
caspase-3. Caspase-9 plays a pivotal role in the intrinsic mito-
chondrial apoptosis pathway, and the cleavage of caspase-9
presumably triggers a cascade of caspase activation events,*
including the cleavage of caspase-7 and -3. PARP activated by
cleaved caspase-3 is essential for cell apoptosis.** Our results
reveal that PPET3 can efficiently induce apoptosis of HeLa cells
via the mitochondrial apoptotic pathway.

Furthermore, time-dependent cell apoptosis was also
investigated using western blotting. The cells were treated
with a combination of 5 uM PPET3 and 10 min of white light
illumination. The expression of the caspase family as well as
PARP was evaluated at 0.5, 1, 2, 4, 6, and 8 h post-treatment
(Fig. 4a, right). In cells fractionated within 0.5-2 h post-
treatment, there was almost no considerable change in the
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Fig. 4 (a) Western blot analysis of the expression of apoptosis-related
proteins in Hela cells. Left: Hela cells were incubated with PPET3 (5
and 10 uM) and irradiated by white light for 5 or 10 min. The expression
of the proteins was evaluated at 8 h post-treatment. Right: Hela cells
were incubated with PPET3 (5 uM) and irradiated by white light for
10 min. The expression of the proteins was evaluated at 0.5, 1, 2, 4, 6,
and 8 h post-treatment, respectively. Ctrl: untreated cells, P: cells
incubated with 5 uM PPET3 alone. (b) Confocal fluorescence images of
PPET3 (5 uM)-treated Hela cells after white light irradiation for 10 min.
Cells were stained with Hoechst 33342. Scale bar: 5 um.
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expression of cleaved caspase-9, -3, and -7 as well as cleaved
PARP. However, when time was extended to 4 and 6 h,
a decreasing amount of the cleaved caspases and PARP was
observed. In addition, levels of the proteins were found to
increase slightly 8 h post-treatment.

To explore the morphological changes of nucleus induced
by PPET3-mediated PDT treatment, Hoechst 33342 which has
a bright blue fluorescence when combined with DNA double
strands, was employed to label the nuclei. As shown in Fig. 4b,
the nucleus of control cells treated with 5 uM PPET3 alone
were evenly stained by Hoechst 33342. In contrast, the cells
treated with the combination of 5 uM PPET3 and 10 min of
white light illumination displayed chromatin margination
(the yellow arrow in Fig. 4b), the disassembly of chromosomal
territory, and formation of spatially organized nuclear
apoptotic bodies (the white arrow in Fig. 4b). These results
further indicate that the cells underwent apoptotic cell death
after PPET3-mediated PDT treatment.

Conclusions

In conclusion, we describe the utilization of PPET3 containing
terthiophene units in its backbone as a PDT agent for HeLa
cells. PPET3 exhibited good biocompatibility, low cytotoxicity
in dark, and a high yield of 'O, under white light irradiation.
The photocytotoxicity of PPET3 mostly depended on the
concentration of the sensitizer and white light dose. The
combined treatment of PPET3 with white light irradiation
efficiently induced mitochondrial depolarization and cell
apoptosis. Additionally, the activation of caspase-9, -3, and -7
as well as PARP was observed by western blotting, further
confirming the activation of mitochondrial apoptosis. The
successful new application of PPET3 in PDT and its apoptosis-
inducing property under white light irradiation demonstrates
its potential as a promising photosensitizer in disease
therapeutics.

Methods

Determination of singlet oxygen generation

A chemical oxidation method based on ABDA was used to
monitor the 0, generation from photosensitive PPET3 and
PPE. ABDA is a water soluble derivative of anthracene that can
be converted to its corresponding endoperoxide after specifi-
cally oxidized by 'O,, which results in a decrease in its
absorbance at 378 nm. A white light LED lamp (wavelengths
ranging from 400 to 800 nm, power: 1 W, 100 mW cm™>) was
employed as the light source. The solutions containing various
concentrations of PPET3 or PPE (5, 10, 20 and 50 uM) and
ABDA/DMSO were homogeneously mixed in a 96-well plate,
reacted in the dark for 15 min and then irradiated with white
light for different time durations (0, 1, 3, 5, 8, 10, 12 and 15
min). The control experiment was carried out with ABDA
under the same irradiation condition but without any poly-
electrolytes. The absorption spectra of ABDA was recorded
with a plate reader at designated time intervals.

This journal is © The Royal Society of Chemistry 2018
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Cell viability assay

The viability of HeLa cells exposed to PPET3 or PPE were eval-
uated via MTT assay. HeLa cells were seeded onto 96-well plates
(10 000 cells per well) and incubated for 24 h. Then the culture
medium was replaced with fresh medium containing PPET3 or
PPE at various concentrations (0, 5, 10, 20, 50 and 100 uM). After
2 h of incubation, HeLa cells were washed twice with PBS buffer
to ensure the extracellular conjugated polyelectrolytes was
completely removed and then incubated with fresh medium for
another 10 h to completely internalize the polyelectrolytes. The
cells were exposed to white light for 5 or 10 min to induce
phototoxicity or kept in dark as control. After another 24 h cell
culture, 10 pL of MTT (0.5 mg mL ") was added into each well.
The supernatant liquid was carefully removed after 4 h of
incubation, then 100 pL of DMSO was added into each well to
dissolve the formazan crystals produced by the live cells. The
optical density (OD) at 570 nm was read with a plate reader.

Flow cytometry analysis of apoptosis and necrosis cells

HeLa cells were seeded in a 12-well plate (200 000 cells per well)
and incubated for 24 h. Cells were treated with PPET3 (5 or 10
pM) in medium for 2 h and washed twice to remove the
remaining polyelectrolytes. After additional 10 h of culture, the
cells were irradiated with white light for various lengths of time
(0, 5 and 10 min). Every two wells of cells were treated in the
same condition and harvested into a centrifuge tube at 2 h post-
treatment. The cells were washed twice with pre-cooling PBS,
resuspended in 200 pL of assay buffer and stained with 2 pL of
Annexin V-mFluor Violet 450 (E,: 405 nm, E,;;: 450 nm) and 2 pL
of propidium iodide (PI) at room temperature for 30 min in the
dark. After added 300 pL of assay buffer, the samples were
analyzed on a flow cytometer within 1 h.

Measurement of mitochondrial membrane potential (MMP)
with TMRM

HeLa cells were treated and harvested as described in the flow
cytometry analysis of apoptosis and necrosis cells. The samples
were washed twice with pre-cooling PBS and incubated with
200 nM TMRM (E,: 549 nm, E,,;: 573 nm) at 37 °C for 30 min in
the dark. After washed twice with pre-cooling PBS, the cells were
analyzed with a flow cytometer within 1 h. Results were
expressed as the proportion of cells with low TMRM fluores-
cence indicating the loss of MMP.

Western blot analysis of the activation of caspases and PARP

HeLa cells were seeded in a 12-well plate and incubated for 24 h.
Then, cells were treated with PPET3 (5 pM and 10 uM) in culture
medium for 2 h and washed twice to remove untaken samples.
After additional 10 h of culture, each well were irradiated with
white light for 5 min or 10 min. The cells were resuspended,
washed and collected at 8 h post-treatment. After lysed with RIPA
lysis buffer and PMSF, the samples were centrifuged and the
supernatant was collected. To ensure an equal amount of protein
was loaded, the protein concentrations of the samples were
measured with BCA protein assay. Cell lysate was mixed with

RSC Adv., 2018, 8, 9218-9222 | 9221
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sample loading buffer and then heated to 100 °C for 10 minutes.
Equal amounts of denatured proteins (30 pg) were loaded into
a 12% SDS-PAGE gel and gel electrophoresis was performed
under 100 V for 2 h. The proteins were detected by western blot.

To investigate the kinetics of caspase family and PARP
cleavage, HeLa cells were seeded in a 12-well plate and incu-
bated for 24 h. Then, cells were treated PPET3 (5 uM) in culture
medium for 2 h and washed twice to remove untaken samples.
After additional 10 h of culture, each well were treated with
white light for 10 min. The cells were resuspended, washed and
collected at various intervals after PPET3-induced PDT. The
remaining steps were as previous describing.

PDT-induced apoptosis with Hoechst 33342 staining
fluorescence imaging

HeLa cells were seeded on 22 mm glass coverslips coated with
poly(i-lysine) and the coverslips were placed at the bottom of
35 mm culture dishes. After incubated for 24 h, the cells were
treated with PPET3 (5 uM) in culture medium for 2 h, washed
three times with PBS and incubated for 10 h. The cells were
exposed to white light for 10 min or kept in dark as control. At
8 h post-treatment, the cells were stained with 800 uL of assay
buffer containing 5 uL of Hoechst 33342 in the dark at 4 °C for
20 min, washed twice with PBS, fixed in 4% paraformaldehyde
for 10 min at room temperature and washed three times with
PBS. The coverslips were sealed and fluorescence images were
taken by confocal microscopy and fluorescent microscopy.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

The authors would like to thank the financial support from the
National Natural Science Foundation of China (No. 21572115)
and Shenzhen Municipal Government
(J€YJ20160301153959476 and JCY]20160324163734374).

Notes and references

1 T. Finkel, J. Cell Biol., 2011, 194, 7-15.

2 P. T. Schumacker, Cancer Cell, 2015, 27, 156-157.

3 R. Mittler, Trends Plant Sci., 2017, 22, 11-19.

4 S. Galadari, A. Rahman, S. Pallichankandy and
F. Thayyullathil, Free Radical Biol. Med., 2017, 104, 144-164.

5 Z. Zhou, J. Song, L. Nie and X. Chen, Chem. Soc. Rev., 2016,
45, 6597-6626.

6 B. Li, L. Lin, H. Lin and B. C. Wilson, J. Biophotonics, 2016, 9,
1314-1325.

7 A. Juarranz, P. Jaén, F. Sanz-Rodriguez, ]. Cuevas and
S. Gonzalez, Clin. Transl. Oncol., 2008, 10, 148-154.

8 C. A. Robertson, D. H. Evans and H. Abrahamse, J.
Photochem. Photobiol., B, 2009, 96, 1-8.

9 M. Ethirajan, Y. Chen, P. Joshi and R. K. Pandey, Chem. Soc.
Rev., 2011, 40, 340-362.

9222 | RSC Adv., 2018, 8, 9218-9222

View Article Online

Paper

10 A. Kamkaew, S. H. Lim, H. B. Lee, L. V. Kiew, L. Y. Chung and
K. Burgess, Chem. Soc. Rev., 2013, 42, 77-88.

11 H. Abrahamse and M. R. Hamblin, Biochem. J., 2016, 473,
347-364.

12 C. Zhu, L. Liu, Q. Yang, F. Lv and S. Wang, Chem. Rev., 2012,
112, 4687-4735.

13 W. Wu, G. C. Bazan and B. Liu, Chem, 2017, 2, 760-790.

14 C. G. Qian, Y. L. Chen, P. J. Feng, X. Z. Xiao, M. Dong,
J. C. Yu, Q. Y. Hu, Q. D. Shen and Z. Gu, Acta Pharmacol.
Sin., 2017, 38, 764-781.

15 L. D. Lu, F. H. Rininsland, S. K. Wittenburg, K. E. Achyuthan,
D. W. McBranch and D. G. Whitten, Langmuir, 2005, 21,
10154-10159.

16 S. Chemburu, T. S. Corbitt, L. K. Ista, E. Ji, J. Fulghum,
G. P. Lopez, K. Ogawa, K. S. Schanze and D. G. Whitten,
Langmuir, 2008, 24, 11053-11062.

17 A. Parthasarathy, H. C. Pappas, E. H. Hill, Y. Huang,
D. G. Whitten and K. S. Schanze, ACS Appl. Mater.
Interfaces, 2015, 7, 28027-28034.

18 H. Bai, H. Yuan, C. Nie, B. Wang, F. Lv, L. Liu and S. Wang,
Angew. Chem., Int. Ed., 2015, 54, 13208-13213.

19 H. Bai, H. Zhang, R. Hu, H. Chen, F. Ly, L. Liu and S. Wang,
Langmuir, 2017, 33, 1116-1120.

20 R. Li, R. Niu, J. Qi, H. Yuan, Y. Fan, H. An, W. Yan, H. Li,
Y. Zhan and C. Xing, ACS Appl. Mater. Interfaces, 2015, 7,
14569-14572.

21 Y. Huang, H. C. Pappas, L. Zhang, S. Wang, R. Cai, W. Tan,
S. Wang, D. G. Whitten and K. S. Schanze, Chem. Mater.,
2017, 29, 6389-6395.

22 L. Liu, M. Yu, X. Duan and S. Wang, J. Mater. Chem., 2010, 20,
6942-6947.

23 M. Lan, S. Zhao, Y. Xie, J. Zhao, L. Guo, G. Niu, Y. Li, H. Sun,
H. Zhang, W. Liu, J. Zhang, P. Wang and W. Zhang, ACS Appl.
Mater. Interfaces, 2017, 9, 14590-14595.

24 C. Xing, L. Liu, H. Tang, X. Feng, Q. Yang, S. Wang and
G. C. Bazan, Adv. Funct. Mater., 2011, 21, 4058-4067.

25 H. Yuan, B. Wang, F. Lv, L. Liu and S. Wang, Adv. Mater.,
2014, 26, 6978-6982.

26 Y. Yang, H. Liu, M. Han, B. Sun and J. Li, Angew. Chem., Int.
Ed., 2016, 55, 13538-13543.

27 Z. J. Zhou, T. S. Corbitt, A. Parthasarathy, Y. L. Tang,
L. F. Ista, K. S. Schanze and D. G. Whitten, J. Phys. Chem.
Lett., 2010, 1, 3207-3212.

28 A. Parthasarathy, S. Goswami, T. S. Corbitt, E. Ji, D. Dascier,
D. G. Whitten and K. S. Schanze, ACS Appl. Mater. Interfaces,
2013, 5, 4516-4520.

29 P.Wu, N. Xu, C. Tan, L. Liu, Y. Tan, Z. Chen and Y. Jiang, ACS
Appl. Mater. Interfaces, 2017, 9, 10512-10518.

30 D. R. Green and G. Kroemer, Science, 2004, 305, 626-629.

31 S. W. Perry, J. P. Norman, J. Barbieri, E. B. Brown and
H. A. Gelbard, Biotechniques, 2011, 50, 98-115.

32 G. Kroemer, L. Galluzzi and C. Brenner, Physiol. Rev., 2007,
87, 99-163.

33 S. J. Riedl and Y. Shi, Nat. Rev. Mol. Cell Biol., 2004, 5, 897-
907.

34 S. Elmore, Toxicol. Pathol., 2007, 35, 495-516.

This journal is © The Royal Society of Chemistry 2018


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c8ra00774h

	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h

	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h
	White light-induced cell apoptosis by a conjugated polyelectrolyte through singlet oxygen generationElectronic supplementary information (ESI) available: Experimental including materials, methods, and some supplementary figures. See DOI: 10.1039/c8ra00774h


