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glet oxygen generators of novel
water-soluble perylene diimide photosensitizers†

Furkan Özçil and Funda Yükrük *

In this study, novel photosensitizers using three water-soluble green perylene diimide (PDI)-based ligands

were synthesized, which can be used as photosensitizing drugs in photodynamic cancer therapy (PDT).

These three efficient singlet oxygen generators were prepared via reactions of three newly designed

molecules, namely 1,7-di-3-morpholine propylamine-N,N′-(L-valine-t-butylester)-3,4:9,10-perylyne

diimide, 1,7-dimorpholine-N,N′-(O-t-butyl-L-serine-t-butylester)-3,4:9,10-perylene diimide and 1,7-

dimorpholine-N,N′-(L-alanine t-butylester)-3,4:9,10-perylene diimide. Although there have been

numerous photosensitizers, most of them have a limited useable range of solvent conditions or low

photostability. These sensitizers have demonstrated strong absorption and red-light excitation. The

singlet oxygen production of the newly synthesized compounds was investigated using a chemical

method with 1,3-diphenyl-iso-benzofuran as a trap molecule. In addition, they do not have any dark

toxicity at the active concentrations. Owing to these remarkable properties, we demonstrate the singlet

oxygen generation of these novel water-soluble green perylene diimide (PDI) photosensitizers with

substituent groups at the 1 and 7 positions of the PDI material, which are promising for PDT.
Introduction

Perylene diimides (PDIs) are reddish dyes, and their derivatives
are among the most extensively investigated dyes owing to their
high absorption coefficient for visible light, high thermal and
chemical stability and high quantum yield. As industrial
pigments, PDIs are insoluble in common solvents due to
aggregation, and hence their processing, material applications
and synthesis remain restricted. Functional PDIs are used
extensively in various applications, such as solar cells, dye lasers
and photovoltaic devices, with increasing solubility.1–3 Also,
water solubility is a tricky problem with PDI dyes; however,
recently it has been addressed successfully for the PDI mole-
cules as photosensitizers.4 There is a major advantage for PDI
materials in bio-applications when they are water-soluble and
nonaggregating in aqueous media. Various modications of the
parent chromophore have yielded improved solubility charac-
teristics. Most important among these is the substitution at the
bay region, the positions of 1, 6, 7 and 12 of the perylene core.
Furthermore, appropriate modications using additional ionic
side substitution on the perylene core can increase the water
solubility of PDIs and shi the maxima of the absorption
spectra of the chromophores up to approximately 750 nm. The
ionic substituents can suppress p–p aggregation and shield the
Science, Balikesir University, Balikesir,
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tion (ESI) available. See DOI:

20
inner perylene molecules, thus contributing to the water solu-
bility that is essential for biological applications. Therefore, the
water solubility can still be improved further. PDIs have been
studied as photosensitizers owing to their high quantum yields
of 1O2 generation.4 Photosensitizers with the ability to produce
1O2 under light irradiation have attracted considerable atten-
tion owing to their fascinating applications as represented by
PDT. Porphyrins, tetrapyrroles, phytalocyanines and hetero-
anthracenes are among such singlet oxygen producing
photosensitizers.5–8 Injectable and photosensitizing supramo-
lecular hydrogels show great potential in biomedical applica-
tions, such as PDT and wound dressings.22

PDI derivatives have electron acceptor properties and
photochemical stability.9 Applications of PDIs as induced
organic compounds include photochemistry,10 photophysics,11

molecular switches and wires,12 electrochemical donor accep-
tors,13 light-harvesting arrays,14 thin lms,15 organic light-
emitting diodes,16 photodynamic therapy,17,18 living cell stain-
ing,19 ngermark detection,20 biomedical applications,21,22

organic nanodevices,23 dye lasers,24 solar cells,25 chemo-
sensors,26 photosensitizers,4 reprographic processes27,28 and
photovoltaic devices.29

Photodynamic therapy (PDT) is a non-invasive treatment for
both cancerous and noncancerous diseases involving the
combined use of near-visible or visible light and
photosensitizers.30–32 The photosensitizer activates ground state
oxygen and generates singlet oxygen when excited with light.33

PDT is applied with the drug Photofrin (pormer sodium) in the
treatment of various cancers, such as lung, esophageal, bladder,
© 2023 The Author(s). Published by the Royal Society of Chemistry
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head, neck, skin, perianal, metastatic breast, gynecologic and
others.34

PDT not only improves the quality of life with adjuvant
therapy in advanced cancer cases, but also curatively treats
early-stage cancer.

As an improvement of the current photodynamic therapy
treatment,4 we developed novel photosensitizers using green
PDIs, which can be excited at longer wavelengths with more
penetrating light, because such compounds are highly efficient
singlet oxygen generators (Fig. 1). The synthesized novel green
PDI photosensitizers have zero cytotoxicity in the absence of
light (Fig. 2). This means that tumor damage can be controlled
by the amount of light irradiated for a given drug dose in the
photodynamic cancer treatment method.
Results

Three novel water-soluble perylene diimides were studied in
isopropanol at 5 × 10−6 mM concentration for singlet oxygen
generation properties. The experiments were carried out in
which the sensitizers were precisely determined. The excitation
of PDI dyes was provided by light from 240 W tungsten lamps
equipped with a lter to remove light with <600 nm. The light
intensity was 11 mW cm−2.
Fig. 1 Synthesis of green perylene diimide derivatives. IIIa-1,7-dimorphol
di-3-morpholine propylamine-N,N′-(L-valine-t-butylester)-3,4:9,10-per
butylester)-3,4:9,10-perylene diimide (3).

© 2023 The Author(s). Published by the Royal Society of Chemistry
Before irradiation, the change in the absorption spectrum of
the selective singlet oxygen trapping agent 1,3-diphenyl-iso-
benzofuran (5 × 10−5 mM) in the aerated media was measured
for 5 min (Fig. 2). Under irradiation, the absorbance was
measured every 5 min in the dark and also under red light. PDI
photosensitizer solutions showed signicant decrease in
absorbance, whereas the absorbance at the peak absorbance
wavelength of 1,3-diphenyl-iso-benzofuran as a trapping mole-
cule (Fig. 3) (400 nm) did not change. We also obtained absor-
bance data under the same conditions until 60 min in the dark,
followed by a 60 min period of irradiation with red light, in
order to eliminate any contribution to the absorbance changes
from dark reactions (Fig. 2). Under dark conditions, the
compounds did not show any difference in the absorbance
measurement of the reaction mixture. However, on turning on
the light, degradation was initiated by the singlet oxygen trap.
The absorption spectrum of one of the compounds in pH 7.4
Tris buffer solution showed broad and red-shied peaks
centered at 655 nm (Fig. 3). In the same buffer solution, the
extinction coefficients were near 20 000 M−1 cm−1.

In this study, we present the synthesis and characterization
of three new perylene diimide dyes. These dyes have absorp-
tions in the range of 650–700 nm. Thus, they are readily excit-
able in the therapeutic window. We demonstrated and
ine-N,N′-(L-alanine t-butylester)-3,4:9,10-perylene diimide (1), IIIb-1,7-
ylene diimide (2), IIIc-1,7-dimorpholine-N,N′-(O-t-butyl-L-serine-t-

RSC Adv., 2023, 13, 15416–15420 | 15417
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Fig. 2 Change in the relative absorbance of 5× 10−6 mM green perylene diimides under red light illumination at 421.5 nm in the presence of 5×

10−5 mM 1,3-diphenyl-iso-benzofuran (dpbf); illumination starts after 60 min dark treatment.
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compared the relative singlet oxygen generation efficiencies of
these novel PDI dyes. To that end, we studied the degradation of
1,3-diphenyl-iso-benzofuran (dpbf) as a singlet oxygen trap in
the presence of these dyes. We observed that PDI dyes do not
induce any changes in the absorption spectra of the singlet
oxygen trap when kept in the dark. However, when red light
excitation is initiated, rapid degradation takes place. PDI dyes
are not equally active in the degradation reaction. Compound 1,
IIIa-1,7-dimorpholine-N,N′-(L-alanine-t-butylester)-3,4:9,10-
perylene diimide, showed the greatest capacity for singlet
oxygen generation (66%) compared to compound 2, IIIb-1,7-di-
3-morpholine propylamine-N,N′-(L-valine-t-butylester)-3,4:9,10-
perylene diimide (53%), and compound 3, IIIc-1,7-dimorpho-
line-N,N′-(O-t-butyl-L-serine-t-butylester)-3,4:9,10-perylene
Fig. 3 Change in the absorbance spectrum of singlet oxygen trap ‘dpbf’
3,4:9,10-perylene diimide, on irradiation with light (l > 600 nm).

15418 | RSC Adv., 2023, 13, 15416–15420
diimide (29%) (Fig. 4). Relative singlet oxygen generation effi-
ciencies in isopropanol are 0.90, 0.72 and 0.39 for the sensi-
tizers 1, 2 and 3, respectively. Also, AQYs from the soluble PDIs
are 3.59, 2.88 and 1.58, respectively.
Discussion

The three synthesized novel water-soluble green perylene dii-
mides are efficient singlet oxygen generators, and can therefore
be used as photosensitizers in PDT research. Although water
solubility is a tricky problem with PDI dyes, this has been
addressed successfully for these three novel green perylene
diimide derivatives.
and compound 1, IIIa-1,7-dimorpholine-N,N′-(L-alanine t-butylester)-

© 2023 The Author(s). Published by the Royal Society of Chemistry
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Fig. 4 Percentage of singlet oxygen efficiency of PDIs.
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Singlet oxygen, the reactive species proposed as the most
likely active agent in photodynamic therapy, was shown to be
regenerated by our group by synthesizing and stimulating
a continuation of green PDI dyes.

In our experiments we clearly specied the conditions
required for both light and PDI dyes. Thus, we believe we may
already have three examples of novel compounds of perylene
diimides for photodynamic therapy. Further derivatives and
targeting studies are likely to improve the effectiveness of these
therapeutic agents.
Conclusion

Three novel perylene diimides, absorbing long wavelengths,
were synthesized and characterized. Bay region substitutions of
the PDI systems were recently shown to display ‘improved’
absorbance characteristics and thus, similar derivatives were
targeted herein. In conclusion, we have three novel dyes with
absorbance in the therapeutic region of 600–850 nm (Fig. 1) and
water solubility, which is a tricky problem with PDI dyes, was
addressed successfully. With carboxy groups at the imide
positions, and other polar groups in the bay regions, we were
able to obtain up to 5 mgmL−1 solubility in neutral pH aqueous
solutions, a remarkable feat in itself. Singlet oxygen, the reactive
species proposed as the most likely active agent in photody-
namic therapy, was shown to form with the excitation of green
PDI dyes for the second time. The fact that this excitation is
done under red light is even better, demonstrating the practical
utility of this singlet oxygen generating system. These prom-
ising results are the rst important step in providing new PDT
agents.
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2 B. Kippellen and J. L. Brèdas, Organic photovoltaics, Energy
Environ. Sci., 2009, 2, 251–261, DOI: 10.1364/OE.18.00A506.

3 J. M. Wang, E. F. He, H. L. Wang, W. L. Hou, J. Xu, L. Yu,
L. L. Zhao, Z. L. Zhang and H. Q. Zhang, Synthesis,
characterization, photophysical and electrochemical
properties of oxygen bridged twisted heptatomic biphenyl
substituted perylene diimides, Chin. Chem. Lett., 2017, 28,
383–387, DOI: 10.1016/j.cclet.2016.10.011.

4 F. Yukruk, A. L. Dogan, H. Canpinar, D. Guc and
E. U. Akkaya, Water Soluble Green Perylene diimide (PDI)
Dyes as Potential Sensitizers for Photodynamic Therapy,
Org. Lett., 2005, 7(14), 2885–2887, DOI: 10.1021/ol050841g.

5 B. Hong, L. Sheng, L. Yun and L. S. Xie, Singlet oxygen
quantum yields of porphyrin-based photosensitizers for
photodynamic therapy, J. Innovative Opt. Health Sci., 2008,
01(01), DOI: 10.1142/S1793545808000169.

6 G. Vargas, H. Seok, K. M. Li and S. Kim, Pyrrole-based
photosensitizers for photodynamic therapy, J. Porphyrins
Phthalocyanines, 2021, 25(09), A–U, DOI: 10.1142/
S1088424621300044.

7 D. Chen, M. Song, J. Huang, N. Chen, J. Xue and M. Huang,
Photocyanine: A novel and effective phthalocyanine-based
photosensitizer for cancer treatment, J. Innovative Opt.
Health Sci., 2020, 13(03), 2030009, DOI: 10.1142/
S1793545820300098.

8 K. Imato, K. Ohira, M. Yamaguchi, T. Enokia and Y. Ooyama,
Phenazine-based photosensitizers for singlet oxygen
generation, Mater. Chem. Front., 2020, 4, 589–596, DOI:
10.1039/C9QM00685K.

9 Y. Zhao and M. R. Wasielewski, 3,4: 9,10-
Perylenebis(dicarboximide) chromophores that function as
both electron donors and acceptors, Tetrahedron Lett.,
1999, 40(39), 7047–7050, DOI: 10.1016/S0040-4039(99)
01468-9.

10 S. Icli, S. Demir, B. Dindar, A. O. Doroshenko and C. Timur,
Photophysical and photochemical properties of a water-
soluble perylene diimide derivative, J. Photochem.
Photobiol., A, 2000, 136, 15–24, DOI: 10.1016/S1010-
6030(00)00311-7.

11 S. A. El-Daly, M. K. Awad, S. T. Abdel-Halim and
D. A. Dowidar, Photophysical properties and semiempirical
calculations of perylene-3,4,9,10-tetracarboxylic
tetramethylester (PTME), Spectrochim. Acta, Part A, 2008,
(71), 1063–1069, DOI: 10.1016/j.saa.2008.02.049.

12 Y. Zhang, Z. Xu, L. Cai, G. Lai, H. Qiu and Y. Shen, Highly
soluble perylene tetracarboxylicdiimides and
tetrathiafulvalene–perylene tetracarboxylic diimide–
tetrathiafulvalene triads, J. Photochem. Photobiol., A, 2008,
200, 334–345, DOI: 10.1016/j.jphotochem.2008.08.011.

13 C. Karapire, C. Zafer and S. Icli, Studies on photophysical
and electrochemical properties of synthesized hydroxyl
RSC Adv., 2023, 13, 15416–15420 | 15419

https://doi.org/10.1021/CR050149Z
https://doi.org/10.1364/OE.18.00A506
https://doi.org/10.1016/j.cclet.2016.10.011
https://doi.org/10.1021/ol050841g
https://doi.org/10.1142/S1793545808000169
https://doi.org/10.1142/S1088424621300044
https://doi.org/10.1142/S1088424621300044
https://doi.org/10.1142/S1793545820300098
https://doi.org/10.1142/S1793545820300098
https://doi.org/10.1039/C9QM00685K
https://doi.org/10.1016/S0040-4039(99)01468-9
https://doi.org/10.1016/S0040-4039(99)01468-9
https://doi.org/10.1016/S1010-6030(00)00311-7
https://doi.org/10.1016/S1010-6030(00)00311-7
https://doi.org/10.1016/j.saa.2008.02.049
https://doi.org/10.1016/j.jphotochem.2008.08.011
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d3ra02338a


RSC Advances Paper

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

2 
M

ay
 2

02
3.

 D
ow

nl
oa

de
d 

on
 1

/2
3/

20
26

 4
:3

5:
00

 P
M

. 
 T

hi
s 

ar
tic

le
 is

 li
ce

ns
ed

 u
nd

er
 a

 C
re

at
iv

e 
C

om
m

on
s 

A
ttr

ib
ut

io
n 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online
perylenediimides in nanostructured titania thin lms,
Synth. Met., 2004, 145, 51–60, DOI: 10.1016/
j.synthmet.2004.04.016.

14 R. Gomez, J. L. Segura and N. Martin, Highly efficient light-
harvesting organofullerenes, Org. Lett., 2005, (7), 717–720,
DOI: 10.1021/ol047451z.

15 Y. Acikbas, R. Capan, M. Erdogan and F. Yukruk, Thin lm
characterization and vapor sensing properties of a novel
perylenediimide material, Sens. Actuators, 2011, 160, 65–71,
DOI: 10.1016/j.snb.2011.07.013.

16 B. Ding, W. Zhu, X. Jiang and Z. Zhang, White organic light-
emitting diodes based on incomplete energy transfer from
perylene to rubrene, Solid State Commun., 2008, 148, 226–
229, DOI: 10.1016/j.ssc.2008.08.011.

17 J. Moan and Q. Peng, An outline history of PDT. Photodynamic
Therapy Patrice, Sun Fung Offset Binding Co. Ltd., Hong
Kong, 2003.

18 H. Li, L. Yue, L. Li, G. Liu, J. Zhang, X. Luo and F. Wu,
Triphenylamine-perylene diimide conjugate-based organic
nanoparticles for photoacoustic imaging and cancer
phototherapy, Colloids Surf., B, 2021, 205, 111841, DOI:
10.1016/j.colsur.2021.111841.

19 Y. Zhao, X. Zhang, D. Li, D. Liu, W. Jiang, C. Han, et al.,
Water-soluble 3,4:9,10- perylene tetracarboxylic ammonium
as a high-performance uorochrome for living cells
staining, Luminescence, 2009, (24), 140–143, DOI: 10.1002/
bio.1078.

20 M. J. Choi, T. Smoother, A. A. Martin, A. M. McDonagh,
P. J. Maynard, C. Lennard, et al., Fluorescent TiO2 powders
prepared using a new perylene diimide dye: applications in
latent ngermark detection, Forensic Sci. Int., 2007, 173,
154–160, DOI: 10.1016/j.forsciint.2006.09.014.

21 S. Naveenraj, M. R. Raj and S. Anandan, Binding interaction
between serum albumins and perylene-3,4,9,10-
tetracarboxylate a spectroscopic investigation, Dyes Pigm.,
2012, (94), 330–337, DOI: 10.1016/j.dyepig.2012.01.010.

22 F. Azadikhah and A. R. Karimi, Injectable photosensitizing
supramolecular hydrogels: A robust physically cross-linked
system based on polyvinyl alcohol/chitosan/tannic acid
with self-healing and Antioxidant properties, React. Funct.
Polym., 2022, 173, 105212, DOI: 10.1016/
j.reactfunctpolym.2022.105212.

23 L. Zang, Y. Che and J. S. Moore, One-dimensional self-
assembly of planar - conjugated molecules: Adaptable
building blocks for organic nanodevices, Acc. Chem. Res.,
2008, 41, 1596–1608, DOI: 10.1021/ar800030w.
15420 | RSC Adv., 2023, 13, 15416–15420
24 Y. Jin, J. Hua, W. Wu, X. Ma, et al., Synthesis characterization
and photovoltaic properties of two novel near-infrared
absorbing perylene dyes containing benzo[e]indole for dye
sensitized solar cells, Synth. Met., 2008, 158, 64–71, DOI:
10.1016/j.synthmet.2007.12.005.

25 J. Cao and S. Yang, Progress in perylene diimides for organic
solar cell applications, RSC Adv., 2022, (12), 6966–6973, DOI:
10.1039/D1RA08484D.

26 Z. Chen, L. M. Wang, G. Zou, L. Zhang, G. J. Zhang, X. F. Cai
and M. S. Teng, Colorimetric and ratiometric uorescent
chemosensor for uoride ion based on perylenediimide
derivatives, Dyes Pigm., 2012, (94), 410–415, DOI: 10.1016/
j.synthmet.2007.12.005.

27 I. A. Grimaldi, M. Barra, A. D. G. D. Mauro, F. Loffredo,
A. Cassinese, F. Villani and C. Minarini, Inkjet printed
perylene diimide based OTFTs: Effect of the solvent
mixture and the printing parameters on lm morphology,
Synth. Met., 2012, 161(23–24), 2618–2622, DOI: 10.1016/
j.synthmet.2011.08.004.

28 R. A. Cormier and B. A. Gregg, Synthesis and
characterization of liquid crystalline perylene diimides,
Chem. Mater., 1998, 10, 1309–1319, DOI: 10.1021/
cm970695b.

29 E. Kozma, D. Kotowski, M. Catellani, S. Luzzani, A. Famulari
and F. Bertini, Synthesis and characterization of new
electron acceptor perylene diimide molecules for
photovoltaic applications, Dyes Pigm., 2013, (99), 329–338,
DOI: 10.1016/j.dyepig.2013.05.011.

30 D. E. Dolmans, D. Fukumura and R. K. Jain, Photodynamic
therapy for cancer, Nat. Rev. Cancer, 2003, 3(5), 380–387,
DOI: 10.1038/nrc1071.

31 B. C. Wilson, Photodynamic therapy for cancer: principles,
Can. J. Gastroenterol., 2002, 16(6), 393–396, DOI: 10.1155/
2002/743109.

32 M. B. Vrouenraets, G. W. Visser, G. B. Snow and G. A. Van
Dongen, Basic principles, applications in oncology and
improved selectivity of photodynamic therapy, Anticancer
Res., 2003, 23(1B), 505–522.

33 J. Moan and Q. Peng, An outline history of PDT. Photodynamic
Therapy Patrice, Sun, Fung Offset Binding Co. Ltd., Hong
Kong, 2003.

34 T. J. Dougherty, C. J. Gomer, B. W. Henderson, et al.,
Photodynamic therapy, J. Natl. Cancer Inst., 1998, 90(12),
889–905, DOI: 10.1093/jnci/90.12.889.
© 2023 The Author(s). Published by the Royal Society of Chemistry

https://doi.org/10.1016/j.synthmet.2004.04.016
https://doi.org/10.1016/j.synthmet.2004.04.016
https://doi.org/10.1021/ol047451z
https://doi.org/10.1016/j.snb.2011.07.013
https://doi.org/10.1016/j.ssc.2008.08.011
https://doi.org/10.1016/j.colsurfb.2021.111841
https://doi.org/10.1002/bio.1078
https://doi.org/10.1002/bio.1078
https://doi.org/10.1016/j.forsciint.2006.09.014
https://doi.org/10.1016/j.dyepig.2012.01.010
https://doi.org/10.1016/j.reactfunctpolym.2022.105212
https://doi.org/10.1016/j.reactfunctpolym.2022.105212
https://doi.org/10.1021/ar800030w
https://doi.org/10.1016/j.synthmet.2007.12.005
https://doi.org/10.1039/D1RA08484D
https://doi.org/10.1016/j.synthmet.2007.12.005
https://doi.org/10.1016/j.synthmet.2007.12.005
https://doi.org/10.1016/j.synthmet.2011.08.004
https://doi.org/10.1016/j.synthmet.2011.08.004
https://doi.org/10.1021/cm970695b
https://doi.org/10.1021/cm970695b
https://doi.org/10.1016/j.dyepig.2013.05.011
https://doi.org/10.1038/nrc1071
https://doi.org/10.1155/2002/743109
https://doi.org/10.1155/2002/743109
https://doi.org/10.1093/jnci/90.12.889
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d3ra02338a

	Evaluation of singlet oxygen generators of novel water-soluble perylene diimide photosensitizersElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3ra02338a
	Evaluation of singlet oxygen generators of novel water-soluble perylene diimide photosensitizersElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3ra02338a
	Evaluation of singlet oxygen generators of novel water-soluble perylene diimide photosensitizersElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3ra02338a
	Evaluation of singlet oxygen generators of novel water-soluble perylene diimide photosensitizersElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3ra02338a
	Evaluation of singlet oxygen generators of novel water-soluble perylene diimide photosensitizersElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3ra02338a
	Evaluation of singlet oxygen generators of novel water-soluble perylene diimide photosensitizersElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3ra02338a
	Evaluation of singlet oxygen generators of novel water-soluble perylene diimide photosensitizersElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d3ra02338a


