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Abstract: G-quadruplexes are non-canonical four stranded secondary structures possessing great
biological importance. Controlling G-quadruplex conformation for further regulating biological
processes is both exciting and challenging. In this study, we described a method for regulating
G-quadruplex conformation by click chemistry for the first time. 8-ethynyl-2’-deoxyguanosine was
synthesized and incorporated into a 12-nt telomere DNA sequence. Such a sequence, at first, formed
mixed parallel/anti-parallel G-quadruplexes, while it changed to anti-parallel after reaction with
azidobenzene. Meanwhile, the click reaction can give the sequence intense fluorescence.
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1. Introduction

G-quadruplexes are higher-order DNA and RNA structures found in nucleic acid sequences that
arerich in guanine residues [1-3]. Four guanine bases that are hydrogen-bonded via Hoogsteen pairings
form a G-quartet. G-quartets linked by loops can stack upon each other, forming a G-quadruplex.
Different topologies of G-quadruplexes including anti-parallel, parallel, and hybrid G-quadruplex
have been observed in several x-ray and NMR structures [4-13]. The G-quadruplex has been
proven widely as the essential biological regulators. Bioinformatics analysis shows as many as
3000 different 5-untranslated regions (UTRs) of mRNAs may contain the putative quadruplex
sequences, which has been proven to exert important regulating roles in post-transcriptional gene
expression [14]. Furthermore, studies show that they can regulate telomere length, form telomeric
heterochromatin, and protect telomere [15-18].

The local conformation of G-quadruplex is suggested to correlate with biological function
regulation. For example, binding of hnRNPA1 to telomeric RNA is structure dependent. HnRNPA1 can
bind to telomere RNA G-quadruplex with a loop structure rather than the G-quadruplex without
a loop [19,20]. Developing a convenient method to regulate biological processes by controlling the
conformation of the G-quadruplex would be meaningful [21,22].

Cu(]) catalyzed Huisgen 1,3-dipolar cycloaddition (CuAAC) is one of the popular click chemistry.
As it possesses operational simplicity, specificity, orthogonality, modularity, and biocompatibility,
the CuAAC reaction gains enormous popularity in the field of chemical biology. [23-26] For example,
the CuAAC reaction was successfully applied to localize a bioactive compound inside living cells. [27]
Herein, we developed a novel method utilizing the CuAAC reaction to control the guanine nucleosides’
glycosidic conformation, then changing the whole conformation of the G-quadruplex.
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As for the G-quadruplex formation, the glycosidic conformation of the guanine nucleosides
in the G-quartet is essential for the G-quadruplex topology. In parallel G-quadruplex, all guanine
nucleosides possess the anti conformation for the glycosidic bond orientation. While, in the
anti-parallel G-quadruplex, half guanine nucleosides are in the anti conformation and half in the
syn conformation [28]. Controlling the conformation of the guanine nucleosides can induce the
G-quadruplex topology, changing between the parallel and anti-parallel.

Incorporation of a substituent group at the C8 position of dG usually causes a steric hindrance
between the 8-substituent and the ribose ring, resulting in adopting the syn conformation. Thus,
we tried to use click reactions to introduce the substituent group at the C8 position of dG to control the
conformation (Figure 1a,b).
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Figure 1. (a) Click reaction controls the glycosidic conformation of modified guanine nucleoside.
(b) G-quadruplex topology changed by manipulating the glycosidic conformation of modified guanine
nucleoside through click reaction.

2. Results

We synthesized 8-ethynyl-2’-deoxyguanosine (8°'dG) (Scheme 1 and Figures S1-S8, ESIt).
The synthesis of the 8-ethynyl-2’-deoxyguanosine (8°'dG) begins with 8-bromo-2’-deoxyguanosine,
and the preparation of 8°'dG-containing oligonucleotides was carried out by phosphonamidite
chemistry. The Nuclear Overhauser Effect Spectroscopy (NOESY) was used to check the glycosidic
conformation of 8°'dG before the click reaction. Results showed that the H1’ of 8°tdG gave NOEs
to H4’. Meanwhile, a cross peak between H5 and the proton in the 8-ethynyl group was also
observed. Such results provided the evidence that 8°'dG adopted anti glycosidic conformation and the
C3’-endo conformation of sugar (Figure S9). While, after the azide—alkyne cycloaddition reaction with
azidobenzene, the product showed that the H in the triazole ring gave Nuclear Overhauser Effects
(NOEs) to the H1’, which indicated that the click product adopted the syn glycosidic conformation
(Figure 2a,b and Figure S10, ESIt). The above results indicated the alkynyl substitution did not alter
the deoxyguanosine glycosidic conformation, while such a conformation can be changed by the click
reaction. Therefore, it is possible to use 8°'dG for changing the G-quadruplex topology though the
click reaction.
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Scheme 1. Reagents and conditions: (a) Trimethylsilyl acetylene, Tetrakis(triphenylphosphine)palladium,
Triethylamine, N,N-Dimethylformamide, 50 °C, 3 h; (b) Tetrabutylammonium fluoride,
Tetrahydrofuran, rt, 2 h; (c¢) N,N-dimethylformamide diethylacetal, methanol, 55 °C, 3 h;
(d) 4,4’-Dimethoxytriphenylmethyl chloride, Triethylamine, 4-(Dimethylamino)pyridine, Pyridine, rt,
overnight; (e) N,N-diisopropylchlorophosphoramidite, Triethylamine, rt, 15 min.
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Figure 2. (a) NOESY spectrum of 82tdG click reaction product. Cross peak between H in the triazole
ring and H1’ is in the red box. (b) Schematic representation of syn glycosidic conformation of 8°tdG
click reaction product with arrows indicating the NOEs.

Previous study showed that the 12-nt telomeric DNA (TAGGGTTAGGGT, ODN-N) can adopt both
parallel and anti-parallel G-quadruplex structures in K*-containing solution [29]. In the anti-parallel
G-quadruplex structure, the dGs (®), @) in the core GGG stretch were in the syn conformation, while anti
conformation in parallel G-quadruplex (Figure 1b). Therefore, inducing the guanine nucleosides’
glycosidic conformation changing of the @), @ dGs can change the overall topology of ODN-N, which
may be the ideal sequence for testing the strategy above. Next, we substituted the dGs (®, ®) in ODN-N
with the 8°tdG generating the modified sequences ODN-3 and ODN-9, and tried to manipulate the
parallel part of the 12-nt telomeric DNA G-quadruplex.

We initially checked the click reaction with the 8°'dG incorporated into the DNA sequence.
Brieflyy, ODN-9 was subjected to the CuAAC reaction solution containing azidobenzene,
Tris[[1-(3-hydroxypropyl)-1H-1,2,3-triazol-4-ylJmethyl]amine, sodium ascorbate, and CuSO4-5H,0.
High Performance Liquid Chromatography (HPLC) and Matrix-Assisted Laser Desorption/ Ionization
Time Of Flight Mass Spectrometry (MALDI-TOF-MS) were used to monitor the reaction. As shown
in Figure 3, the ODN-9 slowly reacted with azidobenzene. HPLC results showed that after four hours,
the click product amount/unreacted ODN-9 was 42/58, after 8 h it was 72/28, and after 12 h, ALL ODN-9
exhibited the formation of product (“P”) having the mass (3897.344 Da) (Figure S11, ESIt). The slow
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reaction may be due to the steric hindrance induced by the G-quadruplex, which may prevent the
azidobenzene from entering the core GGG stem. Next, we verified the conformation changing of the
G-quadruplex through the click reaction.

Consistent with previous study, the Circular Dichroism (CD) spectrum of ODN-N showed
two positive peaks at 295 nm and 265 nm, which clearly indicated that a mixture of parallel and
anti-parallel G-quadruplexes was formed (Figure S12, ESIt) [29-31]. Comparing the CD spectrum
of ODN-3 and ODN-9, ODN-9 showed similar CD features with ODN-N, which indicated that the
substitution of dG @ with 8°'dG did not perturb the characteristic of the native sequence forming
both the parallel/anti-parallel G-quadruplex, whereas the ODN-3 showed different CD features with
a broad peak at 295 nm and a small shoulder around 265 nm. Then, ODN-9 was used to evaluate the
conformation changing of the G-quadruplex by the click reaction.
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Figure 3. HPLC analyses of the ODN-N reaction with the CuAAC reaction solution at the indicted
time where peak “P” is the product.

After the ODN-9 was mixed with the CuUAAC reaction solution, the CD result of the click reaction
product showed only a positive peak at 295 nm, indicating the parallel G-quadruplex was converted to
anti-parallel (Figure 4a).

Biological imaging is always important for the study of biology. For example, chromosome imaging
is essential for chromosome analysis and genetic diagnostics. Traditional methods using dye molecules
do not form covalent bonds with chromosome. Therefore, it is difficult to monitor chromosome
dynamics. The click reaction can selectively form a covalent bond between the chromosomal DNA
and fluorescent molecules, which may be an ideal method for chromosome dynamics analysis [23].
Recently, we used 5-ethynyl-2’-deoxyuridine and direct visualization of the chromosome behavior
in cell division through the azide-alkyne click reaction [23]. The click reaction has also been applied
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in the labeling of myoglobin, bovine serum albumin, and other proteins [23,32-34]. Next, we checked
the fluorescence spectra of the click reaction product to investigate whether the 8°tdG would be used
for imaging application. We found that the triazole product by the cycloaddition reaction gave the
ODN-9 an intense fluorescence. Formation of the triazole ring by azide—alkyne cycloaddition acts as
a m-conjugator, linking the guanine quartet and electron-rich benzene moiety, which results in a strong
fluorescence. The fluorescence spectrum of the click reaction product exhibited an emission band at
445 nm, while the ODN-9 unreacted sequence showed no emission (Figure 4b).
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Figure 4. (a) CD spectrum of unreacted and click reaction product of ODN-9. (b) Fluorescence spectra
for modified oligonucleotides. ODN-9 P (em): the emission spectrum for click reaction product of
ODN-9; ODN-9 (em): emission spectrum for the ODN-9 unreacted sequence; ODN-9 P (ex), excitation
spectrum (345 nm).

In conclusion, we synthesized 8¢tdG, and incorporated it into the telomeric DNA sequence. Based
on various chemical approaches, we proved the incorporating 8°*dG could convert the G-quadruplex
from parallel conformation to anti-parallel though click reaction. Although the parallel G-quadruplex
may be expected to be dominated in cells, proteins or other factors interact with the anti-parallel
G-quadruplexes. Controlling these structures to play an essential biological role would be very
interesting. ODN-9 can be endowed with fluorescence through the click reaction, which further
conformed the reaction between the modified sequence and azidobenzene. Such a result also indicates
that further study should investigate the potential of 8°'dG for the application in biomolecular labelling.

3. Materials and Methods

3.1. Sample Preparation

The synthesis of the 8-ethynyl-2’-deoxyguanosine-containing DNAs were carried out by
phosphoramidite chemistry. All DNAs were synthesized on the 1 pmol scale with an automatic
DNA/RNA synthesizer (Nihon Techno Service Co. Ltd., Ushiku, Japan). After automated synthesis,
the oligonucleotides were detached from the support and deprotected according to the manufacturer’s
protocol. All oligonucleotides were purified by reverse phase-HPLC (JASCO).
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3.2. CD Experiments

CD spectra were measured using an AVIV model 430 CD spectrophotometer. Samples were
prepared by heating the oligonucleotides at 90 °C for 5 min and gradually cooling them to room
temperature. Solutions for CD spectra were prepared as 0.3 mL oligonucleotides at 0.01 mM
concentrations in the presence of 100 mM KCl and 10 mM Tris buffer (pH 6.8) and at 25 °C.

3.3. Click Reaction

To 20 uL Tris(3-hydroxypropyltriazolylmethyl)amin ligand (0.7 mM as final concentration),
sodium ascorbate (1 mM), CuSO4-5H,0O (100 uM), and azidobenzene (10 uM) were added sequentially
to prepare the CuAAC reaction solution. ODNSs solution (1 uM in water) was added to the CuAAC
reaction solution and the reaction mixture was kept at room temperature for the corresponding time.
After completion of the reaction, the solution was subjected to Micro Bio-Spin™ Size Exclusion Spin
column for preliminary purification. Click reaction product solution was further analyzed by RP-HPLC.

For the click reaction of 8°tdG, to 1 mL 8°tdG solution (50 uM as final concentration, dissolved
in methanol), Tris(3-hydroxypropyltriazolylmethyl)amin ligand (3 uM as final concentration),
sodium ascorbate (5.5 uM), CuSO4-5H,0 (1 uM), and azidobenzene (75 pM) were added sequentially.
The solution was kept for 1 h at room temperature. The reaction mixture was purified by a middle
pressure liquid chromatography (MPLC).

3.4. HPLC Experiment

HPLC analysis used an analytical column (InertSustainSwift, C18 5 um 250 X 6.0 mm, Torrance,
CA, USA) and a JASCO HPLC system. A gradient of 2.5% to 22.5% acetonitrile was applied over 36 min
at 1 mL/min in 0.1 M triethylammonium acetate (TEAA, pH 7.4). Peaks were collected, and lyophilized
to dryness. All purified samples were analyzed using MALDI mass spectroscopy.

3.5. Fluorescent Spectra Measurement

Fluorescent spectra were measured using an Agilent model Cary Eclipse spectrofluorometer.
The spectra were recorded using a 1-cm path-length cell. For each sample, at least two spectrum scans
were accumulated over a wavelength range from 300-650 nm.

Supplementary Materials: The following are available online. Figures S1-S6: 'H-NMR spectra of synthesized

compounds, Figure S7: 3'P NMR spectrum of compound, Figure S8: High-resolution mass spectra (HRMS)
of all synthesized compounds, Figure $9: NOESY spectrum of 8°tdG, Figure 510: NOESY spectrum of 8°tdG
click reaction product, Figure S11: MALDI-TOF MS of ODNs used in this study, Figure S12: CD spectra of
ODN-N(a);ODN-9(b);ODN-3(c).

Author Contributions: Y.X. and C.-D.X. designed the research. C.-D.X., Z.-Y.H., C.-X.G., and X.-C.S. carried out
the experiments. All authors analyzed the data and wrote the manuscript. All authors have read and agreed to
the published version of the manuscript.

Funding: This research was funded by the Science and Technology Plan Projects of Guizhou Province (grant
number 20191438) and the Start-up Foundation for Doctors of Guizhou Medical University (grant number 2018007)
to C.-D.X.

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

References

1. Xu, Y. Chemistry in human telomere biology: Structure, function and targeting of telomere DNA/RNA.
Chem. Soc. Rev. 2011, 40, 2719-2740. [CrossRef] [PubMed]

2. Neidle, S. Quadruplex nucleic acids as targets for anticancer therapeutics. Nat. Rev. Chem. 2017, 1, 41.
[CrossRef]

3.  Biffi, G.; Di Antonio, M.; Tannahill, D.; Balasubramanian, S. Visualization and selective chemical targeting of
RNA G-quadruplex structures in the cytoplasm of human cells. Nat. Chem. 2014, 6, 75-80. [CrossRef]


http://dx.doi.org/10.1039/c0cs00134a
http://www.ncbi.nlm.nih.gov/pubmed/21301727
http://dx.doi.org/10.1038/s41570-017-0041
http://dx.doi.org/10.1038/nchem.1805

Molecules 2020, 25, 4339 70f8

10.

11.

12.

13.

14.

15.
16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Parkinson, G.N.; Lee, M.P; Neidle, S. Crystal structure of parallel quadruplexes from human telomeric DNA.
Nature 2002, 417, 876-880. [CrossRef] [PubMed]

Xu, Y.; Noguchi, Y.; Sugiyama, H. The new models of the human telomere d[AGGG(TTAGGG);] in K*
solution. Bioorganic Med. Chem. 2006, 14, 5584-5591. [CrossRef]

Ambrus, A.; Chen, D.; Dai, J.; Bialis, T.; Jones, R.A.; Yang, D. Human telomeric sequence forms a hybrid-type
intramolecular G-quadruplex structure with mixed parallel/antiparallel strands in potassium solution.
Nucleic Acids Res. 2006, 34, 2723-2735. [CrossRef]

Luu, K.N; Phan, A.T.; Kuryavyi, V.; Lacroix, L.; Patel, D.]J. Structure of the human telomere in K* solution:
An intramolecular (3 + 1) G-quadruplex scaffold. J. Am. Chem. Soc. 2006, 128, 9963-9970. [CrossRef]

Phan, A.T,; Luu, K.N.; Patel, D.J. Different loop arrangements of intramolecular human telomeric (3+1)
G-quadruplexes in K* solution. Nucleic Acids Res. 2006, 34, 5715-5719. [CrossRef]

Phan, A.T.; Kuryavyi, V.; Luu, K.N.; Patel, D.J. Structure of two intramolecular G-quadruplexes formed by
natural human telomere sequences in K* solution. Nucleic Acids Res. 2007, 35, 6517-6525. [CrossRef]

Dai, J.; Carver, M.; Punchihewa, C.; Jones, R.A.; Yang, D. Structure of the Hybrid-2 type intramolecular
human telomeric G-quadruplex in K* solution: Insights into structure polymorphism of the human telomeric
sequence. Nucleic Acids Res. 2007, 35, 4927-4940. [CrossRef]

Lim, K.W.; Amrane, S.; Bouaziz, S.; Xu, W.; Mu, Y,; Patel, D.].; Luu, K.N.; Phan, A.T. Structure of the human
telomere in K* solution: A stable basket-type G-quadruplex with only two G-tetrad layers. J. Am. Chem. Soc.
2009, 131, 4301-4309. [CrossRef] [PubMed]

Zhang, D.H.; Fujimoto, T,; Saxena, S.; Yu, H.Q.; Miyoshi, D.; Sugimoto, N. Monomorphic RNA G-quadruplex
and polymorphic DNA G-quadruplex structures responding to cellular environmental factors. Biochemistry
2010, 49, 4554-4563. [CrossRef] [PubMed]

Xu, Y.; Kaminaga, K.; Komiyama, M. G-quadruplex formation by human telomeric repeats-containing RNA
in Nat solution. J. Am. Chem. Soc. 2008, 130, 11179-11184. [CrossRef] [PubMed]

Kumari, S.; Bugaut, A.; Huppert, J.L.; Balasubramanian, S. An RNA G-quadruplex in the 5 UTR of the
NRAS proto-oncogene modulates translation. Nat. Chem. Biol. 2007, 3, 218-221. [CrossRef]

Rippe, K.; Luke, B. TERRA and the state of the telomere. Nat. Struct. Mol. Biol. 2015, 22, 853-858. [CrossRef]
Montero, ].].; Lopez de Silanes, I.; Grana, O.; Blasco, M. A. Telomeric RNAs are essential to maintain telomeres.
Nat. Commun. 2016, 7, 12534. [CrossRef]

Koch, L. Non-coding RNA: A protective role for TERRA at telomeres. Nat. Rev. Genet. 2017, 18, 453.
[CrossRef]

Abraham Punnoose, J.; Ma, Y.; Hoque, M.E.; Cui, Y.; Sasaki, S.; Guo, A.H.; Nagasawa, K.; Mao, H. Random
Formation of G-Quadruplexes in the Full-Length Human Telomere Overhangs Leads to a Kinetic Folding
Pattern with Targetable Vacant G-Tracts. Biochemistry 2018, 57, 6946-6955. [CrossRef]

Liu, X.,; Ishizuka, T.; Bao, HL.; Wada, K.; Takeda, Y.; lida, K.; Nagasawa, K.; Yang, D.; Xu, Y.
Structure-Dependent Binding of hnRNPA1 to Telomere RNA. J. Am. Chem. Soc. 2017, 139, 7533-7539.
[CrossRef]

Liu, X.; Xu, Y. HnRNPA1 Specifically Recognizes the Base of Nucleotide at the Loop of RNA G-Quadruplex.
Molecules 2018, 23, 237. [CrossRef]

Ogasawara, S.; Maeda, M. Reversible photoswitching of a G-quadruplex. Angew. Chem. Int. Ed. Engl. 2009,
48, 6671-6674. [CrossRef]

Chen, M.; Song, G.; Wang, C.; Hu, D.; Ren, J.; Qu, X. Small-molecule selectively recognizes human telomeric
G-quadruplex DNA and regulates its conformational switch. Biophys. ]. 2009, 97, 2014-2023. [CrossRef]
[PubMed]

Ishizuka, T.; Liu, H.S; Ito, K.; Xu, Y. Fluorescence imaging of chromosomal DNA using click chemistry.
Sci. Rep. 2016, 6, 33217. [CrossRef] [PubMed]

Xu, Y; Suzuki, Y.; Komiyama, M. Click chemistry for the identification of G-quadruplex structures: Discovery
of a DNA-RNA G-quadruplex. Angew. Chem. Int. Ed. Engl. 2009, 48, 3281-3284. [CrossRef]

Deiters, A.; Cropp, T.A.; Mukherji, M.; Chin, ].W.; Anderson, J.C.; Schultz, P.G. Adding amino acids with
novel reactivity to the genetic code of Saccharomyces cerevisiae. J]. Am. Chem. Soc. 2003, 125, 11782-11783.
[CrossRef]

Yang, M.; Jalloh, A.S.; Wei, W.; Zhao, J.; Wu, P.; Chen, P.R. Biocompatible click chemistry enabled
compartment-specific pH measurement inside E. coli. Nat. Commun. 2014, 5, 4981. [CrossRef]


http://dx.doi.org/10.1038/nature755
http://www.ncbi.nlm.nih.gov/pubmed/12050675
http://dx.doi.org/10.1016/j.bmc.2006.04.033
http://dx.doi.org/10.1093/nar/gkl348
http://dx.doi.org/10.1021/ja062791w
http://dx.doi.org/10.1093/nar/gkl726
http://dx.doi.org/10.1093/nar/gkm706
http://dx.doi.org/10.1093/nar/gkm522
http://dx.doi.org/10.1021/ja807503g
http://www.ncbi.nlm.nih.gov/pubmed/19271707
http://dx.doi.org/10.1021/bi1002822
http://www.ncbi.nlm.nih.gov/pubmed/20420470
http://dx.doi.org/10.1021/ja8031532
http://www.ncbi.nlm.nih.gov/pubmed/18642813
http://dx.doi.org/10.1038/nchembio864
http://dx.doi.org/10.1038/nsmb.3078
http://dx.doi.org/10.1038/ncomms12534
http://dx.doi.org/10.1038/nrg.2017.58
http://dx.doi.org/10.1021/acs.biochem.8b00957
http://dx.doi.org/10.1021/jacs.7b01599
http://dx.doi.org/10.3390/molecules23010237
http://dx.doi.org/10.1002/anie.200902183
http://dx.doi.org/10.1016/j.bpj.2009.07.025
http://www.ncbi.nlm.nih.gov/pubmed/19804733
http://dx.doi.org/10.1038/srep33217
http://www.ncbi.nlm.nih.gov/pubmed/27620982
http://dx.doi.org/10.1002/anie.200806306
http://dx.doi.org/10.1021/ja0370037
http://dx.doi.org/10.1038/ncomms5981

Molecules 2020, 25, 4339 80f8

27.

28.

29.

30.

31.

32.

33.

34.

Bevilacqua, V.; King, M.; Chaumontet, M.; Nothisen, M.; Gabillet, S.; Buisson, D.; Puente, C.; Wagner, A.;
Taran, F. Copper-Chelating Azides for Efficient Click Conjugation Reactions in Complex Media. Angew. Chem.
Int. Ed. Engl. 2014, 53, 5872-5876. [CrossRef]

Tang, C.E; Shafer, R H. Engineering the quadruplex fold: Nucleoside conformation determines both folding
topology and molecularity in guanine quadruplexes. J. Am. Chem. Soc. 2006, 128, 5966-5973. [CrossRef]
Phan, A.T.; Patel, D.J. Two-repeat human telomeric d(TAGGGTTAGGGT) sequence forms interconverting
parallel and antiparallel G-quadruplexes in solution: Distinct topologies, thermodynamic properties,
and folding/unfolding kinetics. . Am. Chem. Soc. 2003, 125, 15021-15027. [CrossRef] [PubMed]

Ferreira, R.; Marchand, A.; Gabelica, V. Mass spectrometry and ion mobility spectrometry of G-quadruplexes.
A study of solvent effects on dimer formation and structural transitions in the telomeric DNA sequence
d(TAGGGTTAGGGT). Methods 2012, 57, 56—63. [CrossRef]

Xu, Y,; Ishizuka, T.; Yang, J.; Ito, K.; Katada, H.; Komiyama, M.; Hayashi, T. Oligonucleotide models of
telomeric DNA and RNA form a Hybrid G-quadruplex structure as a potential component of telomeres.
J. Biol. Chem. 2012, 287, 41787-41796. [CrossRef]

Decuypere, E.; Plougastel, L.; Audisio, D.; Taran, F. Sydnone-alkyne cycloaddition: Applications in synthesis
and bioconjugation. Chem. Commun. 2017, 53, 11515-11527. [CrossRef]

Decuypeére, E.; Riomet, M,; Sallustrau, A.; Bregant, S.; Thai, R.; Pieters, G.; Clavier, G.; Audisio, D.; Taran, F.
Sydnone-coumarins as clickable turn-on fluorescent sensors for molecular imaging. Chem. Commun. 2018,
54, 10758-10761. [CrossRef]

Saha, P.; Panda, D.; Dash, J. The application of click chemistry for targeting quadruplex nucleic acids.
Chem. Commun. 2019, 55, 731-750. [CrossRef]

Sample Availability: Samples of the compounds are not available from the authors.

@ © 2020 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.201310671
http://dx.doi.org/10.1021/ja0603958
http://dx.doi.org/10.1021/ja037616j
http://www.ncbi.nlm.nih.gov/pubmed/14653736
http://dx.doi.org/10.1016/j.ymeth.2012.03.021
http://dx.doi.org/10.1074/jbc.M112.342030
http://dx.doi.org/10.1039/C7CC06405E
http://dx.doi.org/10.1039/C8CC06070C
http://dx.doi.org/10.1039/C8CC07107A
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Results 
	Materials and Methods 
	Sample Preparation 
	CD Experiments 
	Click Reaction 
	HPLC Experiment 
	Fluorescent Spectra Measurement 

	References

