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In this study, an ultrasensitive detection method for aqueous Pb2+ based on digital polymerase chain reaction (dPCR) technology
and a Pb2+-dependent DNAzyme was developed. In the presence of Pb2+, the Gr-5 DNAzyme was activated and catalyzed the
hydrolytic cleavage of the substrate strand, resulting in an increase in the amount of template DNA available for dPCR and a
resultant change in the number of droplets showing a positive signal. Moreover, the detection systemwas found to be sensitive and
stable in environmental sample detection. In summary, an ultrasensitive quantitative detection method for Pb2+ within envi-
ronmental substrates was established.

1. Introduction

Lead ions (Pb2+), a major heavy metal pollutant, are a
widespread and highly toxic contaminant in the environ-
ment. Pb2+ can accumulate in the human body, and ex-
posure to very small amount of Pb2+ can lead to serious
damage to the human brain and central nervous system,
especially in children [1–3]. Various analytical methods have
been developed for Pb2+ detection, such as atomic ab-
sorption spectrometry [4], atomic emission spectrometry,
inductively coupled plasma atomic emission spectrometry
[4, 5], inductively coupled plasma mass spectrometry [6],
and X-ray fluorescence spectrometry [7]. In recent years,
many new methods for Pb2+ detection have been developed,
such as colorimetric [8], electrochemical [9, 10], fluoro-
metric [11, 12], surface-enhanced Raman scattering [13, 14],
and dynamic light scattering techniques [15]. One approach
is based on the catalytic activity of DNAzymes
[10, 14, 16–20]. ,e activity of DNAzymes, which are DNA-
based catalysts, requires metal ions. Once activated by co-
factors, the DNAzyme can induce chemical transformations
and cleave DNA specifically. DNAzymes were first discov-
ered via an in vitro selection process for RNA cleavage in the

presence of Pb2+, and they have shown excellent selectivity
for Pb2+ [21]. ,ere are many advantages of DNAzymes as
metal ion sensors. First, DNAzymes can be obtained with
minimal information about metal ion-binding sites. Second,
DNAzyme selection is more efficient than aptamer selection
because of its higher separation efficiency. Finally, DNA-
zymes are easier to synthesize. Consequently, many
DNAzyme-based sensors have been developed in the past
few years. For example, lead-specific DNAzymes are known
to cleave at adenosine ribonucleotide (rA) sites on partially
complementary DNA substrates in the presence of Pb2+.
Typical Pb2+-specific DNAzyme-based sensors utilize the
enzymatic activity of the Gr-5 and “8–17” DNAzymes on a
target element to produce a fluorescent or colorimetric
output [10, 22, 23]. However, DNAzyme-basedmethods also
have inherent drawbacks, such as high detection limits and
high background signals. Recently, polymerase chain re-
action (PCR) has been introduced combining with DNA-
zymes so that PCR methods could be used to improve the
sensitivity and specificity of Pb2+ detection techniques.

Droplet digital PCR (ddPCR), a biotechnological re-
finement of conventional PCR methods, provides high-
precision absolute quantification of nucleic acid target
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sequences and has wide-ranging applications for both re-
search and clinical diagnostic uses [24–26]. First, the PCR
mix is partitioned into thousands of water-in-oil droplets.
Each droplet contains one or fewer copies of the target DNA.
After end-point PCR amplification, each partition is checked
for fluorescence with a binary readout of 0 (presence of PCR
product) or 1 (absence of PCR product). Finally, absolute
quantification of the target DNA molecules in the original
sample can be directly calculated based on the Poisson
distribution [24, 27, 28]. ddPCR has several benefits for
nucleic acid quantification, including unparalleled precision,
increased signal-to-noise ratio, removal of PCR efficiency
bias, and simplified quantification, allowing a more reliable
collection and more sensitive measurement of nucleic acid
amounts. ,e method has been demonstrated to be useful
for studying variations in gene sequences and is regarded as
an improved nucleic acid detection technique compared
with real-time PCR [29–32]. ,e absolute quantification of
lead ions was essential for the risk assessment of lead ions.
However, in methods such as colorimetric and electro-
chemical techniques, the quantitative detection of target ions
could only be achieved through the analysis of standard
curves which may be affected by the operation or the data
analysis [33]. Previous studies have shown that when Pb2+ is
present in the solution, it binds to the Gr-5 DNAzyme and
facilitates the cleavage of the phosphodiester bond of the
internal RNA base (rA) by the enzyme strand, and the
amount of Pb2+ and cleavaged DNA is about one to one
ratio. ,us, through absolute quantification of cleavaged
DNA by droplet digital PCR, the absolute quantitative de-
tection of Pb2+ can be achieved.

Herein, we report an ultrasensitive detection method for
Pb2+ based on a DNAzyme biosensor and digital PCR
(dPCR). A Pb2+-dependent Gr-5 DNAzyme was selected
and immobilized on the inner wall of a plate [34]. ,e
addition of aqueous Pb2+ to the plate leads to cleavage of the
substrate DNA at the rA site by the Gr-5 DNAzyme,
resulting in the release of the template DNA. Consequently,
the PCR amplification signal varies according to the amount
of template available for amplification, which in turn de-
pends on the concentration of aqueous Pb2+. ,e method
takes advantage of the selectivity of the DNAzyme and the
sensitivity of dPCR. Moreover, this method can detect as low
as 500 pM Pb2+ and can be used for analyzing complex assay
mixtures such as environmental water samples.

2. Materials and Methods

2.1. Oligonucleotides and Reagents. Oligonucleotide se-
quences were purchased from Sangon Biotech Co., Ltd.
(Shanghai, China), and the sequences are shown in Sup-
plemental Table 1 as described previously [35]. Enzyme-
labeled plates pretreated with streptavidin were purchased
from Haili Biotech Co. Ltd. (Suzhou, China). ,e reagents
related to ddPCRwere purchased from Bio-Rad (Pleasanton,
CA, USA). Lead ions and mercury ions were obtained from
the National Standard Substances Center (Beijing, China).
Zn(NO3)2, MgCl2, FeCl2, CuCl2, KCl, and CaCl2 were
purchased from Sigma-Aldrich (St. Louis, MO, USA).

Other chemicals were of analytical grade, and double-
distilled water was used throughout the experiments.

2.2. DNAzyme Cleavage Assay. An enzyme-labeled plate
pretreated with streptavidin was washed with PBST (10mM
PBS, pH 7.2, 0.05% Tween-20). ,en, 50 µL of a mixture of
Gr-5 DNAzyme and substrate DNA at the appropriate
concentration was added to PCR tubes. Gr-5 DNAzyme was
fixed on the plate through biotin-streptavidin interaction
and hybridized with the substrate DNA at 37°C for 30min.
Next, the plate was washed with hybridization buffer
(750mM NaCl, 75mM, C6H5Na3O7, pH 8.0), and Pb2+ was
added to the plate. After incubation at 37°C for 30min, the
plate was washed with hybridization buffer, and the cleaved
DNA was collected for digital PCR (dPCR).

2.3. Digital PCR Assay. Digital PCR assay was operated
according to the instruction of Bio-Rad. Each reaction
mixture contained 10 μL of ddPCR master mix for probe
(Bio-Rad), 0.5 μM reverse and forward primers, 1 μL of
template, and 7 μL of distilled water. ,e cleaved DNA from
the DNAzyme cleavage assay was used as the template DNA
and was serially diluted to ensure the proper copy number
range. ,en, the mixture was loaded onto a droplet gen-
eration cartridge for droplet generation. Droplets were then
collected and amplified. ,e PCR amplification conditions
were as follows: 95°C for 5min, 40 cycles of denaturation for
10 s at 95°C, and annealing for 60 s at 60°C and finally 10min
at 98°C. ,e amplified droplets were detected by a dPCR
system, and the data were analyzed using Right PCR
software.

2.4. Real-Time PCR Assay. ,e cleavage DNA from DNA-
zyme cleavage assay was used as the template DNA.,e final
20 μL PCR mixture contained 10 μL of SGExcel FastSYBR
Mix (Sangon Biotech), 2 μL of reverse and forward primers
at a final concentration of 0.5 μM, 1 μL of template, and 7 μL
of distilled water. ,en, the above 20 μL mixture was am-
plified with PCR on an ABI7500 system. ,e PCR ampli-
fication procedure consisted of predenaturation at 95°C for
5min, 40 cycles of denaturation for 10 s at 95°C, and
annealing for 30 s at 60°C.

2.5. Environmental Sample Analysis. To demonstrate the
practicality of our proposed method, water samples were
spiked with Pb2+ (1 nM, 5 nM, 10 nM, and 50 nM). ,ese
samples were tested with the same procedure used for Pb2+
detection. ,e recovery ratio was calculated based on the
dPCR signals.

3. Results

3.1. Principle of the Detection System. ,e principle of the
detection system is described in Figure 1.We combined dPCR
with the Gr-5 DNAzyme as the sensing system for Pb2+
detection. In the first step, biotin-modified Gr-5 DNAzyme
was fixed on the inner wall of a streptavidin-coated plate
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via biotin-streptavidin interactions, the substrate strand
was hybridized to the biotin-modified Gr-5 DNAzyme
through complementary base pairing, and substrates that
were not fixed were washed off. ,e substrate strand
contains a single RNA base that is cleaved specifically by
the classic Pb2+-dependent Gr-5 DNAzyme as the cat-
alytic unit and a 50-base substrate strand extension,
which is required as a template for PCR amplification.
,e addition of aqueous Pb2+ to the plate leads to
cleavage of the substrate DNA at the rA site by the Gr-5
DNAzyme, resulting in the release of the cleaved sub-
strate DNA. ,e cleaved substrate DNA was used as
template DNA and detected with digital PCR. Conse-
quently, the PCR amplification signal varies according to
the amount of template available for amplification: the
higher the concentration of aqueous Pb2+ was, the more
the droplets with template DNA were detected. ,us, the
concentration of the Pb2+ target can be quantified using
dPCR.

3.2. Quantitative Assessment of Pb2+. To improve the per-
formance of the detection system for Pb2+ detection, the
reaction time was optimized with real-time PCR [35].
Various reaction times were investigated, and the results
showed that the Ct value decreased with increasing
substrate-binding time up to 30min, indicating that
sufficient binding of Gr-5 DNAzyme and substrate DNA
occurred within 30min (Figure 2(a)). In the substrate
cleavage experiments in the presence of Pb2+, the Ct value
decreased as the cleavage time increased up 30min
(Figure 2(b)). Based on these results, both the hybrid-
ization time of the Gr-5 DNAzyme and the substrate DNA
and the cleavage time were set at 30min. ,e concen-
tration of DNAzyme was set at 100 nM, as described
previously. ,en, titration experiments were carried out
to test whether the proposed method using a DNAzyme
assay and dPCR can be used for Pb2+ quantification. ,ere
are few positive droplets in the absence of Pb2+, whereas
there are many positive droplets when Pb2+ is added,

Droplet without template DNA

Droplet with template DNA

Template DNA

Expriment group

Negative group

Gr-5 DNAzyme

Substrate DNA

Biotin

Lead ion

3′ 5′

3′

3′

5′

5'

Figure 1: ,e principle of the DNAzyme biosensor detection system.
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Figure 2: (a) Effect of the hybridization time of the detection system. (b) Effect of the substrate cleavage time of the detection system.
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suggesting that the DNAzyme was activated and catalyzed
the cleavage of the substrate strand. As a result, template
DNA was released, and positive droplets were generated
after amplification. As shown in Figure 3, the number of
positive droplets has a good linear relation with the Pb2+
content between 500 pM and 100 nM.,is result indicated
that our detection system has a dynamic range over 3
orders of magnitude and thus can achieve accurate de-
tection of Pb2+ in most practical samples.

3.3. Specificity Assessment of the Detection System. To eval-
uate the specificity of the detection system, a series of po-
tential interference metal ions, such as Zn(II), Hg(II), Cu(II),
Fe(II), K(I), and Ca(II), were tested by measuring and
comparing the number of positive droplets with those in the
presence of lead ions. As shown in Figure 4, only Pb2+

showed significantly high digital signals, while no substantial
signal was produced by the remaining metal ions or the
blank. ,ese results indicate that our detection system ex-
hibits excellent selectivity for Pb2+ over other environ-
mentally relevant metal ions.

3.4. Detection of Pb2+ in Environmental Samples. We further
evaluated the potential application of our detection system
to real samples such as environmental substrates. Lake water
samples were centrifuged to remove the insoluble materials.
,en, the supernatant spiked with various concentrations of
Pb2+ were evaluated. As shown in Table 1, the recovery for
the water samples ranged from 96.2% to 105%, and the
standard deviation was less than 5%. ,is indicated that our
detection system based on the DNAzyme biosensor and
dPCR offers a convenient and sensitive approach for Pb2+
detection in environmental substrates.

4. Discussion

In this study, an ultrasensitive detection method for aqueous
Pb2+ based on digital polymerase chain reaction (dPCR)
technology and a Pb2+-dependent DNAzyme was developed.
,e relationship between Pb2+ concentration and the
number of positive droplets was established. Owing to the
high sensitivity of dPCR, our proposed method exhibits high
sensitivity for Pb2+ detection with a detection limit of
500 pM.,e method also exhibits excellent selectivity due to
the specificity of the Gr-5 DNAzyme. In addition, this
method showed good feasibility for use in water sample
detection. Previous studies have shown that many ions, such
as Cu2+, Cd2+, and Na+, could be detected with DNAzymes
[36–39]. It is very likely that this method, which combines a
DNAzyme and dPCR, could be extended to other ions,
which may improve its sensitivity for ion detection. In
summary, the new sensor is a potential tool for Pb2+ de-
tection in environmental samples.

Data Availability

,e data used to support the findings of this study are in-
cluded within the article and the supplementary in-
formational file.
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Figure 4: Specificity of the detection system for Pb2+ ions over
other ions. (Pb2+ at 10 nM, Zn2+, Hg2+, and Cu2+ at 10 μM, Fe2+ and
Ca2+ at 1mM, and K+ at 10mM).

Table 1: Concentration of Pb2+ in environmental samples de-
tection by the digital PCR-based detection system.

Sample Pb2+ spiked
(nM)

Pb2+ measured
(nM)

Recovery
(%)

RSD
(%)

1 1 1.05 105.0 4.8
2 5 5.08 103.6 3.9
3 10 10.15 102.7 3.5
4 50 48.10 96.2 4.4

y = 9.653x
R2 = 0.999
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Figure 3: Evaluation of the detection assay by dPCR. Typical
experimental result of dPCR analysis with increases in the Pb(II)
concentration (0, 0.5, 1, 5, 10, 50, 100, and 500 nM).

4 Journal of Analytical Methods in Chemistry



Acknowledgments

,is work was supported by grants from the National Key
Scientific Instrument and Equipment Development Project
of China (No. ZDYZ2013-1), the Medical Engineering
Combined Program of Suzhou (No. Y851411105), the Na-
tional Key Research and Development program of China
(No. 2017YFF0108604), and the National Science Founda-
tion of Tianjin (No. 16JCYBJC43800).

Supplementary Materials

Supplementary Table 1: contains oligonucleotide sequences.
(Supplementary Materials)

References

[1] H. A. Godwin, “,e biological chemistry of lead,” Current
Opinion in Chemical Biology, vol. 5, no. 2, pp. 223–227, 2001.

[2] H. Needleman, “Lead poisoning,” Annual Review of Medicine,
vol. 55, no. 1, pp. 209–222, 2004.

[3] T. Fu, S. Ren, L. Gong et al., “A label-free DNAzyme fluo-
rescence biosensor for amplified detection of Pb2+-based on
cleavage-induced G-quadruplex formation,” Talanta, vol. 147,
pp. 302–306, 2016.

[4] N. H. Bings, A. Bogaerts, and J. A. C. Broekaert, “Atomic
spectroscopy,” Analytical Chemistry, vol. 78, no. 12,
pp. 3917–3946, 2006.

[5] H. Elfering, J. T. Andersson, and K. G. Poll, “Determination of
organic lead in soils and waters by hydride generation in-
ductively coupled plasma atomic emission spectrometry,”6e
Analyst, vol. 123, no. 4, pp. 669–674, 1998.

[6] J. Wu and E. A. Boyle, “Low blank preconcentration tech-
nique for the determination of lead, copper, and cadmium in
small-volume seawater samples by isotope dilution ICPMS,”
Analytical Chemistry, vol. 69, no. 13, pp. 2464–2470, 1997.

[7] S. Arzhantsev, X. Li, and J. F. Kauffman, “Rapid limit tests for
metal impurities in pharmaceutical materials by X-ray fluo-
rescence spectroscopy using wavelet transform filtering,”
Analytical Chemistry, vol. 83, no. 3, pp. 1061–1068, 2011.

[8] Z. Wang, J. H. Lee, and Y. Lu, “Label-free colorimetric de-
tection of lead ions with a nanomolar detection limit and
tunable dynamic range by using gold nanoparticles and
DNAzyme,” Advanced Materials, vol. 20, no. 17, pp. 3263–
3267, 2008.

[9] E. Chow, D. B. Hibbert, and J. J. Gooding, “Electrochemical
detection of lead ions via the covalent attachment of human
angiotensin I to mercaptopropionic acid and thioctic acid self-
assembled monolayers,” Analytica Chimica Acta, vol. 543,
no. 1-2, pp. 167–176, 2005.

[10] A. Gao, C.-X. Tang, X.-W. He, and X.-B. Yin, “Electro-
chemiluminescent lead biosensor based on GR-5 lead-
dependent DNAzyme for Ru(phen)32+intercalation and
lead recognition,” 6e Analyst, vol. 138, no. 1, pp. 263–268,
2013.

[11] Q. Wang, X. H. Yang, L. Wang, K. M. Wang, and X. Zhao,
“Novel fluorescent probe for lead ion detection based on
DNAzyme,” Chemical Journal Of Chinese Universities-Chi-
nese, vol. 28, pp. 2270–2273, 2007.

[12] D.-Q. Feng, W. Zhu, G. Liu, andW.Wang, “Dual-modal light
scattering and fluorometric detection of lead ion by stimuli-
responsive aggregation of BSA-stabilized copper nano-
clusters,” RSC Advances, vol. 6, no. 99, pp. 96729–96734, 2016.

[13] Y. Shi, H. Wang, X. Jiang et al., “Ultrasensitive, specific, re-
cyclable, and reproducible detection of lead ions in real
systems through a polyadenine-assisted, surface-enhanced
Raman scattering silicon chip,” Analytical Chemistry,
vol. 88, no. 7, pp. 3723–3729, 2016.

[14] C. Fu, W. Xu, H. Wang et al., “DNAzyme-based plasmonic
nanomachine for ultrasensitive selective surface-enhanced
Raman scattering detection of lead ions via a particle-on-a-
film hot spot construction,” Analytical Chemistry, vol. 86,
no. 23, pp. 11494–11497, 2014.

[15] H.-B. Wang, L. Wang, K.-J. Huang et al., “A highly sensitive
and selective biosensing strategy for the detection of Pb2+ ions
based on GR-5 DNAzyme functionalized AuNPs,” New
Journal Of Chemistry, vol. 37, no. 8, pp. 2557–2563, 2013.

[16] W. Li, Y. Yang, J. Chen et al., “Detection of lead(II) ions with a
DNAzyme and isothermal strand displacement signal am-
plification,” Biosensors and Bioelectronics, vol. 53, pp. 245–
249, 2014.

[17] G. Liu, L. Zhang, D. Dong, Y. Liu, and J. Li, “A label-free
DNAzyme-based nanopore biosensor for highly sensitive and
selective lead ion detection,” Analytical Methods, vol. 8,
no. 39, pp. 7040–7046, 2016.

[18] H. Liang, S. Xie, L. Cui, C. Wu, and X. Zhang, “Designing a
biostable L-DNAzyme for lead(II) ion detection in practical
samples,” Analytical Methods, vol. 8, no. 39, pp. 7260–7264,
2016.

[19] W. Zhang, B. Shan, D. Liang, Y. Shi, D. Han, and C. Huang,
“A photoelectrochemical DNA sensor for the detection of
Hg2+ based on Hg2+-mediated oligonucleotide switching,”
Analytical Methods, vol. 8, no. 43, pp. 7762–7766, 2016.

[20] X.-B. Zhang, R.-M. Kong, and Y. Lu, “Metal ion sensors based
on DNAzymes and related DNA molecules,” Annual Review
Of Analytical Chemistry, vol. 4, no. 1, pp. 105–128, 2011.

[21] W. Zhou, R. Saran, and J. Liu, “Metal sensing by DNA,”
Chemical Reviews, vol. 117, no. 12, pp. 8272–8325, 2017.

[22] J. Liu and Y. Lu, “A colorimetric lead biosensor using
DNAzyme-directed assembly of gold nanoparticles,” Journal
Of the American Chemical Society, vol. 125, no. 22,
pp. 6642-6643, 2003.

[23] J. Liu and Y. Lu, “Accelerated color change of gold nano-
particles assembled by DNAzymes for simple and fast col-
orimetric Pb2+ Detection,” Journal Of the American Chemical
Society, vol. 126, no. 39, pp. 12298–12305, 2004.

[24] B. J. Hindson, K. D. Ness, D. A. Masquelier et al., “High-
throughput droplet digital PCR system for absolute quanti-
tation of DNA copy number,” Analytical Chemistry, vol. 83,
no. 22, pp. 8604–8610, 2011.

[25] M. Baker, “Digital PCR hits its stride,”Nature Methods, vol. 9,
no. 6, pp. 541–544, 2012.

[26] B. Hindson, A. So, R. Koehler, C. Troup, N. Heredia et al.,
“Ultra-sensitive detection of rare mutants by droplet digital
PCR with conventional TaqMan assays,” Cancer Research,
vol. 72, no. 8, p. 4859, 2012.

[27] C. M. Hindson, J. R. Chevillet, H. A. Briggs et al., “Absolute
quantification by droplet digital PCR versus analog real-time
PCR,” Nature Methods, vol. 10, no. 10, pp. 1003–1005, 2013.

[28] R. Sanders, J. F. Huggett, C. A. Bushell, S. Cowen, D. J. Scott,
and C. A. Foy, “Evaluation of digital PCR for absolute DNA
quantification,” Analytical Chemistry, vol. 83, no. 17,
pp. 6474–6484, 2011.

[29] R. Sanders, D. J. Mason, C. A. Foy, and J. F. Huggett,
“Evaluation of digital PCR for absolute RNA quantification,”
PLoS One, vol. 8, no. 9, Article ID e75296, 2013.

Journal of Analytical Methods in Chemistry 5

http://downloads.hindawi.com/journals/jamc/2019/3528345.f1.docx


[30] L. Miotke, B. T. Lau, R. T. Rumma, and H. P. Ji, “High
sensitivity detection and quantitation of DNA copy number
and single nucleotide variants with single color droplet digital
PCR,” Analytical Chemistry, vol. 86, no. 5, pp. 2618–2624,
2014.

[31] T. B. White, A. M. McCoy, V. A. Streva, J. Fenrich, and
P. L. Deininger, “A droplet digital PCR detection method for
rare L1 insertions in tumors,”Mobile DNA, vol. 5, no. 1, 2014.

[32] A. So, B. Hindson, R. Koehler, S. Saxonov, G. Karlin-Neu-
mann et al., “Detection of rare mutations in plasma by droplet
digital PCR,” Cancer Research, vol. 72, no. 8, p. 3399, 2012.

[33] P. Zhu, Y. Shang, W. Tian, K. Huang, Y. Luo, and W. Xu,
“Ultra-sensitive and absolute quantitative detection of Cu2+

based on DNAzyme and digital PCR in water and drink
samples,” Food Chemistry, vol. 221, pp. 1770–1777, 2017.

[34] T. Lan, K. Furuya, and Y. Lu, “A highly selective lead sensor
based on a classic lead DNAzyme,” Chemical Communica-
tions, vol. 46, no. 22, pp. 3896–3898, 2010.

[35] Y. Zhu, D. Deng, L. Xu et al., “Ultrasensitive detection of lead
ions based on a DNA-labelled DNAzyme sensor,” Analytical
Methods, vol. 7, no. 2, pp. 662–666, 2015.

[36] J. Liu, A. K. Brown, X. Meng et al., “A catalytic beacon sensor
for uranium with parts-per-trillion sensitivity and millionfold
selectivity,” Proceedings of the National Academy of Sciences,
vol. 104, no. 7, pp. 2056–2061, 2007.

[37] P.-J. J. Huang and J. Liu, “Rational evolution of Cd2+-specific
DNAzymes with phosphorothioate modified cleavage junc-
tion and Cd2+ sensing,”Nucleic Acids Research, vol. 43, no. 12,
pp. 6125–6133, 2015.

[38] W. Zhou, R. Saran, P.-J. J. Huang, J. Ding, and J. Liu, “An
exceptionally selective DNA cooperatively binding two
Ca2+Ions,” ChemBiochem, vol. 18, no. 6, pp. 518–522, 2017.

[39] R. Saran and J. Liu, “A silver DNAzyme,” Analytical Chem-
istry, vol. 88, no. 7, pp. 4014–4020, 2016.

6 Journal of Analytical Methods in Chemistry


