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The increasing application of aptamers in bioassays has triggered a lot of research interest for development
of highly sensitive and selective sensing platforms. Herein, we report on the design of a sensitive cocaine
biosensor by immobilizing the 5'-disulfide-functionalized end of an aptamer sequence on a nanoporous
gold (NPG) electrode followed by the conjugation of its 3'-amino-functionalized end to 2,5-
dihydroxybenzoic acid (DHBA) as the redox probe. In the presence of cocaine, the aptamer undergoes
a conformational change from an open unfolded state to a closed conformation, which reduces the
distance between DHBA and the electrode surface, resulting in the enhanced electron-transfer efficiency.
Using square wave voltammetric method and under the optimal conditions, the cocaine aptasensor
presented two linear responses in the concentration ranges between 0.05-1 and 1-35 pM, with an
excellent detection limit of 21 nM. The proposed aptasensor provides a simple and low-cost method for
cocaine detection with good reproducibility and accuracy. Furthermore, it could be regarded as a general
model to investigate the unique function of aptamer-functionalized nanostructured electrodes to stablish
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1. Introduction

Drug abuse continues to be a growing global concern, causing
serious health and economic implications worldwide.>?
Cocaine, also known as benzoylmethylecgonine, is one of the
most widely abused drugs all over the world and is known to be
a strong stimulant to the central nervous system.® Cocaine
abuse can cause many adverse effects on human such as
anxiety, heart failure and organ damage.** Therefore, develop-
ment of reliable, sensitive and selective methods for detection
of trace amounts of cocaine is of paramount importance. To
date, several analytical methods have been developed for
determination of cocaine, including high performance liquid
chromatography,®” gas-chromatography-mass spectrometry,®
ion mobility spectrometry,”™ surface-enhanced Raman scat-
tering spectroscopy,'>** chemiluminescence,** fluorescence,**¢
colorimetry'”*®* and piezoelectric.” Although most of the
mentioned techniques provide satisfactory sensitivities for
cocaine detection, but development of simple, cost-effective and
fast analytical methods for sensitive and selective detection of
cocaine is still an open research area. Electrochemical biosen-
sors have been proved to have the advantages of being inex-
pensive, easy to use, rapid and robust compared to the other
methods for cocaine detection.”**
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highly advanced electrochemical biosensors for various target analytes of diagnostic importance.

Aptamers are short single-stranded nucleic acid oligomers
that have attracted a lot of research interest, owing to their
outstanding and unique properties including small size, ease of
synthesis, low immunogenicity, high binding specificity, high
resistance against denaturation, stability over wide temperature
and pH ranges and fast refolding to the original structure.”” In
the past two decades, aptamer-based biosensors with high
specificity and affinity have become a significant diagnostic tool
for capturing and detection of a wide number of analytes
ranging from small molecules,”** ions,*?® peptides,*”
proteins® and cells.” Nanotechnology has been widely used as
an efficient tool to improve the sensitivity of all kinds of sensors
and biosensors including aptasensors by signal amplification
on a wide variety of nanomaterials and nanostructures such as
metal nanoclusters and nanoparticles,*** electrospun nano-
fibers,*** conjugated polymers*>’ and carbon-based mate-
rials.*® The integration of electrochemical detection techniques
with aptamer- and nano-technologies is a unique combination,
enabling the development of highly advanced sensing plat-
forms for detection of almost all kinds of target analytes in
a sensitive, selective, fast and reliable manner.

Herein, a novel nanostructured electrochemical aptasensor
was designed and applied for the sensitive and selective detec-
tion of cocaine. A nanoporous gold (NPG) electrode was fabri-
cated by anodizing a flat gold electrode followed by treatment
with ascorbic acid as reducing reagent and used for the further
modification steps. The NPG electrode was then functionalized
with aptamer and redox probe to construct the cocaine apta-
sensor. Effect of important parameters affecting the biosensor
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response and performance were studied and optimized. It was
showed that under the optimal conditions the proposed apta-
sensor could be effectively used for sensitive and selective
detection of cocaine.

2. Experimental

2.1. Reagents

All reagents were of analytical grade and used as received without
further purification. Sodium hydroxide, n-hydroxy-succinimide
(NHS), 1-ethyl-3-(3-dimethylaminopropyl) carbodiimide hydrochlo-
ride (EDC), tris(2-carboxyethyl)phosphine hydrochloride (TCEP), 6-
mercapto-1-hexanol (MCH), 2,5-dihydroxybenzoic acid (DHBA),
ascorbic acid, caffeine, codeine, heroin, di-sodium hydrogen
phosphate, sodium dihydrogen phosphate, potassium dihydrogen
phosphate, di-potassium hydrogen phosphate, potassium chloride,
sodium chloride, potassium ferricyanide, potassium ferrocyanide,
magnesium chloride and calcium chloride were obtained from
Sigma-Aldrich (Munich, Germany). A previously reported aptamer,*
5' AGACAAGGAAAATCCTTCAATGAAGTGGGTCG-3/, which is func-
tionalized with disulfide and amine groups at its 5" and 3’ terminals
respectively was purchased from Faza Pajooh Biotech (Iran).
Cocaine was obtained from Iran Drug Control Headquarters (Iran).
Morphine was obtained from TEMAD Company (Iran). Double-
distilled deionized water was used in all solution preparations.

2.2. Apparatus

All electrochemical measurements were performed using an
Ivium potentiostat/galvanostat (Vertex, Ivium Technologies,
Netherlands) with a functionalized gold electrode, Ag/AgCl/
3.0 M KCl and a platinum wire, used as the working, reference
and auxiliary electrodes, respectively. The surface morphology
of the flat and NPG electrodes was investigated on a Hitachi FE-
SEM system model S-4160.

2.3. Fabrication of NPG electrode

In order to prepare the NPG electrode, a flat gold electrode was
immersed in 0.1 M phosphate buffer (pH 7.4) and then was
anodized by applying a potential of 3 V for 180 s, resulting in
a highly oxidized gold electrode surface. While applying the
potential, the electrode was gently tapped to remove the evolved
bubbles and keep the conductivity constant. Then, the electrode
was immersed in a freshly prepared 1 M ascorbic acid solution
for 5 min. Ascorbic acid reduces gold oxide to metallic Au,
giving rise to a porous gold surface. Upon the treatment with
ascorbic acid, the electrode surface turned dark, which could be
attributed to the formation of gold nanocrystals and the
subsequent enhancement in the electrode surface area.

2.4. Fabrication of the cocaine aptasensor

The aptasensor was fabricated by immobilizing cocaine aptamer
on the NPG electrode followed by modification with DHBA as the
responsive probe. Scheme 1 illustrates different steps for the
fabrication of the cocaine aptasensor. The aptamer used in this
work is functionalized with both amine and disulfide groups. The
disulfide bond of the cocaine aptamer needs to be reduced to
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Scheme 1 Schematic illustration of the fabrication process of the
nanoporous gold-based cocaine aptasensor.

thiol (S-H) group prior to its attachment to the gold electrode
surface. To achieve this, 40 uL of 4 uM aptamer was mixed with
25 pL of 0.04 mM TCEP and 30 pL of 0.1 M phosphate buffer (pH
7.4) and incubated for 1 h in the dark. Then, 10 pL of the above
solution was mixed with 5 puL of 2 M MgCl, and 3 pL of 0.3 M
NaH,PO,. The obtained solution was applied to the electrode
surface for 12 h to obtain a self-assembled monolayer of aptamer
on the NPG electrode. Subsequently, the NPG electrode was
passivated by 4 uM MCH for 6 h to remove nonspecific aptamer
adsorption on the electrode surface.

In the next step, the responsive probe, DHBA, was attached
to the modified NPG electrode through amide bond formation
between amine group (-NH,) of the aptamer and carboxyl group
(~COOH) of DHBA activated with EDC and NHS. Briefly, 100 uL
of DHBA (0.5 mM) containing 20 mM of EDC, 30 mM of NHS
and 0.01 M of phosphate buffer (pH 5.5) was applied to the
electrode surface for 2 h. Subsequently, the electrode was rinsed
with water to remove the excess unreacted reagents.

3. Results and discussion

3.1. Characterization of the NPG electrode

Cyclic voltammetry (CV) was used to study the changes in the
electrochemically active surface area of gold electrode before
and after modification. Fig. 1 shows the cyclic voltammograms
of the flat and NPG electrodes in 0.5 M H,SO,. As seen, the
cathodic peak at ~0.9 V, which is due to the electrochemical
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Fig. 1 Cyclic voltammograms of the flat gold electrode (a) and NPG
electrode (b) at a scan rate of 50 mV s tin 0.5 M H,SO..
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reduction of gold oxide to metallic Au shows a considerable
increase in the case of NPG electrode, indicating the enhanced
electrochemically active sites of the NPG electrode compared to
the flat electrode.

The real surface area of the flat gold and NPG electrodes were
determined according to the literature by integrating the cathodic
peak at 0.9 V and the values were found to be 0.19 £ 0.01 and 0.69
+ 0.02 cm” for the flat and NPG electrodes, respectively.*’ The real
surface area of the NPG electrode is 3.7 times that of flat electrode,
suggesting the effective electrode surface processing.

Scanning electron microscopy technique was used to further
study and visualize the morphology of the flat and NPG elec-
trodes. As shown in Fig. 2, the flat gold electrode possesses
a smooth structure, which changes to a nanoporous form with
pore sizes as small as 50 £ 10 nm after surface modification.

3.2. Investigation of the aptasensor fabrication process

CV was applied as a marker to study the changes in the elec-
trochemical properties of the electrode upon each assembly
step. A phosphate buffer solution (0.1 M, pH 5.5) containing
0.1 M KCl and 0.5 mM [Fe(CN)]**~ was used to conduct all
cyclic voltammetry measurements. The cyclic voltammograms
at different assembly steps are shown in Fig. 3. Upon the
immobilization of aptamer on the NPG electrode surface, the
peak current decreases while the peak-to-peak separation
between the cathodic and anodic waves of the redox probe (AE,)
increases. This is due to the development of negative charges on
the electrode surface, originating from the phosphate groups of
aptamer chain. This indicates that upon the aptamer assembly
step, the electron transfer on the electrode surface is limited.
Moreover, the steric hindrance on the electrode surface caused
by the bulky aptamer is another possible reason for the limited
electron transfer.

When DHBA redox probe is assembled at the aptamer-coated
electrode surface, the corresponding cyclic voltammogram
showed a decrease in peak current and an increase in AE,,. The
observed changes in the CV plot indicate a further decrease in
electron transfer efficiency between [Fe(CN)s]*"*~ probe and
the electrode surface (Fig. 3, curve c), which could be attributed
to the increased steric hindrance on the electrode surface.

Fig. 2

14298 | RSC Adv., 2019, 9, 14296-14301

View Article Online

Paper

The electrochemical activity of the aptasensor was studied
using CV in 0.02 M phosphate buffer solution (pH 5.5). The
cyclic voltammogram of the electrode shows no oxidation or
reduction peaks before DHBA assembly step. After DHBA
assembly, it showed well-defined anodic and cathodic peaks,
confirming the successful attachment of DHBA redox probe to
the amine-functionalized terminal of the aptamer (Fig. 4a). It is
worth pointing out that the low peak current of the aptasensor
at this step is due the open conformation of aptamer in the
absence of cocaine, which causes DHBA redox probe to be in
a distant position relative to the NPG electrode surface. It is
expected that in the presence of cocaine the aptamer folds into
a closed state structure in which the DHBA redox probe is
located closer to the electrode surface. This in turn reduces the
distance between DHBA and electrode surface and results in the
increased efficiency of electron transfer.

3.3. Square wave voltammetric determination of cocaine

The sensing performance of the proposed aptasensor toward
cocaine was evaluated using square wave voltammetry (SWV)
technique. To explore the SWV response of aptasensor to
cocaine, the modified electrode was incubated with a 1 uM
cocaine solution in 0.02 M phosphate buffer (pH 7.0) containing
1 M Nacl for 40 min. As seen in Fig. 4b, a considerable increase
in the SWV peak current is observed upon challenging the
aptasensor with cocaine, which confirms the potential appli-
cation of aptasensor toward cocaine sensing.

In order to obtain the maximum current response for
cocaine, SWV parameters (including frequency, step potential
and amplitude) and the incubation time of aptasensor with
cocaine were investigated and optimized using 10 uM cocaine
solution in 0.02 M phosphate buffer (pH 5.5). Since the both
aptamer and cocaine structures are sensitive to pH, all elec-
trochemical optimizations were performed in biological pH
range (5.5-7.4). The effect of electrode incubation time with
cocaine was optimized by immersing the aptasensor in a 10 uM
cocaine solution for 5-60 min and then measuring the SWV
response (Fig. 4¢). As seen, the response current increased up to
40 min and after that became constant. Therefore, an incuba-
tion time of 40 min was selected for subsequent studies. The

500 nm

SEM images of the flat (a) and NPG electrode at different magnifications (b and c).
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Fig. 3 Cyclic voltammograms of 0.5 mM of [Fe(CN)gl* /4~ in 0.1 M
PBS, pH 5.5, containing 0.1 M KCl at a scan rate of 50 mV s~* obtained
for electrodes at different assembly steps: flat gold (a), NPG (b) and
aptamer functionalized NPG electrode before (c) and after immobili-
zation with DHBA redox probe.

effect of frequency on the SWV response was studied in the
range of 5-40. As Fig. 4d shows, the SWV response increased
from 5 to 30 Hz and thereafter slightly decreased. Thus, the
optimum frequency of 30 Hz was used for the further experi-
ments. An additional parameter that affects the SWV signal is
the pulse width. Hence, the effect of pulse width on the
response current was investigated in the range between 5-
30 mV and the results are presented in Fig. 4e. As the results
show the aptasensor gives the most intense SWV response at the
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pulse width of 20, which was chosen as the optimum value.
Effect of potential amplitude on the response current was
evaluated by measuring the SWV signal of the aptasensor to
cocaine in the amplitude range of 25-125 mV. According to
Fig. 4f, 100 mV of amplitude was chosen as the optimum value.

3.4. Analytical characterization of the aptasensor

SWV is one of the most sensitive techniques used to study the
analytical performance of electrochemical sensors. Hence, the
analytical performance of the proposed aptasensor toward
cocaine detection was investigated by SWV under optimal
conditions. Fig. 5a shows the SWV curves of the aptasensor
obtained for different concentrations of cocaine. As can be seen,
the SWV peak current increased with increasing the cocaine
concentration. The calibration plot of the aptasensor for
cocaine indicates two linear ranges over the concentrations of
0.05-1 and 1-35 uM with correlation coefficients (R*) of 0.9888
and 0.9867, respectively (Fig. 5b). The detection limit of the
aptasensor, which was calculated as the amount of cocaine
giving a reading equal to three times the standard deviation of
background signal, 3¢ blank, was estimated as follows:

30blank
DL= ——
CS

The detection limit was calculated to be 21 nM.
Table 1 compares the response characteristics of the
proposed method with the previous cocaine aptasensors. The
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Fig.4 (a) Cyclic voltammograms of the aptamer functionalized NPG electrode in 0.02 M PBS (pH 5.5) at a scan rate of 50 mV s~* before (dashed,
black line) and after DHBA immobilization (solid, red line), (b) SWV curves obtained for the proposed aptasensor in 0.02 M PBS, pH 5.5, before
(dashed, red line) and after challenging with 1 uM cocaine (solid, blue line), the effect of incubation time (c), frequency (d), pulse width (e) and

amplitude (f) on the SWV response of the aptasensor toward cocaine.
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(@) The SWV curves of the aptasensor obtained for different concentrations of cocaine in 0.02 M PBS, pH 5.5, and (b) the corresponding calibration

graph of SWV response versus cocaine concentration. Inset shows the calibration graph in the concentration range of 0.05-1.00 uM (c) the selectivity of
electrochemical aptasensor incubated with 10 uM cocaine in the absence and presence of 100 uM caffeine, heroine and morphine—codeine mixture.

Table 1 Comparison of analytical performance of the proposed aptasensor and other aptamer-based sensors in determination of cocaine

Detection
Method Linear range (uM) limit Reference
Label free EIS-based aptasensor 0.1-20 100 nM 41
DDIAS“-based aptasensor 0.01-5 10 nM 42
Electromagnetic piezoelectric acoustic aptasensor — 0.3 uM 43
Label-free aptamer-fluorophore assembly 0.2-8 200 nM 44
Enzyme linked aptamer assay 0.1-50 20 nM 45
DNA nanotechnology-based sensing platform 0.1-1000 33 nM 46
Fluorescence anisotropy assay — 5 uM 47
NPG electrode-based aptasensor 0.05-1 and 1-35 21 nM This work

“ DNA-directed immobilization of aptamer sensors.

linear range and detection limit of our method are comparable
and even better than most of the existing cocaine aptasensors.

Repeatability and reproducibility of the aptasensor were
evaluated by SWV measurements of a 10 uM cocaine solution,
under optimum experimental conditions. A relative standard
deviation (%RSD) of 4.4% was obtained for 5 consecutive scans
with the same electrode (Fig. S1t). The reproducibility was
evaluated by the measurement of 10 pM cocaine solutions with
5 independently modified electrodes. The relative standard
deviation was found to be 4.85% (Fig. S2t). The obtained results
confirm the acceptable repeatability and reproducibility of the
proposed aptasensor toward cocaine detection. If kept in the
freezer (at —20 °C) under nitrogen, the sensor is stable over
months.

In order to study the selectivity of the aptasensor, its
response to a pure cocaine solution (10 pM) was compared to
other cocaine solutions (10 pM) containing caffeine, heroine
and morphine-codeine. The concentration of all interferences
were 10 times that of cocaine. The changes in SWV signal were
found to be 3.6%, 3.9% and 3.2% for caffeine, heroine and
morphine-codeine, respectively, indicating the excellent selec-
tivity of aptasensor for cocaine detection.

4. Conclusions

In summary, for the first time, we have proposed a highly
sensitive and selective aptamer-based biosensing platform on
a NPG electrode for square wave voltammetric determination of

14300 | RSC Adv., 2019, 9, 14296-14301

cocaine traces. The recognition layer was formed by immobili-
zation of the aptamer on the NPG electrode surface followed by
the assembly of the DHBA as the redox probe. When cocaine
binds to the aptamer, the aptamer undergoes a conformational
transition from an open unfolded state to a closed folded one,
which results in a considerable enhancement in the electron-
transfer efficiency. The proposed cocaine aptasensor exhibits
two linear ranges over the concentration ranges of 0.05-1 and 1-
35 uM, with a detection limit of 21 nM. Furthermore, this
aptasensor provides a simple, low-cost, and accurate method
for cocaine detection.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

The authors gratefully acknowledge financial support of the
Research Council of Payame Noor University.

References

1 P. Fischbach, Cardiol. Young, 2017, 27, S75-S79.

2 J. P. Caulkins and P. Reuter, Socio-Econ. Plan. Sci., 2006, 40,
1-14.

3 S. L. Patia, C. L. Kirstein and N. A. Frambes, Ann. N. Y. Acad.
Sci., 1989, 562, 290-307.

This journal is © The Royal Society of Chemistry 2019


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c9ra01292c

Open Access Article. Published on 07 May 2019. Downloaded on 4/12/2026 9:41:23 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Paper

4 J. D. Brewer, A. Meves, J. M. Bostwick, K. L. Hamacher and
M. R. Pittelkow, J. Am. Acad. Dermatol., 2008, 59, 483-487.

5 J. Ebinger, B. Wiley, G. Devendra, D. Kazi, P. Hsue, C. Carroll,
R. Pitts, Z. Tseng and C. Barnett, J. Am. Coll. Cardiol., 2018,
71, A790.

6 G. Musile, L. Cenci, E. Piletska, R. Gottardo, A. M. Bossi and
F. Bortolotti, J. Chromatogr. A, 2018, 1560, 10-18.

7 J. Sanchez-Gonzalez, S. Garcia-Carballal, P. Cabarcos,
M. ]J. Tabernero, P. Bermejo-Barrera and A. Moreda-Pifieiro,
J. Chromatogr. A, 2016, 1451, 15-22.

8 A. M. F. Pego, F. L. Roveri, R. Y. Kuninari, V. Leyton,
I. D. Miziara and M. Yonamine, Forensic Sci. Int., 2017, 274,
83-90.

9 D.]. Cocovi-Solberg, F. A. Esteve-Turrillas, S. Armenta, M. de
la Guardia and M. Mir0, J. Chromatogr. A, 2017, 1512, 43-50.

10 A. Sorribes-Soriano, F. A. Esteve-Turrillas, S. Armenta, M. de
la Guardia and ]. M. Herrero-Martinez, J. Chromatogr. A,
2017, 1481, 23-30.

11 A. Sorribes-Soriano, F. A. Esteve-Turrillas, S. Armenta,
A. Montoya, J. M. Herrero-Martinez and M. de la Guardia,
J. Chromatogr. A, 2018, 1545, 22-31.

12 H. Dies, J. Raveendran, C. Escobedo and A. Docoslis, Sens.
Actuators, B, 2018, 257, 382-388.

13 N. D. Kline, A. Tripathi, R. Mirsafavi, I. Pardoe,
M. Moskovits, C. Meinhart, J. A. Guicheteau,
S. D. Christesen and A. W. Fountain, Anal. Chem., 2016, 88,
10513-10522.

14 Z. Chen, Y. Tan, K. Xu, L. Zhang, B. Qiu, L. Guo, Z. Lin and
G. Chen, Biosens. Bioelectron., 2016, 75, 8-14.

15 M. P. Chantada-Vazquez, C. de-Becerra-Sanchez,
A. Fernandez-del-Rio, J. Sanchez-Gonzalez, A. M. Bermejo,
P. Bermejo-Barrera and A. Moreda-Pifieiro, Talanta, 2018,
181, 232-238.

16 M. P. Chantada-Vazquez, ]J. Sanchez-Gonzalez, E. Peiia-
Vazquez, M. J. Tabernero, A. M. Bermejo, P. Bermejo-
Barrera and A. Moreda-Pifieiro, Anal. Chem., 2016, 88,
2734-2741.

17 K. Abnous, N. M. Danesh, M. Ramezani, S. M. Taghdisi and
A. S. Emrani, Anal. Chim. Acta, 2018, 1020, 110-115.

18 L. Wang, G. Musile and B. R. McCord, Electrophoresis, 2018,
39, 470-475.

19 M. A. D. Neves, C. Blaszykowski, S. Bokhari
M. Thompson, Biosens. Bioelectron., 2015, 72, 383-392.

20 E. Arkan, R. Saber, Z. Karimi and M. Shamsipur, Anal. Chim.
Acta, 2015, 874, 66-74.

21 R. Oueslati, C. Cheng, J. Wu and J. Chen, Biosens.
Bioelectron., 2018, 108, 103-108.

22 M. Shahdordizadeh, R. Yazdian-Robati, M. Ramezani,
K. Abnous and S. M. Taghdisi, J. Mater. Chem. B, 2016, 4,
7766-7778.

and

This journal is © The Royal Society of Chemistry 2019

View Article Online

RSC Advances

23 S. M. Taghdisi, N. M. Danesh, M. Ramezani, A. S. Emrani
and K. Abnous, ACS Appl. Mater. Interfaces, 2018, 10,
12504-12509.

24 L. Kaiser, J. Weisser, M. Kohl and H.-P. Deigner, Sci. Rep.,
2018, 8, 5628.

25 Z. S. Qian, X. Y. Shan, L. J. Chai, J. R. Chen and H. Feng,
Biosens. Bioelectron., 2015, 68, 225-231.

26 S. M. Taghdisii N. M. Danesh, M. Ramezani,
A. Sarreshtehdar Emrani and K. Abnous, Sens. Actuators, B,
2018, 256, 472-478.

27 M.  Chakravarthy, H. AlShamaileh, H. Huang,
R. K. Tannenberg, S. Chen, S. Worrall, P. R. Dodd and
R. N. Veedu, Chem. Commun., 2018, 54, 4593-4596.

28 M. Zou, D. Li, R. Yuan and Y. Xiang, J. Mater. Chem. B, 2018,
6(24), 4146-4150.

29 S. J. Reinholt and H. G. Craighead, Anal. Chem., 2018, 90,
2601-2608.

30 G. Liu, J. Li, D.-Q. Feng, J.-J. Zhu and W. Wang, Anal. Chem.,
2017, 89, 1002-1008.

31 B. Zhang and C. Wei, Talanta, 2018, 182, 125-130.

32 J. Liu and Y. Lu, Nat. Protoc., 2006, 1, 246.

33 H. Wang, W. Tang, H. Wei, Y. Zhao, S. Hu, Y. Guan, W. Pan,
B. Xia, N. Li and F. Liu, J. Mater. Chem. B, 2015, 3, 3541-3547.

34 S. G. Kim, J. S. Lee, J. Jun, D. H. Shin and ]. Jang, ACS Appl.
Mater. Interfaces, 2016, 8, 6602-6610.

35 V. Nasirian, A. Chabok, A. Barati, M. Rafienia, M. S. Arabi
and M. Shamsipur, Microchim. Acta, 2017, 184, 4655-4662.

36 N. Alizadeh and A. Akbarinejad, J. Mater. Chem. C, 2015, 3,
9910-9920.

37 N. Alizadeh, A. Akbarinejad and A. Ghoorchian, ACS Appl.
Mater. Interfaces, 2016, 8, 24901-24908.

38 Y. Yang, X. Yang, Y. Yang and Q. Yuan, Carbon, 2018, 129,
380-395.

39 B. R. Baker, R. Y. Lai, M. S. Wood, E. H. Doctor, A. J. Heeger
and K. W. Plaxco, J. Am. Chem. Soc., 2006, 128, 3138-3139.

40 R. Szamocki, A. Velichko, C. Holzapfel, F. Miicklich,
S. Ravaine, P. Garrigue, N. Sojic, R. Hempelmann and
A. Kuhn, Anal. Chem., 2007, 79, 533-539.

41 D.-W. Zhang, F.-T. Zhang, Y.-R. Cui, Q.-P. Deng, S. Krause,
Y.-L. Zhou and X.-X. Zhang, Talanta, 2012, 92, 65-71.

42 7. Yang, E. Castrignano, P. Estrela, C. G. Frost and
B. Kasprzyk-Hordern, Sci. Rep., 2016, 6, 21024.

43 M. A. D. Neves, C. Blaszykowski and M. Thompson, Anal.
Chem., 2016, 88, 3098-3106.

44 D. Roncancio, H. Yu, X. Xu, S. Wu, R. Liu, J. Debord, X. Lou
and Y. Xiao, Anal. Chem., 2014, 86, 11100-11106.

45 D.-W. Zhang, C.-]J. Sun, F.-T. Zhang, L. Xu, Y.-L. Zhou and
X.-X. Zhang, Biosens. Bioelectron., 2012, 31, 363-368.

46 Y. Wen, H. Pei, Y. Wan, Y. Su, Q. Huang, S. Song and C. Fan,
Anal. Chem., 2011, 83, 7418-7423.

47 Y. Liu and Q. Zhao, Anal. Bioanal. Chem., 2017, 409, 3993-
4000.

RSC Adv., 2019, 9, 14296-14301 | 14301


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c9ra01292c

	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c

	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c

	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c
	A nanoporous gold-based electrochemical aptasensor for sensitive detection of cocaineElectronic supplementary information (ESI) available. See DOI: 10.1039/c9ra01292c


