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ABSTRACT: In this research, we aimed to evaluate the impact
of the surface charges and morphologies of electrodes on
electrochemically detecting dopamine (DA) in the presence of
protein adsorption, uric acid (UA), and ascorbic acid (AA).
Through the electropolymerization of functionalized 3,4-ethyl-
enedioxythiophenes (EDOT) directly on Au electrodes, we
successfully created PEDOT-coated electrodes with three
different functional groups and nanostructures. Negatively
charged carboxylic acid groups attracted DA while reducing the
interferences of UA and AA due to electrostatic effect. We used
charge-free tetra(ethylene glycol) and zwitterionic phosphocho-
line groups are used to evaluate the interference of protein
adsorption on DA sensing because they both can effectively
prevent the nonspecific adsorption of proteins. These two
electrodes can avoid protein adsorption, yet proved ineffective for DA sensing: both tetra(ethylene glycol) and the
phosphocholine groups are electroneutral and have minimal electrostatic interactions with DA. We also used three proteins of
different isoelectric points - bovine serum albumin, lysozyme, and fibrinogen - to evaluate the influence of protein adsorption on
DA detection. We found that for an electrode coated with carboxylic acid-functionalized PEDOT, the adsorption of positively
charged lysozyme can promote the detection sensitivity of AA and UA, and that all protein adsorption lowers the sensitivity of
DA. In contrast, nanostructures promote the detection sensitivity of all three molecules. All of our tested functionalized PEDOT-
coated electrodes demonstrated good stability and functionality in buffers.

KEYWORDS: dopamine electrochemical detection, conducting polymer, electrostatic effect, nanostructure, nonspecific adsorption,
nonfouling surface

■ INTRODUCTION

Serving to allow communication between neuron cells, the
neurotransmitter dopamine (DA) is critical in human brains
and plays an important role in several important diseases of the
nervous system, such as Parkinson’s disease and schizophre-
nia.1,2 Therefore, for clinical trials to develop new technologies
and reliable platforms, precise measurement and monitoring of
DA concentration in biological systems are worth pursuing.
Over the past few decades, researchers have thoroughly studied
the in vivo monitoring of the concentration of dopamine in
brains or small organs.3 Generally, the application electro-
analytical techniques to detect DA directly in vivo is one full of
challenges. The first challenge is to avoid interferences from
non-DA biomolecules with oxidation potentials similar to those
of DA. The typical examples are ascorbic acid (AA) and uric
acid (UA). New electrode materials, such as graphene4,5 and
carbon nanotubes,6,7 as well as various surface modification
approaches, including self-assembly monolayers8,9 and polymer
coatings,10,11 have been developed to overcome this challenge.

Another challenge is the fabrication of microsize electrodes
for use in conducting electrochemical experiments in vivo or for
small organs. Presently, the most commonly used micro-
electrodes are carbon-based electrodes. These electrodes
possess several advantages, including low cost, wide electro-
chemical windows, and moderate electrocatalytic activities for a
variety of redox reactions.12 The discovery of new types of
carbon nanostructures has further expanded the potential
applications of carbon-based electrodes.13,14 Researchers also
successfully used carbon fibers as electrodes for implantable
electrochemical DA sensors.15,16 The requirements of high
spatial and temporal resolution are two other challenges
scholars confront in in vivo DA monitoring.17

One critical issue for electrodes used in biological environ-
ments is the adsorption of proteins. The adsorption of proteins
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not only lowers the sensitivity of the electrodes, but also causes
the failure of chronically implanted electrodes for the in vivo
monitoring of DA.18 Currently, the most efficient way to
prevent the nonspecific binding of proteins is to make surfaces
hydrophilic enough to retain a thin water layer on surfaces.19,20

Poly(ethylene glycol) (PEG) and oligo(ethylene glycol)-based
coating have been the key candidate for this purpose, and PEG
has been used in various bioengineering applications, including
drug delivery,21 tissue engineering,22,23 and biochips.24 Over
the past decade, several alternatives have been developed,
including zwitterionic phosphorylcholine25−27 and betaine28,29

groups. The zwitterionic groups show strong interaction with
water molecules and also efficiently resist nonspecific protein
adsorption.30,31 Despite the advances in development of the
nonfouling surfaces during these years, few studies explore the
possibility of using nonfouling coatings on electrodes used for
long-term in vivo DA detection. Overall, the studies that
evaluate the influence of protein adsorption on DA detection
were limited; we currently stand without a systematic study of
this phenomenon.
In this study, we analyzed correlation between the selective

DA sensing, protein adsorption, and surface properties of
electrodes, including surface charge and morphologies. Using
poly(3,4-ethylenedioxythiophene)-coated electrodes of various
surface functional groups and nanostructures, we evaluated DA
sensing in the presence of protein adsorption, uric acid, and
ascorbic acid. Poly(3,4-ethylenedioxythiophene) or PEDOT
has been proven an effective electrode material with superior
stability in a biological buffer.32,33 Previous work has
demonstrated the applications of PEDOT-based composites,
including Au nanoparticles, graphene oxide, and Nafion, as
electrodes for DA sensing.34−36 During the past few years, we
have been developing PEDOT with various functional groups
as conductive biointerfaces.37 Carboxylic acid-functionalized
EDOT (EDOT-COOH) gave polymer films with stored
specific charges higher than those of PEDOT.38 Polystyrene
beads coated with poly(EDOT-COOH) showed a measured
zeta-potential of −52.11 mV, which indicates a negatively
charged surface.39 As for oligo(ethylene glycol)-functionalized
EDOT (EDOT-EGn)

40 and the zwitterionic phosphocholine-
functionalized EDOT (EDOT-PC),41−43 both can effectively
prevent the nonspecific adsorption of proteins. In the present
study, poly(EDOT-COOH) was used for the purpose of
selective DA detection due to the electrostatic effect.
Poly(EDOT-EG4) and poly(EDOT-PC) were used to evaluate
the influence of protein binding on DA detection. The
application of functionalized PEDOTs allows us to precisely
control the surface properties of electrodes, while the covalent
bonding between functional groups and PEDOTs ensures the
stability of these functionalized PEDOT-coated electrodes.
Furthermore, by tuning the electropolymerization processes, we
were able to synthesize both smooth and nanostructured
PEDOT films, gaining the ability to simultaneously evaluate the
influence of surface morphologies on DA detection.

■ EXPERIMENTAL SECTION
Chemicals and Reagents. 3,4-Ethylenedioxythiophene (EDOT)

and hydroxymethyl EDOT (EDOT-OH) were purchased from Sigma-
Aldrich and used without further purification. EDOT-COOH and
EDOT-EG4 were synthesized following procedures previously
reported.40,44 In short, for EDOT-COOH, EDOT-OH (861 mg, 5.0
mmol), NaI (150 mg, 1.0 mmol), and NaH (60% suspension in
mineral oil, 240 mg, 6.0 mmol) were added into a round-bottom flask

a stir bar. The flask was then charged with N2. After dry THF (20 mL)
was added into the flask, the suspension was stirred for 15 min and
cooled in an ice bath. Methyl bromoacetate (0.57 mL, 0.92 g, 6.0
mmol) was added slowly, and the reaction mixture was stirred for 18 h.
The majority of THF was removed with a rotavap; the crude product
was partitioned between water and ethyl acetate, and the aqueous layer
was extracted with ethyl acetate. The combined organic layers were
washed with brine, dried with MgSO4, and evaporated. After being
purified with a silica gel column (hexane/ethyl acetate = 5:1), the
product (610 mg) was dissolved in THF (10 mL) in a 100 mL round-
bottom flask. After aqueous NaOH solution (2 M, 10 mL) was added,
the mixture was stirred vigorously until the starting material was
completely consumed, which was confirmed by thin layer chromatog-
raphy. The mixture was acidified to pH < 3 using HCl and then
extracted with ethyl acetate. The combined organic layers were washed
with water, dried (MgSO4), and evaporated. EDOT-COOH (480 mg,
63%) was obtained. 1H NMR (CDCl3): δ 6.36 (d, 2H, J = 3.6 Hz),
6.34 (d, 1H, J = 3.6 Hz), 4.38 (ddd, 1H, J = 11.6, 7.2, 2.4 Hz), 4.26
(dd, 1H, J = 11.6, 2.4 Hz), 4.24 (s, 2H), 4.12 (dd, 1H, J = 11.6, 7.2
Hz), 3.85 (dd, 1H, J = 10.4, 4.8 Hz), 3.81 (dd, 1H, J = 10.4, 4.8 Hz).
13C NMR (CDCl3): δ 175.2, 141.3, 141.1, 100.0, 99.9, 72.6, 70.0, 68.4,
65.8. HRMS (FAB): [M + H] calcd for C9H11O5S, 231.0237; found,
231.0237. For EDOT-EG4: Trityl chloride (5.58 g) was dissolved in a
mixture of tetraethylene glycol (17.2 mL) and dichloromethane (30
mL). After pyridine (1.6 mL) was added, the mixture was stirred
overnight, then diluted with dichloromethane and washed with H2O.
To the solution, a stir bar and triethylamine (4 mL) were added, and
the flask was cooled at 0 °C and mesyl chloride (2.3 mL) added
dropwise. After being stirred overnight, the reaction was quenched
with H2O, washed with saturated NaHCO3, dried over MgSO4, and
purified by chromatograph. In a 300 mL flask EDOT-OH (5.41g), NaI
(0.471 g) and a stirrer were sealed and backfilled with N2. Dried DMF
(40 mL) and 1.88 g NaH were added under N2 flow. After the mixture
was stirred for 15 min, a solution of 16.25 g product in DMF (40 mL)
was added. The whole mixture was stirred overnight. The solution was
then poured into 200 mL ethyl acetate and washed with 150 mL H2O
for 5 times. The solvent was removed by a rotavapor, and the residue
dispersed in methanol (400 mL) with Amberlite (40 g). After being
stirred at 70 °C and refluxed over 6 h, the resin was filtered and
purified by chromatography. 1H NMR (CDCl3): δ 6.33 (s, 2H), 4.34
(m, 1H), 4.26 (dd, J = 11.6, 2.4 Hz, 1H), 4.07 (dd, J = 11.6, 7.6 Hz,
1H), 3.79−3.66 (m, 16H), 3.61 (m, 2H), 2.42 (broad s, 1H). 13C
NMR (CDCl3): δ 141.5, 141.4, 99.7, 99.6, 72.6, 72.5, 71.1, 70.7, 70.6,
70.5, 70.4, 70.3, 69.6, 66.1, 61.7. HRMS (FAB): Calcd for C15H25O6S
([M + H]+): 349.1277. Found: 349.1269. EDOT-PC was obtained
from Dr. Hsiao-hua Yu, which had been prepared following
procedures previously reported.41 Chemical reagents, including dioctyl
sulfosuccinate sodium salt (DSS), sodium dodecyl sulfate (SDS),
lithium perchlorate (LiClO4), tetrabutylammonium perchlorate
(TBAP), and organic solvents, including acetonitrile (CH3CN) and
dichloromethane (CH2Cl2) were purchased from Sigma-Aldrich and
used without further purification. Biological reagents, including bovine
serum albumin (BSA), lysozyme (LYZ), fibrinogen (FNG), and PBS
buffer were also obtained from Sigma-Aldrich.

Fabrication of PEDOT Electrodes. The electropolymerization
was performed by using a potentiostat (PGSTAT101, Autolab).
Smooth PEDOT films were deposited on Au electrodes from aqueous
solutions containing 10 mM EDOT, 100 mM LiClO4 and 50 mM of
SDS by applying cyclic potential (−0.6 to 1.1 V vs Ag/AgCl at a scan
rate of 100 mV s−1). Nanostructured PEDOT films were fabricated by
electropolymerization using a constant voltage (1.1 V vs Ag/Ag+) for
20 s. EDOT solutions were prepared by dissolving monomers at a
concentration of 10 mM in CH2Cl2 containing 100 mM TBAP as
electrolyte. The electrochemical cell was immersed into a 0 °C bath for
at least 3 min before performing electropolymerization. EDOT-EG4,
EDOT-PC and EDOT-COOH were electropolymerized on smooth or
nanostructured PEDOT from 0.01 M solutions in CH3CN containing
50 mM DSS and 100 mM LiClO4 by applying cyclic potential as
described previously.
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Characterization of PEDOT Morphology and Surface
Properties. The surface morphology of PEDOT electrodes was
examined with field emission scanning electron microscopy (FESEM).
FESEM was performed with a HITACHI SU8000 at a vacuum of
10−10 Torr and an accelerating voltage of 5 kV. Static contact angle of
water (∼1 μL) was performed by using a contact angle measurement
system (Model 100SB, Sindatek) at room temperature. Protein
binding was studied by QCM-D measurement, which is performed by
Q-Sense system (Biolin Scientific) to monitor the interactions
between proteins and functionalized PEDOT substrates. The protein
concentrations of bovine serum albumin, lysozyme and fibrinogen
were 1 mg/mL. The PEDOTs were electropolymerized on the surface
of a Au sensor crystal (QSX 301, Biolin Scientific). The frequency

changes in the third overtone are used to estimate the protein
adsorption in mass/area.

Electrochemical Characterization. All electrochemical measure-
ments were performed in a glass cell integrated with an Autolab
PGSTAT101 potentiostat. A Ag/AgCl and a Pt electrode were used as
reference and counter electrodes, respectively. Cyclic voltammetric
(CV) measurements were performed in PBS buffer over the potential
ranging from −0.2 to 0.6 V vs Ag/AgCl at a scan rate of 100 mV s−1.
To record the differential pulse voltammograms (DPV), the following
input parameters were used: potential rage from −0.15 to 0.4 V vs Ag/
AgCl at a scan rate of 4 mV s−1. A pulse with 50 mV amplitude, 50 ms
width, 500 ms interval and quiet time of 30 s was applied. Peak
currents were determined by subtraction of a manually added baseline.

Figure 1. Synthesis procedure and SEM images of smooth and nanostructured PEDOT, poly(EDOT-EG4), poly(EDOT-PC), and poly(EDOT-
COOH): (a) Smooth PEDOT prepared by electropolymerization in aqueous solutions in the presence of SDS and LiClO4; (b) Nanostructured
PEDOT prepared by electropolymerization in CH2Cl2 containing TBAP; (c) Smooth poly(EDOT-EG4) and (d) nanostructured poly(EDOT-EG4);
(e) smooth poly(EDOT-PC); and (f) poly(EDOT-PC); (g) smooth poly(EDOT-COOH); and (h) nanostructure poly(EDOT-COOH) prepared
by electropolymerization in CH3CN solutions in the presence of DSS by using smooth PEDOT and nanostructured PEDOT as hard templates.
(Scale bar = 500 nm).

Figure 2. Cyclic voltammograms of various functionalized PEDOT-coated electrodes in PBS buffer containing 0.1 mM DA (, black line);
containing 1 mM AA (, red line); containing both 0.1 mM DA and 1 mM AA (, blue line) by applying cyclic potentials from −0.2 to 0.6 V (vs
Ag/AgCl) at rate of 100 mV s−1. PEDOT-coated electrodes include smooth (a) PEDOT, (b) poly(EDOT-EG4), (c) poly(EDOT-PC), and (d)
poly(EDOT-COOH) compared to nanostructured (e) PEDOT, (f) poly(EDOT-EG4), (g) poly(EDOT-PC), and (h) poly(EDOT-COOH).
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■ RESULTS AND DISCUSSION

Functionalized PEDOT Electrodes and Their Surface
Properties. To fabricate the functionalized PEDOT electrode
of two different surface morphologies, we applied the
electropolymerization of PEDOT in two solution systems, as
shown in Figure 1.
The electropolymerization of PEDOT on an Au electrode in

aqueous solutions containing 50 mM sodium dodecyl sulfate
(SDS) resulted in smooth PEDOT surfaces of roughness
usually less than 10 nm (Figure 1a). When synthesizing
PEDOT by electropolymerization in CH2Cl2 solutions
containing tetrabutylammonium persulfate (TBAP) as electro-
lytes, we found PEDOT to form fiber-type nanostructures as
shown in Figure 1e. We then used these two surfaces as our
hard templates to synthesize functionalized PEDOT by the
electropolymerization of three functionalized EDOTs
EDOT-EG4, EDOT-PC, and EDOT-COOHin CH3CN
solutions containing dioctyl sodium sulfosuccinate (DSS). By
this method, we successfully created both smooth and
nanostructured poly(EDOT-EG4), poly(EDOT-PC), and poly-
(EDOT-COOH), as shown in Figure 1c−h. Compared to
water contact angles of smooth PEDOT surfaces, the contact
angles after the coating with poly(EDOT-EG4), poly(EDOT-
PC), and poly(EDOT-COOH) were small. More hydrophilic
surfaces appeared due to the contribution of tetra(ethylene
glycol), phosphocholine, and carboxylic acid groups. Poly-
(EDOT-PC) offered the lowest water contact angle, and
poly(EDOT-EG4) presented a high contact angle compared to
those of poly(EDOT-PC) and poly(EDOT-COOH). In
contrast, the water contact angle of the nanostructured
PEDOT film was lower than the smooth PEDOT film, a fact
that stems from the nanostructure effect amplifying the surface
properties44,45 The other functionalized PEDOT films also
showed similar trends. We also used X-ray photoelectron
spectroscopy (XPS) to confirm the chemical compositions of
PEDOT and functionalized PEDOT films, as shown in
Supporting Information (SI) S1. After the electropolymeriza-
tion of poly(EDOT-COOH) on PEDOT substrates, we
witnessed a strong C 1s peak at 287 eV. This corresponded
to carbonyl bonding from carboxylic acid groups. N 1s and P 2p
peaks were only observed after poly(EDOT-PC) was electro-
polymerized on PEDOT substrates.
Electrostatic Interaction and the Nanostructure Effect

on DA Detection. The cyclic voltammograms of various
functionalized PEDOT-coated Au electrodes in PBS buffer in
the presence of sole 0.1 mM DA, sole 1 mM AA, or both 0.1
mM DA and 1 mM AA were shown in Figure 2.
Before the PEDOT films were coated on the Au electrodes,

the oxidation peaks of DA and AA could not resolve, as shown
in SI S2. After the PEDOT films coated Au electrodes, the
oxidation peaks of AA and DA resolved, and the peak position
resolved, depending on the functional groups and surface
morphology of PEDOT coating. Compared to the oxidation
peak of DA measured by electrodes coated with smooth
PEDOT (Figure 2a), smooth poly(EDOT-EG4) (Figure 2b),
and smooth poly(EDOT-PC) (Figure 2c), the current intensity
of DA oxidation peak measured by the electrode coated with
smooth poly(EDOT-COOH) (Figure 2d) was high. Hence, the
negative charges on the poly(EDOT-COOH) films successfully
enhanced detection through the electrostatic interaction with
DA. The oxidation peaks of AA did not show obvious change
when electrodes of different functionalized PEDOT coating

were applied. Yet the surface morphology of PEDOT-coated
electrodes played an important role in the creation of AA’s
oxidation peaks. Compared to the oxidation potential of AA as
measured by all electrodes coated with smooth PEDOT, the
oxidation potential of AA measured via nanostructured
PEDOT-coated electrodes was significantly lower. This result
might be due to a positively charged PEDOT backbone at its
doping state. The nanostructure seemed to enhance the charge
effect, which is beneficial to the oxidation of negatively charged
AA and lowers the oxidation potential. The nanostructured
poly(EDOT-COOH) provided a larger surface area than the
one delivered by smooth poly(EDOT-COOH) and interacted
with more DA in the solutions. The oxidation peak area
measured by an electrode coated with nanostructured poly-
(EDOT-COOH) was three times higher than that of an
electrode coated with smooth poly(EDOT-COOH).

Variations of Protein Binding on PEDOT-Coated
Electrodes. We used a quartz crystal microbalance with
dissipation (QCM-D) system to evaluate the protein binding
on our PEDOT and functionalized PEDOT films, the results of
which are summarized as shown in Figure 3.

First, we tested the binding of bovine serum albumin (BSA)
on various functionalized PEDOTs. The isoelectric point (pI)
of BSA is 4.7, which indicates a totally negatively charged status
of BSA. Compared to PEDOT and poly(EDOT-COOH),
poly(EDOT-EG4) and poly(EDOT-PC) showed much weaker
binding to bovine serum albumin (BSA). The results revealed
that the hydrophilic tetra(ethylene glycol) and phosphocholine
groups can effectively prevent the nonspecific binding of BSA.
Compared to PEDOT, poly(EDOT-COOH) showed a notably
higher binding of BSA. The negatively charged surfaces of
poly(EDOT-COOH) could hardly repulse BSA effectively. The
contribution of the interactions of specific carboxylic group
binding site in BSA played a role in this result.46 We further
tested the binding of lysozyme (LYZ) and fibrinogen (FNG)
on poly(EDOT-COOH). LYZ (pI = 11.35) is positively

Figure 3. Comparison of bovine serum albumin (BSA, white) binding
on PEDOT, poly(EDOT-EG4), poly(EDOT-PC), and poly(EDOT-
COOH). Binding of lysozyme (LYZ, black) and fibrinogen (FNG,
light gray) on poly(EDOT-COOH). The concentration of three
proteins for binding study by QCM-D was 1 mg/mL.
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charged, and FNG (pI = 5.2) is slightly negatively charged in a
PBS buffer of pH = 7.4. Nevertheless, the results confirmed
strong nonspecific bindings of both LYZ and FNG on
poly(EDOT-COOH), indicating that neither the isoelectric
point of proteins nor the net charge of proteins are a decisive
factor in determining whether the proteins can be nonspecifi-
cally adsorbed on our PEDOT platforms.
DA Detection under the Interferences of AA, UA, and

BSA Binding. We evaluated the interferences of AA, UA, and
protein binding by applying differential pulse voltammetry
(DPV) measurement on various PEDOT-coated electrodes, as
shown in Figure 4.
The DPV was conducted in a PBS buffer containing 1 mM

AA, 0.1 mM DA, and 0.2 mM UA. Compared to the electrodes
coated with smooth PEDOT (Figure 4a), poly(EDOT-EG4)
(Figure 4b), or poly(EDOT-PC) (Figure 4c), the DPV by the

electrode coated with poly(EDOT-COOH) (Figure 4d)
showed strong oxidation peak of DA at ∼0.15 V vs Ag/AgCl.
The oxidation of AA (∼−0.01 V vs Ag/AgCl) and UA (∼0.29
V vs Ag/AgCl) were resolved on all PEDOT-coated electrodes.
Compared to that of the smooth PEDOT-coated electrodes,
the DPV measured by nanostructured PEDOT-coated electro-
des (Figure 4e−h) generally showed much higher current
readout for the oxidation peaks. To test the interferences of
protein binding, we allowed the adsorption of proteins by
immersing electrodes into a PBS buffer containing 1.0 mg/mL
BSA overnight. The electrodes were rinsed with the PBS buffer
before the DPV measurements. After the PEDOT-coated
electrode was blocked by BSA, the measured peak currents
were generally lower than before protein binding, a result
indicating that BSA adsorption interferes with the oxidation of
AA, DA, and UA. For a better understanding and comparison

Figure 4. Differential pulse voltammetry (DPV) response at electrodes coated with smooth (a) PEDOT, (b) poly(EDOT-EG4), (c) poly(EDOT-
PC), and (d) poly(EDOT-COOH) compared to electrodes coated with nanostructured (e) PEDOT, (f) poly(EDOT-EG4), (g) poly(EDOT-PC),
and (h) poly(EDOT-COOH) in PBS buffer containing 1 mM AA, 0.1 mM DA, and 0.2 mM UA before (, black line) and after (, red line) BSA
binding; Current readout of (i) DA and (j) UA measured by electrodes coated with smooth films (white), smooth films after BSA binding (light
gray), nanostructured films (gray), and nanostructured films after BSA binding (black). *Peaks not clearly resolved.
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of these measurements, we present the current readouts of the
DA oxidation peaks and UA oxidation peaks in Figure 4i and
Figure 4j, respectively. Compared to the electrode coated by
smooth PEDOT, the electrodes coated with smooth poly-
(EDOT-EG4) and smooth poly(EDOT-PC) showed less of a
current drop after the BSA binding, which indicates the
interference due to protein binding was not significant for
poly(EDOT-EG4) or poly(EDOT-PC), whereas it was for
PEDOT. This result is coincident to a protein-binding
measurement using a QCM-D system. Most importantly,
only poly(EDOT-COOH)-coated electrodes showed strong
DA oxidation peaks, even when the electrode surfaces were
blocked by BSA (Figure 4i). The binding of BSA reduces the
current signal by 15 to 20% in general. Nanostructures
increased the detection sensitivity of UA, as shown in Figure
4j, and the binding of BSA also limited the oxidation of UA on
PEDOT-coated electrodes. On the basis of these results, we
realized the negatively charged carboxylic acid to be the key
factor for DA detection. Although the EG4 and PC groups were
useful to prevent the nonspecific binding of proteins, our results
showed an electrostatic interaction dominating the sensing
event. We also tested the performance of copolymer of
poly(EDOT-COOH) and poly(EDOT-PC), as shown in SI S3.
The results showed that even a 50% feed ratio of EDOT-PC
causes a significant drop in the DA oxidation signal.
The Protein Charge Effect, Concentration Depend-

ence, and Stability. We further evaluated the current-
concentration dependence of nanostructured poly(EDOT-
COOH)-coated electrodes using a DPV method, as shown in
SI S4 and S5. The test was also evaluated under the binding of
various proteins, including BSA, LZY, and FNG. The data are
summarized and shown in Figure 5.
As shown in Figure 5a−d, the electrodes coated with

nanostructured poly(EDOT-COOH) resulted in a nearly linear
relationship for DA (1 to 50 μM), AA (10 to 500 μM), and UA
(2 to 100 μM), regardless of whether measured before or after
protein binding. On the basis of the slope of the current−
concentration relationship, we found these electrodes to
provide the highest sensitivity to DA and a minimum sensitivity

to AA. To clearly illustrate the influence of protein binding on
the sensing of AA, DA, and UA, we compared the current
readout when the three chemicals were at same concentration
of 50 μM as shown in Figure 5e. The current readouts of DA
signals significantly decreased after protein binding, indicating
that the binding of proteins on poly(EDOT-COOH) interferes
with the electrostatic interaction between DA and carboxylic
acid groups. Remarkably, the current readouts of AA and UA
signals increased after LYZ binding, implying a higher
sensitivity of AA and UA. This is due to the electrostatic
interaction between acids and positively charged LYZ.
We also evaluated the stability of the poly(EDOT-COOH)-

coated electrodes, as shown in SI S6. The DPV results were
obtained after the electrodes were immersed into a PBS buffer
in the presence of BSA for 30 days. The current readout from
the freshly prepared poly(EDOT-COOH)-coated electrode, as
shown in Figure 5b, nearly matched the current readout from
the same electrode after 30-day immersion in the PBS buffer.
This indicates a good stability for PEDOT-coated electrodes.

■ CONCLUSIONS

We studied PEDOT-coated electrodes for dopamine (DA)
sensing under the interferences of ascorbic acid (AA), uric acid
(UA), and protein adsorption. Our examination provides
information pertinent to making electrodes used for in vivo
monitoring purposes. We focused PEDOT-coated electrodes
with three different functional groups, including tetra(ethylene
glycol), phosphocholine, and carboxylic acid groups. Although
coating electrodes with charge-free tetra(ethylene glycol) and
zwitterionic phosphocholine groups on the surface can prevent
nonspecific protein adsorption on electrodes, these two
coatings failed to provide sensitive DA detection due to their
weak electrostatic interactions with DA. In contrast, electrodes
with carboxylic acid groups provided a significant enhancement
in DA detection, even when the surfaces were blocked by
proteins. Furthermore, these groups reduced the interference of
AA and UA. These results indicate that the electrostatic
interaction between carboxylic acid groups and DA dominates
the sensing events, even under the interference of protein

Figure 5. Current−concentration relationship of DA (●, red circle), UA (▲, black triangle), AA (■, blue square) measured by (a) bare
nanostructured poly(EDOT-COOH)-coated electrode, and nanostructured poly(EDOT-COOH)-electrodes after (b) BSA binding, (c) LZY
binding, and (d) FNG binding. (e) The current readout of DA (red), UA (black), and AA (blue) when [AA] = [DA] = [UA] = 50 μM.
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adsorption. Compared to smooth PEDOTs, the nanostructured
PEDOTs not only enhance the detection sensitivity of DA, but
also that of both AA and UA. This might be due to the
positively charged backbones of PEDOTs at their doping states,
as positively charged backbones can attract negatively charged
AA and UA. The protein adsorption generally lowers the
detection sensitivity of DA due to the hindrance of the
electrostatic interaction between DA and the carboxylic acid
groups on electrodes. Notably, after the adsorption of LZY on
poly(EDOT-COOH), the detection sensitivity of AA and UA
was slightly promoted. This observation entails the possibility
of protein adsorption being used for surface modifications,
modifying the detection sensitivity by tuning electrostatic
interaction with targeted molecules. Overall, our study provides
some insights into the working influence of surface charge and
surface morphology on DA detection, especially in the presence
of protein adsorption. Although protein adsorption reduces the
sensitivity of electrodes for DA detection, nonfouling coatings,
such as tetra(ethylene glycol) and phosphocholine, might not
be applicable due to their low sensitivity in detecting DA. The
adsorption of proteins might alter the electrode sensitivity on
DA, AA, and UA due to the electrostatic interaction between
the proteins and these charged molecules.
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