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Abstract: The thickness shear mode acoustic wave device is of interest for the sensing of biomarkers
for diseases in various biological fluids, but suffers from the issue of non-specific adsorption of
compounds other than those of interest to the electrode surface, thus affecting the device’s output.
The aim of this present study was to determine the level of non-specific adsorption on gold electrodes
from serum samples with added ovarian cancer biomarker lysophosphatidic acid in the presence of a
surface anti-fouling layer. The latter was an oligoethylene molecule with thiol group for attachment
to the electrode surface. It was found that the anti-fouling layer had a minimal effect on the level of
both adsorption of components from serum and the marker. This result stands in sharp contrast to
the analogous monolayer employed for anti-fouling reduction on silica.

Keywords: lysophosphatidic acid; surface-modified gold; acoustic wave biosensor; non-specific
adsorption

1. Introduction

The thickness shear mode (TSM) acoustic wave biosensor, sometimes referred to as a
“quartz crystal microbalance”, is typically composed of a pair of gold electrodes placed
on both sides of a thin disc of piezoelectric quartz. When an alternating electric field is
applied, a mechanical oscillation involving a standing wave is established across the bulk
of the quartz wafer [1,2]. Sensing can be achieved by binding a probe molecule to the
surface of the gold substrate, which binds selectively to the analyte of interest, causing
a measurable change in vibrational frequency and motional resistance. However, due to
the complex nature of bio fluids, non-specific adsorption or fouling of compounds on the
electrode surface, other than those of interest, renders these devices difficult to use in these
fluids [3]. For example, serum proteins, such as human serum albumin and oligopeptides,
can attach to gold via sulfthydryl groups [4,5].

A vast literature describes the many attempts that have been made to avoid the
fouling of surfaces by components of biological fluids [6]; this includes gold as a substrate.
Given the preponderance of thiol or disulfide chemistry on Au over recent years, it is
unsurprising that a variety of sulfur-containing compounds, including Zwitterionic and
other species formed into self-assembled monolayers (SAMS), have been used to reduce
non-specific adsorption on Au with a level of success [7-10]. In our own work, we have
used 2-(3-trichlorosilylpropyloxy)-ethyl hydroxide (MEG-OH) as an anti-fouling layer on a
variety of materials, and it has been found to reduce fouling from serum, whole blood, and
bacteria [11-17]. The layer formed by this compound is made up of a siloxane network that
enables water molecules to penetrate and hydrogen bond to the inner ether groups present,
which creates an interstitial hydration layer that acts to anti-foul the surface [18,19].

We have used custom-synthesized 2-(2-mercaptoethoxy)ethan-1-ol (HS-MEG-OH) to
investigate the key role of surface hydration on the dynamics of adsorption of components
of serum to gold [20] (Figure 1). In order to further evaluate the anti-fouling capability
of HS-MEG-OH layers on TSM electrodes, the surface chemistry of the cancer biomarker
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lysophosphatidic acid (LPA) was chosen for this purpose. LPA is a potential marker for
ovarian cancer which has been found to be elevated in 90% of stage I ovarian cancer
patients, and 100% of later-stage patients [21-24]. If the TSM is to be employed as an early-
stage detection platform for LPA in serum, via a device-anchored probe for the marker, the
avoidance of fouling will be mandatory. However, as the thiol link required to bind this
molecule to gold does form a siloxane network, it is unlikely that the layer will present
adequate spacing to allow water to form the interstitial hydration layer. Thus, it is unlikely
to prevent fouling to the extent that MEG-OH does.
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Figure 1. Synthesis and self-assembly of 2-(2-mercaptoethoxy)ethan-1-ol to gold electrodes of a TSM device.

2. Materials and Methods
2.1. Materials

Sodium dodecyl sulfate, phosphate-buffered saline (PBS) buffer, and goat serum
were all purchased from Sigma-Aldrich, Oakville, ON, Canada. Lysophosphatidic acid
was obtained from Enzo Life Sciences via FroggaBio Inc., ON, Canada and Nitrogen
as a pressurized gas from Praxair, ON, Canada. Quartz crystals (AT-cut, 13.5 mm in
diameter, 9 MHz fundamental frequency) with gold electrodes in place were purchased
from Lap-Tech Inc. Bowmanville, ON, Canada. The devices were systematically handled
with thoroughly pre-cleaned stainless steel tweezers in order to minimize any external
contamination. The synthesis of 2-(2-mercaptoethoxy)-ethan-1-ol (HS-MEG-OH) has been
described elsewhere [20].

2.2. Surface Modification of TSM Gold Electrodes

Quartz discs were placed in small glass vials, which had been rinsed 2 times with
deionized water and once with 1% sodium dodecyl sulfate (SDS) solution. Each disc was
then rinsed 2 times with SDS solution followed by placement on a rotator in the same
solution for 15 min. Subsequent to a thorough rinsing in water, the devices were rinsed
3 times in acetone. After that, they were rinsed 3 times with methanol, followed by 5 min
of rotation in the same matrix. They were then rinsed thoroughly with methanol, and dried
under a stream of nitrogen. Finally, the discs were plasma-cleaned for 5 min, followed by
storage in glass vials.

Cleaned TSM discs were soaked in 5 tM HS-MEG-OH in anhydrous absolute ethanol,
and placed on a rotator for 30 min. The discs were then rinsed with absolute ethanol,
followed by methanol and dried under a stream of nitrogen. Finally, the discs were stored
in glass vials.
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2.3. TSM Operation and Measurements

A TSM disc was placed in a custom flow-through chamber connected to a Maxtek
PLO-10i oscillator (Inficon, East Syracuse, NY, USA). A Harvard Apparatus (Holliston,
MA, USA) 11plus syringe pump was used to flow 0.01 M PBS buffer at pH 7.4 through the
chamber and over the disc surface at 100 L min~!. Once the disc was saturated in PBS
solution, the PLO-10i oscillator was calibrated using the calibration rotors on the front of
the device. Analogue signals from the oscillator were converted into a USB digital signal
by way of a custom-designed A /D circuit and Parallax QuickStart board (Parallax, Rocklin,
CA, USA) with the data being recorded by custom software programmed in Visual Basic.
Once the frequency of the disc had stabilized in PBS, the test solution (such as LPA in PBS,
or dilute serum) was passed over the disc for 5 min, before returning the disc to PBS. The
disc was kept under PBS flow for 30 min after the test solution was stopped, followed by
switching the solution to water for final washing of the disc and chamber.

Data was analyzed by taking the average frequency of the TSM discs in PBS for 10 min
prior to injection of the sample. The frequency change when in a particular sample was
averaged for 1.5 min, 5 min after injection. Finally, the return frequency was averaged
from 20-30 min after return to the PBS solution for washing. Calculations and graphing
were performed in Microsoft Excel. At least 3 runs were averaged for each solution and
the errors shown are the standard deviations from multiple runs. With respect to motional
resistance values, the PLO-10i interface outputs the overall capacitance of the device as a
voltage, which must then be converted to a resistance value. This was achieved by dividing
100 by the capacitance and subtracting 20 (the system’s internal resistance), which gives a
value for the resistance of the TSM system (Equation (1)).

100
R=-—-2 1
& —20 M

Equation (1). Calculation for crystal resistance (R) based on the instrument capacitance (C).

3. Results
3.1. Resonant Frequency Responses

Individual experimental responses in TSM frequency and motional resistance over
time can be found in the Supporting Information (Figures S1-S8). Figure 2 shows the lowest
frequency of the TSM with the surface modifier in place after injection of serum samples at
different concentrations of LPA and serum (diluted with PBS buffer solution). This response
is conventionally referred to as the frequency drop. As anticipated, the frequency drop
was lowest when there was no serum present, although there was statistically minimal
change in the frequency drop between 10% and 50% serum when LPA was present, which
suggests that the amount of material deposited onto the device is invariable over this
concentration range. Notably, the addition of LPA into the injection solution tended to
increase the frequency drop in all conditions with or without the presence of serum, except
in the case of 20% serum. This result strongly indicates that the HS-MEG-OH layer does
not prevent either the non-specific adsorption of components of serum or LPA itself.

At 10% serum concentration, there was no difference in frequency drop for any addi-
tion of LPA, but all LPA-doped samples were different from just serum. When the serum
concentration was increased to 20%, there was no significant effect of LPA concentration
on the frequency drop with all conditions exhibiting frequency drops of similar value. At
50% serum, the increase in drop at 25 uM LPA is not statistically different from no LPA,
but 50 uM LPA and 100 uM LPA show a slight difference from no LPA. This suggests that
at 10% and 50% serum, LPA has an effect on the deposition of materials onto gold, which
saturates between 25 uM and 50 uM LPA, an effect which is not present at 20% serum.



Materials 2021, 14, 4158

40f8

450.0 "

350.0 H 25 uM LPA )
T %9 Tasoumiea A B
= 300.0 i ] T I —
2 : H 100 uM LPA 7 _Ir
5 250.0 T | I 1 —
g 200.0 — — —
3 1
o 150.0 — — —
8 ****—|
Y 100.0 :_‘I i — — —

50.0 -l T — — —
0.0
0% Serum 10% Serum 20% Serum 50% Serum

Figure 2. Frequency drop of the TSM signal on addition of PBS/serum samples containing LPA.
Statistical significance using t-test shown by asterisks: (-) no significant difference, (*) 90% confidence,
(**) 95% confidence, (***) 98% confidence.

The change in frequency from before injection to after wash-off with PBS, which is
referred to as the overall frequency change, is depicted in Figure 3. These experiments
clearly indicate the amount of “permanently” adsorbed material retained by the surface.
From the samples with no additional LPA, it can be seen that all three serum concentrations
exhibit a similar amount of overall frequency change, or fouling. This indicates that
increasing serum concentrations from 10% to 50% has little impact on the amount of non-
specific adsorption. Accordingly, with the surface modifier in place, the interface reached
saturation at the lower level of 10%. The addition of LPA to the samples increased the
overall fouling compared to serum samples containing no LPA. This suggests that the
adlayer reduces fouling from serum components to some degree, as LPA is able to foul
beyond these serum components.
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Figure 3. Change in frequency of the TSM from the baseline in PBS buffer to the final wash for
experiments conducted with PBS/serum solutions containing LPA. Statistical significance using
t-test shown by asterisks: (-) no significant difference, (*) 90% confidence, (***) 98% confidence,
(****) 99% confidence.

However, a significant level of change in frequency still occurred for all serum con-
centrations, suggesting that HS-MEG-OH is unable to prevent fouling of the surface to the
extent that MEG-OH is able to. As the silane version of MEG-OH has been found to provide
significant anti-fouling in similar acoustic wave biosensors [11,16], this suggests that the
spacing provided between each monoethylene-glycol group, by the siloxane network of
MEG-OH and the resulting surface hydration, is very important to the layer’s anti-fouling
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ability. As the thiol links of HS-MEG-OH do not provide such spacing, it seems that the
hydration layer is unable to form, and higher levels of fouling are observed compared to
MEG-OH. As this is the only structural difference between the layers, this is the most likely
reason for the observed inability for HS-MEG-OH to prevent fouling, lending evidence
to previous work establishing the mechanism of action for MEG-OH, which had been
performed using neutron reflectometry as well as computer simulation [18,19].

In order to solve this issue on gold and allow for a similar ultrathin anti-fouling
layer to be produced, different monoethylene glycol thiol-based layers that exhibit spacing
should be explored, such as using dithiol linking groups to increase the space between
the glycol molecules. This will allow for further determination of the importance of the
hydration layer should a better-spaced layer prove to be capable of antifouling, similar to
that observed for the silane version.

3.2. Responses in Resistance

Figure 4 shows, as expected, that increasing the serum concentration results in higher
values for the device resistance. The addition of LPA to the injected solutions seemed
to have little effect on the resistance increase for the PBS and 10% serum experiments,
whereas at higher concentrations of serum, LPA seemed to cause a large variation in the
response with respect to resistance, with 100 uM LPA causing a statistically significant
change from no LPA. A similar trend to the rise in resistance can be observed with the
overall resistance change (Figure 5). There is little overall change to the resistance of the
crystal at low concentrations of serum, and a large overall change can be observed with
high concentrations of serum.
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Figure 4. Resistance increase in the TSM signal on addition of PBS/serum samples with LPA.
Statistical significance using t-test shown by asterisks: (-) no significant difference, (*) 90% confidence,
(****) 99% confidence.

As with the resistance rise, LPA seemed to have little effect on the overall change
in resistance at low concentrations of serum, but caused large variation in experiments
performed at higher concentrations. Taken on its own, the overall resistance change is not
useful for analyzing the system due to the high level of exhibited variability. This high level
of variability lends further evidence to HS-MEG-OH’s inability to prevent surface fouling
observed in the frequency changes. As the resistance change was also quite significant,
and highly erratic, it does not lend itself to an alternate form of measurement when using
this layer. Unfortunately, for HS-MEG-OH, this suggests that the layer is unable to reduce
fouling to a point of being able to usefully measure biomarker concentrations in serum
samples. However, as discussed previously, this result lends evidence to the importance of
the hydration layer found in similar silane-based layers, and efforts should be undertaken
to investigate layers on gold that provide similar spacing to the siloxane network.
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Figure 5. Overall change in resistance of the TSM between the initial resistance in PBS buffer and
the resistance following the final wash. Statistical significance using t-test shown by asterisks: (-) no
significant difference, (*) 90% confidence.

4. Conclusions

In order to produce a viable biosensor-based technology for the detection of LPA in
patient serum, hopefully undiluted, it will be mandatory to avoid non-specific adsorption
on the device surface, whether originating from the components of the biological fluid or
the biomarker itself. With respect to a typical TSM sensor, this requires modification of
the gold surface. Previous research has indicated that the highly successful strategy of
modification of silica with the analogous trichlorosilane MEG-OH [16] is not reproduced
with the sister molecule HS-MEG-OH [20], and this result appears to be confirmed in the
present work on gold-serum-LPA surface chemistry. On silica, the significant reduction in
fouling can be attributed to the presence of interstitial hydration of the surface monolayer,
which has either an energy cost in terms of disturbance (so-called water barrier effect)
or no energy gain from the interaction of hydrated species with the water-containing
monolayer [25,26]. In the case of the surface modifier described in the present work, the
thiol groups will cause relatively close packing in molecular terms, so that the formation
of the key hydration layer is not feasible. This negative result strongly suggests that if
the TSM is to be employed for biomarker detection in biological fluids, an alternative
strategy for the avoidance of fouling must be invoked. In order to better simulate the
anti-fouling ability of MEG-OH on gold sensor surfaces, an anti-fouling layer that provides
sufficient spacing for the hydration layer to form should be investigated, such as one based
on a dithiol linker or possibly using a bulky side group below the monoethylene glycol to
encourage spacing between individual molecules.

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/article/
10.3390/ma14154158/s1, Figure S1: Responses in TSM frequency for 100% PBS buffer containing
(a) 0 uM LPA, (b) 25 uM LPA, (c) 50 uM LPA, and (d) 100 uM LPA; Figure S2: Responses in TSM
frequency for PBS buffer with 10% serum containing (a) 0 uM LPA, (b) 25 uM LPA, (c) 50 uM LPA, and
(d) 100 uM LPA; Figure S3: Responses in TSM frequency for PBS buffer with 20% serum containing
(a) 0 uM LPA, (b) 25 uM LPA, (c) 50 uM LPA, and (d) 100 uM LPA; Figure S4: Responses in TSM
frequency for PBS buffer with 50% serum containing (a) 0 uM LPA, (b) 25 uM LPA, (c) 50 uM LPA,
and (d) 100 uM LPA; Figure S5: TSM resistance response for PBS buffer containing (a) 0 pM LPA,
(b) 25 UM LPA, (c) 50 uM LPA, and (d) 100 pM LPA; Figure S6: TSM resistance response for PBS
buffer with 10% serum containing (a) 0 uM LPA, (b) 25 uM LPA, (c) 50 uM LPA, and (d) 100 uM
LPA; Figure S7; TSM resistance response for PBS buffer with 20% serum containing (a) 0 uM LPA,
(b) 25 UM LPA, (c) 50 uM LPA, and (d) 100 uM LPA; Figure S8: TSM resistance response for PBS
buffer with 50% serum containing (a) 0 uM LPA, (b) 25 uM LPA, (c) 50 uM LPA, and (d) 100 uM LPA.


https://www.mdpi.com/article/10.3390/ma14154158/s1
https://www.mdpi.com/article/10.3390/ma14154158/s1

Materials 2021, 14, 4158 70f8

Author Contributions: Conceptualization, M.T. and B.D.L.E,; methodology, B.D.L.E; writing—
original draft preparation, B.D.L.F; writing—review and editing, M.T. Both authors have read
and agreed to the published version of the manuscript.

Funding: Support from the Natural Sciences and Engineering Council of Canada (Grant Number
9522) and Econous Systems Inc., Toronto is gratefully acknowledged.

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.
Data Availability Statement: Data is contained within the article or supplementary material.

Acknowledgments: The authors are very grateful to Gordon Hayward of the University of Guelph,
Ontario for the provision of the interface for acoustic wave measurements and for much helpful
discussion on instrumentation.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or
in the decision to publish the results.

References

1.  O’Sullivan, C.K,; Guilbault, G.G. Commercial quartz crystal microbalances—Theory and applications. Biosens. Bioelectron. 1999,
14, 663-670. [CrossRef]

2. Johannsmann, D. The Quartz Crystal Microbalance in Soft Matter Research: Fundamentals and Modelling (Soft and Biological Matter);
Springer: New York, NY, USA, 2014.

3. Blaszykowski, C.; Sheikh, S.; Thompson, M. Surface chemistry to minimize fouling from blood-based fluids. Chem. Soc. Rev. 2012,
41, 5599-5612. [CrossRef] [PubMed]

4. Chakraborty, D.; Tripathi, S.; Ethiraj, K.R.; Chandrasekaran, N.; Mukherjee, A. Human serum albumin corona on functionalized
gold nanorods modulates doxorubicin loading and release. New |. Chem. 2018, 42, 16555-16563. [CrossRef]

5. Uehara, N.; Sonoda, N.; Haneishi, C. Specific turn-on near infrared fluorescence from non-fluorescent gold nanoclusters bearing
sulfhydryl oligopeptides. Colloid. Surf. A Physicochem. Eng. Aspects. 2018, 538, 14-22. [CrossRef]

6.  Thompson, M.; Blaszykowski, C.; Sheikh, S.; Rodriguez-Emmenegger, C.; de los Santos, A. Biological Fluid-Surface Interactions in
Detection and Medical Devices; Royal Society of Chemistry: Cambridge, UK, 2017; Chapter 5; pp. 184-265.

7.  Wang, Y,; Cui, M.; Jiao, M; Luo, X. Antifouling and ultrasensitive biosensing interface based on self-assembled peptide and
aptamer on macroporous gold for electrochemical detection of immunoglobulin E in serum. Analyt. Bioanalyt. Chem. 2018, 410,
5871-5878. [CrossRef] [PubMed]

8.  Lin, P; Chuang, T.L.; Chen, PZ,; Lin, CW.; Gu, EX. Low-fouling characteristics of ultrathin zwitterionic cysteine SAMs. Langmuir
2018, 35, 1756-1767. [CrossRef] [PubMed]

9. Yi S, Lee, WK, Park, ].H,; Lee, ].S.; Seo, ].H. One-pot synthesis of a zwitterionic small molecule bearing disulfide moiety for
antibiofouling macro- and nanoscale gold surfaces. Langmuir 2018, 35, 1768-1777. [CrossRef] [PubMed]

10. Wu, X; Li, P; Zhang, Z.; Yao, D. Selective response of dopamine on 3-thienylphosphonic acid modified gold electrode with high
antifouling capability and long-term stability. Mat. Sci. Eng. C 2019, 94, 677-683. [CrossRef] [PubMed]

11.  Sheikh, S.; Sheng, ].C.C.; Blaszykowski, C.; Thompson, M. New oligoethylene glycol linkers for the surface modification of an
ultra-high frequency acoustic wave biosensor. Chem. Sci. 2010, 1, 271-275. [CrossRef]

12.  Fedorov, K.; Blaszykowski, C.; Sheikh, S.; Reheman, A.; Romaschin, A.; Ni, H.; Thompson, M. Prevention of thrombogenesis from
whole human blood on plastic polymer by ultrathin monoethylene glycol silane adlayer. Langmuir 2014, 30, 3217. [CrossRef]

13. Fedorov, K.; Jankowski, A.; Sheikh, S.; Blaszykowski, C.; Reheman, A.; Romaschin, A.; Ni, H.; Thompson, M. Prevention of
surface-induced thrombogenesis on poly(vinylchloride). J. Mater. Chem. B 2015, 3, 8623. [CrossRef]

14. Fedorov, K.; Sheikh, S.; Romaschin, A.; Thompson, M. Enhanced long-term antithrombogenicity instigated by a covalently-
attached surface modifier on biomedical polymers. Res. Prog. Mater. Spec. Issue Appl. Dev. Biomater. Med. 2020, 2. [CrossRef]

15. De La Franier, B.; Asker, D.; van den Berg, D.; Hatton, B.; Thompson, M. Reduction of microbial adhesion on polyurethane by a
sub-nanometer covalently-attached surface modifier. Colloids Surf. B Biointerfaces 2021, 200, 111579. [CrossRef]

16. Sheikh, S.; Yang, D.Y.; Blaszykowski, C.; Thompson, M. Single ether group in a glycol-based ultra-thin layer prevents surface
fouling from undiluted serum. Chem. Commun. 2012, 48, 1305-1307. [CrossRef]

17.  Yang, T.; De La Franier, B.; Thompson, M. Anti-Thrombogenicity Study of a Covalently-Attached Monolayer on Stent-Grade
Stainless Steel. Materials 2021, 14, 2342. [CrossRef]

18. Pawlowska, N.M.; Fritzsche, H.; Blaszykowski, C.; Sheikh, S.; Vezvaie, M.; Thompson, M. Probing the hydration of ultrathin
antifouling organosilane adlayers using neutron reflectometry. Langmuir 2014, 30, 1199-1203. [CrossRef]

19. Sheikh, S.; Blaszykowski, C.; Nolan, R.; Thompson, D.; Thompson, M. On the hydration of subnanometric antifouling organosilane

adlayers: A molecular dynamics simulation. J. Colloid Interface Sci. 2015, 437, 197-204. [CrossRef]


http://doi.org/10.1016/S0956-5663(99)00040-8
http://doi.org/10.1039/c2cs35170f
http://www.ncbi.nlm.nih.gov/pubmed/22772072
http://doi.org/10.1039/C8NJ03673J
http://doi.org/10.1016/j.colsurfa.2017.10.057
http://doi.org/10.1007/s00216-018-1201-9
http://www.ncbi.nlm.nih.gov/pubmed/29938372
http://doi.org/10.1021/acs.langmuir.8b01525
http://www.ncbi.nlm.nih.gov/pubmed/30056710
http://doi.org/10.1021/acs.langmuir.8b01532
http://www.ncbi.nlm.nih.gov/pubmed/30103611
http://doi.org/10.1016/j.msec.2018.10.024
http://www.ncbi.nlm.nih.gov/pubmed/30423754
http://doi.org/10.1039/c0sc00158a
http://doi.org/10.1021/la500745p
http://doi.org/10.1039/C5TB01582K
http://doi.org/10.21926/rpm.2003019
http://doi.org/10.1016/j.colsurfb.2021.111579
http://doi.org/10.1039/C2CC15692J
http://doi.org/10.3390/ma14092342
http://doi.org/10.1021/la4038233
http://doi.org/10.1016/j.jcis.2014.09.025

Materials 2021, 14, 4158 8of8

20.

21.

22.

23.

24.

25.

26.

Auvci, C.; Sheikh, S.; Blaszykowski, C.; Thompson, M. Critical role of surface hydration on the dynamics of serum adsorption
studied with monoethylene glycol adlayers on gold. Chem. Commun. 2013, 49, 466—468. [CrossRef]

Xu, Y.; Shen, Z.; Wiper, D.W.; Wu, M.; Morton, R.E.; Elson, P.; Kennedy, A.W.; Belinson, J.; Markman, M.; Casey, G. Lysophospha-
tidic acid as a potential biomarker for ovarian and other gynecologic cancers. JAMA 1998, 280, 719-723. [CrossRef]

Sedlakova, I.; Vavrova, J.; Tosner, J.; Hanousek, L. Lysophosphatidic acid (LPA)—A prospective marker in ovarian cancer. Tumor
Biol. 2011, 32, 311-316. [CrossRef]

Sutphen, R.; Xu, Y.; Wilbanks, G.D.; Fiorica, J.; Grendys, E.C.; LaPolla, ].P.; Arango, H.; Hoffman, M.S.; Martino, M.; Wakeley, K.;
et al. Lysophospholipids are potential biomarkers of ovarian cancer. Cancer Epidemiol. Biomark. Prev. 2004, 13, 1185-1191.
Meleh, M.; Pozlep, B.; Mlakar, A.; Meden-Vrtovec, H.; Zupancic-Kralj, L. Determination of Serum lysophosphatidic acid as a
potential biomarker for ovarian cancer. J. Chromatogr. B Analyt. Technol. Biomed. Life Sci. 2007, 858, 287-291. [CrossRef]

Ostuni, E.; Chapman, R.G.; Holmlin, R.E.; Takayama, S.; Whitesides, G.M. A survey of structure-property relationships of surfaces
that resist the adsorption of protein. Langmuir 2001, 17, 5605-5620. [CrossRef]

Gong, P; Grainger, D.W. Non-fouling surfaces: A review of principles and applications for microarray capture assay designs.
Methods Mol. Biol. 2007, 381, 59-92. [PubMed]


http://doi.org/10.1039/C2CC37477C
http://doi.org/10.1001/jama.280.8.719
http://doi.org/10.1007/s13277-010-0123-8
http://doi.org/10.1016/j.jchromb.2007.08.008
http://doi.org/10.1021/la010384m
http://www.ncbi.nlm.nih.gov/pubmed/17984514

	Introduction 
	Materials and Methods 
	Materials 
	Surface Modification of TSM Gold Electrodes 
	TSM Operation and Measurements 

	Results 
	Resonant Frequency Responses 
	Responses in Resistance 

	Conclusions 
	References

