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Simulation and Fabrication of a New Novel 3D Injectable
Biosensor for High Throughput Genomics and Proteomics in a
Lab-On-a-Chip Device

Rahim Esfandyarpour1,2, Hesaam Esfandyarpour1, James S. Harris1, and Ronald W. Davis2

1Center for Integrated Systems, Department of Electrical Engineering, Stanford University, 855
California Ave., Palo Alto, CA 94304, USA
2Stanford Genome Technology Center; 855 California Ave., Palo Alto, CA 94304, USA

Abstract
Biosensors are used for the detection of biochemical molecules such as proteins and nucleic acids.
Traditional techniques, such as Enzyme-linked Immuno-sorbent Assay (ELISA) are sensitive but
require several hours to yield an assay and usually require attaching a fluorophore molecule to the
target molecule. Micromachined biosensors that employ electrical detection are now being
developed. Here we describe one such device, which is ultrasensitive, real time, label-free and
localized. It’s called the nanoneedle biosensor and shows promise to overcome some of the current
limitations of biosensors. The key element about this device is a 10nm wide annular gap at the end
of the needle, which is the sensitive part of the sensor. The total diameter of the sensor is about
100nm. Any change in the population of molecules in this gap results in a change of impedance
across the gap. Single molecule detection should be possible because the sensory part of the sensor
is in the range of bio molecules of interest. To increase throughput we can flow the solution
containing the target molecules over an array of such structures, each with its own integrated
readout circuitry to allow ‘real-time’ detection (i.e. several minutes) of label free molecules
without sacrificing sensitivity. To fabricate the arrays we used electron beam lithography together
with associated pattern transfer techniques. Preliminary measurements on individual needle
structures in water are consistent with the design. Since the proposed sensor has a rigid nano-
structure, this technology, once fully developed, could ultimately be used to directly monitor
protein quantities within a single living cell, an application that would have significant utility for
drug screening and studying various intracellular signaling pathways.

II. INTRODUCTION
Conventional means to detect infectious agents rely on growth cultures. These methods are
based on the ability of pathogenic species to multiply in nutrient-rich medium containing
selective agents that inhibit the growth of non-target organisms and are particularly useful
for differentiating target from non-target organisms. These procedures are sensitive and
accurate, but can take as long as several days. More recent techniques such as Polymerase
Chain Reaction (PCR) and Enzyme-linked Immunosorbant Assay (ELISA) can directly
detect pathogen-specific DNA and proteins, respectively, and can be completed in a matter
of hours [1–3]. PCR is extremely sensitive and has been shown to detect as few as 10 or
fewer organisms, whereas ELISA, although less sensitive, has the ability to detect
proteinaceous toxins that PCR cannot [4–5]. Together, these techniques can provide highly
sensitive and specific detection of pathogens and are currently the commonly used
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techniques in both clinics and research laboratories. While advances in-vitro diagnostics
continue to push the limit of sensitivity and specificity, an emerging theme in the field of
biosensors has been to make the real-time and multiplex detection of pathogens possible. A
multiplex assay is a type of laboratory procedure that simultaneously measures multiple
analytes in a single assay and a biomarker is a characteristic that is objectively measured and
evaluated as an indicator of normal biologic processes, pathogenic processes, or
pharmacologic responses to a therapeutic intervention. Recent development in
nanotechnology has further provided the necessary tools for the miniaturization of sensing
and transducing elements so that complicated electronic circuits can be integrated into a
miniature device that allows real-time, multiplex detection of pathogens from a small sample
volume. Biosensors that detect events such as binding of single cells or molecules use either
optical (usually fluorescent) or electrical detections. Optical techniques are very sensitive
and can detect single molecule events but require the attachment of a fluorophore molecule
to the target. Electrical techniques do not require the attachment of fluorophores or other
labels but are less sensitive. Optical techniques are more sensitive compared to thermal and
electrical techniques because in optical detection, a single or few photons excitement in a
process such as photoelectric or avalanche phenomena can be amplified and is sufficient to
initiate a detectable flow of electrons (current) [6–8].

Even though the fluorescent platforms usually have higher sensitivity and signal to noise
ratio (SNR) compared to the electrical biosensors, the electrical biosensors have the
advantages of ease of use, as well as direct, label free and real-time monitoring of events.
Impedance biosensors are one class of the electrical biosensors which show promise for
point-of-care and some other applications [9–20]. Being low cost, easy to miniaturize, and
label-free detection are some advantages of impedance biosensors. Nanopores, electrode-
gated system and Semiconductor Nanowire Field Effect Transistors (SiNW) are some types
of biosensors that are working based on electrical detection. As of now the best performance
for the electrical biosensors is reported for the SiNW Field Effect Transistors [23–26]. They
have achieved an SNR ratio of ~3 for the concentration of 90 fg/ml or 2.5 fM for PSA
protein while the monoclonal anti-PSA receptor (10–100 µg/ml) is immobilized into a
PDMS channel. Here we describe a novel and new nanoneedle biosensor, which shows
promise to overcome some of the current limitations of biosensors. Fabrication of the
nanoneedles arrays with state-of-the-art nanofabrication techniques allows us to monitor an
event instantaneously in a large area, similar to optical detection techniques. The nano-size
sensing area of the nanoneedle biosensor results in a high sensitivity detection platform.
Furthermore, with the current microfabrication techniques, on-chip amplification of read-out
signals from the nanoneedle devices is achievable. Since the proposed sensor has a rigid
nano-structure, it can ultimately be used to directly monitor protein quantities in a single
living cell, once fully developed.

III. NANONEEDLE BIOSENSOR CONCEPT
There are two different configurations of nanoneedle biosensors: vertical and horizontal
structures. The basic configuration of the vertical nanoneedle consists of four thin-film
layers (figure 1). The middle core is made of a metal or a highly doped semiconductor (20
nm diameter). There is an insulator layer (~10nm thick)[21–22], surrounded by another
metal layer (~10nm thick), followed by a protective insulator layer. The sensor length can be
varied from 350 to 400 nm. The top region of the middle insulator layer is the sensing area
of the sensor. This region is in the range of bio-molecules of interest; therefore the binding
of just few biomolecules at the sensing area can cause a significant change in impedance.

The structure of the horizontal nanoneedle biosensors consists of four thin-film layers
(figure 2). There are two conductive layers with an insulator layer in between. An additional
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oxide layer acts as a protective layer above the sensor. This layer is to prevent the exposure
of the conductive electrodes to the solution. Underneath the bottom electrode is another
oxide layer, which can be a thermally grown oxide. This layer insulates the first electrode
from the substrate. We fabricated and tested various thicknesses and geometrical designs of
nanoneedle biosensors. The thickness of the electrodes is 100 nm; and the middle oxide
layer thickness is 20 nm. Top protective oxide layer is 30 nm thick and the bottom oxide
layer thickness is 250nm. The width of the sensor is 5 µm. The mechanism of operation for
both structures is as follow: first the probe molecule is immobilized at the sensor surface and
then the target analyte is introduced to the sensor. The probe molecule captures the target
analyte, which modulates the impedance at the sensitive part of the sensor.

IV. NANONEEDLE BIOSENSOR ADVANTAGES
The detection limit, or the minimum detectable concentration of bio-species in an injected
media, is a key figure of merit for biosensors. This depends on the sensitivity (the minimum
number of similar binding events to occur to get a detectable signal), flow rate, diffusion
time of target molecules, and sensor geometry. This figure of merit is improved in the
nanoneedle devices because only a few binding events in the nano-size sensing area of the
sensor are enough for impedance modulation in the device. In most practical cases, the
system is reaction limited. Since the main concept of high sensitivity array based detection
with an annular gap doesn’t require it to be on a shaft, the selection of nanoneedle structure
was based on fabrication considerations for application to in-vivo monitoring of events
inside of a cell and the three dimensional diffusion.

▪ 3D vs. 2D diffusion: Most of the current electrical biosensors are planar (two
dimensional) and the diffusion phenomena of bio-species take place in two
dimensions. Since the nanoneedle devices have a suspended geometry, diffusion
takes place in three dimensions in a channel, which results in a higher hit rate of
target molecules to the probe molecule per sensor, and thus a faster detection
platform.

▪ In vivo Monitoring: Most of the current biosensors cannot be mobile over a
sample, due to their planer fixed structure. Since the proposed nanoneedle
sensor has a rigid nano-structure, a thin functionalized needle can ultimately be
used inside of a single living cell to directly monitor protein quantities.

▪ Parallel processing: The array processing and multiplexing is an important
feature to enable high throughput proteomics and genomics on a large scale.
Fabrication of an array of parallel nanoneedle sensors in a microfluidic channel
with their individual on-chip amplifier and read out system is a feature that
improves the detection limit and speed of detection for this sensor.

▪ Impervious to the environment noise in fluidics: The environmental noise due to
the perturbation in fluidics has a smaller effect in the nanoneedle structure,
especially when real clinical samples (e.g. blood) are used. One figure of merit
in biosensors would be how impervious the readout signal is to random motion
and movement of the large macromolecule in the solution. Since the sensing
area of the sensor is the nano-size region on top of the nanoneedle sensors, the
movement of macromolecules in the solution does not affect the device
performance.

▪ Integrated Handheld Device: On-chip amplification of the electrical signal as
well as on-chip microfluidic units can be integrated with arrays of thousands of
nanoneedls in microfluidic channels in a single portable device with clinical
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application for detection of a number of biomarkers in parallel for improved
early stage diagnoses.

V. SIMULATION RESULTS
Vertical Nanoneedle Biosensor

The most important issues in biosensor development for the past several decades have been
the sensitivity and the selectivity of the detector. Most of the devices usually suffer from
small SNR due to different sources of noise (e.g. electrical, thermal, Flicker, Johnson, etc.)
and low signal detection (e.g. the signal generated due to a reaction or binding event of a
target molecule to the probe molecule is not large enough). Especially compared to most
optical techniques, electrical biosensors have suffered from lack of high sensitivity, which is
very critical in early stage diagnosis. Study of impedance modulation in the nanoneedle was
used to study the operation of the device. We studied several capacitances and resistances
within the device and their dependence on geometry. Figure 3a shows the impedance
modulation results of the device by using FEM modeling (COMSOL) and double layer
capacitance calculation (e.g. 0.20 uF/mm2).

COMSOL simulation was a static analysis in 3D space dimensions. Mesh setting was as
below. Sequence type was physics-controlled mesh with the fine element size. Number of
vertex elements was 133; number of edge elements was 1283, number of boundary elements
was 8943, free meshing time was 3.50s and minimum element quality was 0.2397. For the
computation of the model by using linear geometry shape order for the mesh element near
the coordinates and the linear solver, solution time was 26 s. Number of degrees of freedom
solved for 79624. Object type for all the layers defined as solids. For this simulation, the
diameter of core needle was set to 30nm and the material was defined as a gold (Au) layer
with the electrical conductivity of 45.6*106 [S/m]. The boundary initial voltage for the inner
core was set to 100 mV. For the all other boundaries, the boundary settings were set to
Electrical Shielding, Continuities or Ground, depending on their relevance. An insulator
layer was defined around the core needle as a 30 nm thick SiO2 with the relative permittivity
of 4.2. Another gold layer with the thickness of 7nm was defined as the second conductive
layer with the same electrical conductivity as the core needle. This layer was surrounded by
a defined 15 nm SiO2 protective layer. The length of needle was set to 250 nm. To obtain
the bode plot; the needle was simulated at different frequencies. First, the bare needle was
simulated. Then a hollow ring was placed on the sensor surface to simulate the
immobilization of the probe biomolecules. The impedance response of the sensor was
distinguished. Then another ring was defined and placed on top of the “probe bio molecules”
to simulate a target binding and the new impedance response was distinguished. For the
impedance simulation the time harmonic Electrical Currents application mode within the
AC/DC Module was used. To allow the COMSOL to generate an impedance value for the
nanoneedle, the boundary settings of the core needle were set to Port using a Fixed Current
Density and the top of the needle was set as the input port. The scalar frequency variable
associated with the Electric Currents application mode was changed with each simulation to
obtain the impedance at different frequencies.

The change of impedance for different concentrations of ionic solutions, which corresponds
to the ionic solution resistance and the change during binding of the bio-species to the
needle, was also simulated. For the shown simulation results in figure 3, 20% of the sensor
surface was covered with the proteins, which were defined in boxes of 5×5×20 nm. Based
on the simulation results, the binding of protein molecules to the sensor surface resulted in
92µV signal generation (with 20% coverage). Total noise (e.g. thermal, ADC and amplifier
noise) is about 6 µV rms, which results in a SNR = 15/per protein molecule. In order to have
SNR ~ 3 as reported for the SiNW Field Effect Transistors [23–26], theoretically only 4%
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coverage of the sensors surface by proteins is required to generate such a signal. As a result,
binding of only 15 proteins (defined in boxes of 5×5×20 nm) is theoretically enough to have
such an SNR.

Horizontal Nanoneedle Biosensor
The electrical modeling of the horizontal nanoneedle biosensor is shown in figure 4. The
schematic illustration of the fabricated horizontal nanoneedle is shown in figure 4a and the
electrical modeling of the device is shown in figure 4b. The resistances of conductive layers
are shown as Rpx. Cox and Cfirg correspond to the bulk layer capacitance and fringing
capacitance respectively. The sensitive part of the sensor (middle oxide layer) experiences a
double layer capacitance (Cdl) at the electrode interfaces with the ionic solution. Double
layer capacitance depends on the ionic concentration and conductive surface area [e.g. 0.20
µF/mm2 for PBS 50mM]. Rpbs is representing the ionic resistance of the solution, which
varies with the type and concentration of ionic solutions, bio-molecules concentration,
geometry and the thickness of middle oxide layer.

Two steps of operation for the nanoneedle biosensors are the loading step and detection step.
In the loading step, the probe bio-molecule binds to the nanoneedle tips. The capturing and
binding of the target bio-molecule with the probe molecule is called the detection step. Two
possible scenarios depending on the size of bio-molecules and ionic concentration are shown
in figure 4c and figure 4d. As it’s shown in figure 4c, a small molecule binds to the surface
of the nanoneedle and sits in the double-layer area. The modulation in the impedance and
the detection scheme is dependent on the relocation of the ions shielding the surface of the
electrode (Cdl). The other possibility, which is more common in the practical biosensing
applications, is that the molecule binding occurs outside of the 3–10nm shielded layer from
the needle’s surface (figure 4d). In this case the detection is based on the impedance
modulation due to the addenda molecule’s RC model, while the biomolecule binds to either
the surface of the needle (loading phase) or the probe biomolecule (detection phase). In both
cases, in addition to the change of double-layer capacitance, the ionic resistance of the
solution may change due to a change of local ionic concentration around the needle’s
surface while the charged biomolecules are present. Therefore the depletion or accumulation
of cation or anion concentration changes the Rpbs. The proposed electrical model of the
device was simulated with the circuit design simulator, TSPICE. Simulation results of
impulse response for this structure are shown in figure 5. These simulation results were
confirmed with the impulse response of the fabricated and characterized sensor (figure 13a),
which will be explained in details in the sensor characterization section.

VI. FABRICATION APPROACHES
Below we describe the fabrication process details for both vertical and horizontal
nanoneedle biosensors.

Horizontal Nanoneedle Array Fabrication
600 individual nanoneedle devices in 15 bundles of 40 nanoneedle sensors per bundle were
fabricated on a 4 inch silicon wafer. A schematic of the nanoneedle biosensor array is shown
in figure 6. The fabrication process of these devices was designed for a minimum number of
steps. First, 250nm of silicon dioxide was thermally grown on a silicon substrate to insulate
the first electrode from the substrate. This was followed by low-pressure vapor deposition
(LPCVD) of a 100 nm thick poly-silicon layer, which forms the bottom electrode. This
electrode was then doped with phosphorus to achieve a sheet resistance of 210 ohm per
square. This p+-silicon layer was then coated with a 30nm thick SiO2 layer deposited by the
Plasma Enhanced CVD (PECVD) technique. This was followed by another LPCVD p+-
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silicon layer deposition to form the second electrode followed by a phosphorus doping to
achieve the same conductivity as the bottom electrode. Finally a 20 nm PECVD protective
SiO2 layer covers the top electrode. This is followed by three lithography and etching
processes. First, 1.6 um SHIPLEY 3612 resist was spin-coated (SVG coat), exposed
(Karlsuss), baked for 120 sec, and developed (SGV Develop). Then 20nm top-SiO2, 100nm
top p+-silicon, and 30nm middle oxide layer were etched down to bottom p+-silicon layer by
dry-etching (P5000). After a second lithography process, the remaining 100nm bottom p+-
silicon and 200nm bottom SiO2 were etched as well as 1µm into the Si substrate to produce
a structure similar to the first layer (figure 7c), except for the electrical pad sections. This
was followed by XeF2 dry etch to open the channel underneath the nanoneedle devices.
Finally the silicon dioxide was removed from the electrical pad areas to enable access to the
contacts for measurements. The schematic of this fabrication process is shown in figures 8a
and 8b. In figure 8d, a micrograph of the nanoneedle array in an interdigitate structure is
shown. Finally, a premade PDMS micro-channel was thermally bonded on top of the
nanoneedle devices. These channels have dimensions of 100µm height, 800µm width and
7.1 mm length located on top of each bundle, while the pad areas are cut and opened for
measurement access. Optical micrograph of a fabricated array of horizontal nanoneedles
sensors with a PDMS channel on top is shown is figure 9 (bird’s eye view). To optimize the
sensor functionality, different thickness of conductive and insulative layers, single, multiple
and interdigit structures were fabricated and tested (figure 10).

Vertical Nanoneedle Fabrication
Fabrication of vertical nanoneedle devices includes the fabrication of its core needle, the
middle insulator layer and the second conductive layer, which is surrounded by a protective
insulative layer. The fabrication process is as follow: Electron-beam Lithography Method:
One of the most robust techniques to generate reproducible arrays of nanoneedles is through
a combination of electron beam lithography and etching. The schematic of the fabrication
process for the array of standing naoneedle sensors with e-beam patterning is shown in
figure 11. The patterns for the nanometer-scale structures were fabricated by electron-beam
lithography (EBL) using a Raith150 system (Raith GmbH, Dortmund, Germany). After
wafer cleaning, the silicon substrates were coated with 100 nm thick 2% 950K Poly Methyl
Methacrylate positive electron beam resist (Microchem Corp) and soft baked for 120 s at
200 °C. The resist was then exposed to an electron beam at an acceleration voltage of 10 kV
using an electron dose of 100 µC/cm2 to pattern all the area. The beam current measured
0.186 nA. After EBL exposure, the resist was developed by soaking in a methyl isobutyl
ketone/ isopropyl alcohol (MIBK/IPA) 1:3 by volume solution for 30 s at 18 °C, and then
rinsed with pure 2-propanol for 30 seconds. After lithography, the samples were reactively
ion etched (RIE) in an Applied Materials P-5000 MERIE system in a two-step RIE process.
The initial etching step removed the intrinsic native silicon dioxide layer over the silicon
substrate using CF4 for 5 s (100 mT, 250 W), followed by RIE of the silicon substrate using
a 1:1 ratio of Cl2 to HBr for 1 min (100 mT, 250 W 40 G magnetic field). The ZEP-520 thin
film was stripped using Piranha etchant (9:1 H2SO4/H2O2, 120 °C). Figure 12 shows the
post exposure of the dot array (left) and the post development (right) of the cylindrical holes
ion 100nm PMMA resist. The sizes of holes range from 8 to 150 nm in diameter. It was
followed by the metal sputtering deposition of Au and lift-off process for the core (right)
electrode fabrication, which is shown in steps 1 to 5 in the figure 11. In step (6), the oxide
layer (30 nm of SiO2) is deposited on top of the metal (Au) layer. The fabrication of the
second electrode (left one in the figure 11) in step 7 to 9 is followed by the deposition of a
protective oxide layer (step 10). Then by using CMP (Chemical Mechanical Polishing), the
needles tips are opened for functionalization by probe bio-molecules. This process is shown
in steps 11 to 13.
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VII. SENSOR CHARACTERIZATION
In order to electrically characterize horizontal nanoneedle biosensors, the impedance versus
frequency of the fabricated sensor in water was measured. The impulse response of the
fabricated horizontal nanoneedle biosensor is shown in figure 13a. This experimental
measurement follows the same trend as the simulation results, which confirms the modeling
results (shown in figure 3a). The difference in magnitude of measured impedance could be
due to the difference in solutions salt concentration, conductivity of the electrodes, and not
perfectly fabricated sensors compared to what we used for the simulations. As a preliminary
study, the impedance of the devices for 10× Phosphate Buffered Saline (PBS), 1× Phosphate
Buffered Saline and water were measured and the results are shown in figure 13b. A
sinusoidal voltage signal with 100mV RMS (at 10 KHz) was applied to the top polysilicon
electrode and the entering current to the bottom electrode was measured by using a Versa
STAT3 potentiostat. The ratio of the applied voltage to the passing current gives the value of
the measured impedance. 1X Phosphate Buffered Saline solution (PBS) is a water-based salt
solution containing 800ml-distilled H2O, 8g of NaCl, 0.2g of KCl, 1.44g of Na2HPO4 and
0.24g of KH2PO4 and its pH is adjusted to 7.4. 10X PBS containins 800ml distilled H2O,
80g of NaCl, 2.0g of KCl, 14.4g of Na2HPO4 and 2.4g of KH2PO4 (pH 7.4). To test the
functionality of the sensors, 10X PBS, water, 10X PBS, water, 10X PBS, 1X PBS, 10X
PBS, 1X PBS and 10X PBS were injected into the channel in steps 1,2,3,4,5,6,7,8 and 9
respectively. Each solution was injected into the channel in different steps and the
experiment was performed several times to test repeatability of the results. It was a real time
measurement with continues flow of each buffer to the channel. From impedance vs. time
measurements at various ionic concentrations, a significant difference between deionized
(DI) water and different concentration of PBS was observed which is due to the change of
buffer conductivity due to the presence of free ions in the PBS buffer (which affects Rpbs)
and the difference of their relative dielectric permittivity (which affects the Cfirg and Cdl).

VIII. CONCLUSIONS
Two different nanoneedle device structures were proposed as integrated, localized and real
time sensors to detect biological molecules in low concentrations. The impedance
modulation at the nano-size tip of the sensors with the change in the population of bio-
molecules at the sensing area of the sensor results in a high sensitivity detection platform.
The proposed nanoneedle devices can be fabricated in an array of thousands for high
throughput genomics or proteomics studies. Since the proposed sensor has a rigid
nanostructure, this technology once fully developed, could ultimately be used to directly
monitor protein quantities within a single living cell, an application that would have
significant utility for drug screening and studying various intracellular signaling pathways.
The primary devices were fabricated and the details of the fabrication process for both
vertical and horizontal structures of the sensors were explained. The finite element modeling
and electrical circuit modeling of the system were discussed. As the preliminary study,
fabricated horizontal sensors were electrically characterized by using different concentration
of Phosphate Buffered Saline solutions and water. Experimental measurements confirmed
functionality of the sensors and accuracy of the simulation results.
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Figure 1.
Nanoneedle schematic: a) top view of the annular nano-gap; b) array of vertical nanoneedles
with on-chip amplification read-out, c) the three different binding Phases: 1) bare needle 2)
w/ probe molecule 3) target + probe molecule; d) detection of protein or anti-body-antigen
interaction e) DNA sequencing through the impedance modulation (pH/conductance
sequencing) detection in direct binding or bead-based systems. Here shown is a polymerase
molecule binding to the annular nano-gap area and reading the polymerization binding of
different nucleotides. Similarly the assay can be used for a DNA coated bead system with an
array of annular nanogaps laid in the channel.
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Figure 2.
Schematic of a horizontal nanoneedle biosensor.
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Figure 3.
a) Finite element modeling (COMSOL) of impedance modulation of a nanoneedle and a
double layer capacitance calculation for a core needle ~30nm diameter, insulator layer
~20nm, second conducting layer ~7nm and outside insulator protective layer ~15nm. b)
FEM COMSOL modeling of a vertical nanoneedle with an applied electric potential.
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Figure 4.
Electrical circuit model for a naoneedle biosensor. a) Schematic of a horizontal nanonneedle
sensor b) Electrical modeling corresponding to the top device, b) Equivalent two-pole low
pass filter; c) Electrical modeling of top of nanoneedle with bio-molecule bound to the
sensor surface and in close approximately to the surface, d) Model when the molecule is in
the double layer region and e) when the molecule is outside of the doublelayer region (3–10
nm).
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Figure 5.
Simulation modeling with T-Spice for impedance vs. frequency for the modified device.
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Figure 6.
Schematic illustration of horizontal nanoneedle array in a microfludic channel. There is an
etched silicon channel underneath the parallel nanoneedles and PDMS microfluidic on top
of the array. The needles are individually accessible for testing thought the electrical contact
pads. The impedance of the nanoneedls is modulated with the attachment of biomolecules.
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Figure 7.
SEM image of a) post-exposure and b) post development of SPL study, horizontal
nanoneedle structure, 2% 950K MW PMMA-Anisole, d= 102 nm, c) Details of the
horizontal nanoneedle structure (top-view), d) the SPL with 8.93nm width post-
development, large LER, Image courtesy: J. W. Conway, Stanford Nanofabrication Facility.
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Figure 8.
a & b) Schematic of the fabrication process for horizontal nanoeedle array; c) Measurement
phase, d) Micrograph of an interdigitated nanoneedle array..
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Figure 9.
Optical micrograph of a fabricated array of horizontal nanoneedle sensor from a bird’s eye
view. A PDMS channel is located on top of the sensors.
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Figure 10.
Micrographs of single and double nanoneedle biosensors from a bird’s eye view.
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Figure 11.
Schematic of the process flow for the fabrication of vertical nanoneedle.
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Figure 12.
SEM images of post-exposure (left) and post development (right) of dot array fabrication of
vertical nanoneedle structure, 2% 950K MW PMMA-Anisole, d= 102 nm, left: DF= 1.1 =
127 uC.cm2, Right: DF = 0.1 = 0.01 pAsec, Mag = 50,000×, Image courtesy: J. W. Conway,
Stanford Nanofabrication Facility.
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Figure 13.
a: Experimental result of impulse response for a fabricated horizontal nanoneedle biosensor
b: Impedance versus time for horizontal nanonnedle assay with the test solutions when 10X
PBS, water, 10X PBS, water, 10X PBS, 1X PBS, 10X PBS, 1X PBS and 10X PBS was
injected to the channel in steps 1,2,3,4,5,6,7,8 and 9 respectively.
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