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Detecting a single molecule using a
micropore-nanopore hybrid chip
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Abstract

Nanopore-based DNA sequencing and biomolecule sensing have attracted more and more attention. In this work,
novel sensing devices were built on the basis of the chips containing nanopore arrays in polycarbonate (PC)
membranes and micropores in Si3N4 films. Using the integrated chips, the transmembrane ionic current induced by
biomolecule's translocation was recorded and analyzed, which suggested that the detected current did not change
linearly as commonly expected with increasing biomolecule concentration. On the other hand, detailed
translocation information (such as translocation gesture) was also extracted from the discrete current blockages in
basic current curves. These results indicated that the nanofluidic device based on the chips integrated by
micropores and nanopores possessed comparative potentials in biomolecule sensing.
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Background
Since voltage-driven biomolecule translocation through
nanopores was first reported by Kasianowicz et al. in
1996 [1], nanopores in solid films have become an ef-
fective tool for bio-analysis [2-4]. Nowadays, more and
more theoretical and experimental studies aiming to
design nanopore-based sensing device have been carried
out, and most of them are at the forefront of life sciences,
chemistry, material sciences, and biophysics. For example,
nanopore plays an important role in low-cost and rapid
DNA sequencing, which is expected to have major impact
on bio-analysis and to give fundamental understanding of
nanoscale interactions down to single-molecule level. The
mechanism of nanopore-based biomolecule sensing or
DNA sequencing can be simply depicted as follows: ana-
lyte in electrolyte solution is driven through a nanopore
by applied electric field, yielding a characteristic change in
background ionic current due to its translocation. Accord-
ing to the existed work, analyte with its dimensions
comparable to the size of nanopore is quite advantageous
to obtain signals with better quality. The concentration
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information of analyte can be obtained by comparing the
frequencies of translocation events, while the structural
information of analyte can be acquired by analyzing the
magnitude, duration, and shape of the current blockages.
In addition, pore geometry, pore size, flow direction, and
other factors also have influences on the detected current
signals. On the other hand, theoretical studies in this area
have attempted to give a fundamental understanding of
the translocation, which are expected to obtain deeper
comprehensions for the relevant existing experiments [5].
Fabrication of smart nanopore-based device together with
the sensitive collection and accurate analysis of current
signals is regarded as a key issue in nanopore-based ana-
lysis and DNA sequencing.
Generally speaking, natural pores at nanometer scale

(such as alpha-hemolysin) in biomembranes and artifi-
cial pores at nanometer scale in solid films are two
major types of nanopores used in DNA sequencing and
biomolecule sensing. In this area, Bayley and Cremer [6],
and Bayley and Jayasinghe [7] have performed fundamental
studies on alpha-hemolysin. On the basis of these pioneer
efforts, other excellent research work on protein-based
nanopore has been carried out [8,9]. In recent years, the
developments of artificial nanopores have become faster
and faster with the rapid developments of nanoscience and
nanotechnology. Novel fabricating methods, such as ion
beams and electron beams [10-12], have been gradually
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used to manufacture artificial nanopore in thin solid mate-
rials (including silicon nitride [13-17], graphene [18-21],
and silicon oxide [22,23]) for sequencing or bio-analysis
usage. These progresses are of great importance for
nanopore-based sensing devices because of their great
potentials in combination with developed MEMS tech-
nology. In addition, the group of Harrell et al. and other
groups have utilized track etching method to prepare
conically-shaped single nanopore in polymer membranes
(such as polycarbonate, poly(ethylene terephthalate), poly-
propylene, poly-(vinylidene fluoride), and polyimide),
which provides other possible choice for nanopore-based
sensing device [24-27].
In this work, novel sensing devices were fabricated on

the basis of nanopore arrays in polycarbonate (PC) mem-
branes and micropores in Si-Si3N4 films, and related
translocation properties of single molecule were investi-
gated using these devices.
Methods
Experimental device and reagent
PC membranes containing nanopore (pore diameter
50 nm, pore density six pores per μm2, membrane thick-
ness 6 to 11 μm) arrays were purchased from Whatman,
Inc. (Shanghai, China), and hydrophilic treatments were
carried out before usage. Ultrapure water (18.25 MΩ · cm)
was used for the preparation and rinsing. Goat antibody
to human immunoglobulin G (IgG) and λ-DNA (48 kB,
310 ng/mL) obtained from Nanjing Boquan Technology
Co., Ltd. (Jiangsu, China) were used as analytes in the ex-
periments. Potassium chloride (KCl) was commercially
available and at analytical grade.
Figure 1 The sensing device. (a) The prototype nanofluidic device based
the biomolecules are added is the feed cell, and the right cell is the perme
nanopore membrane for ionic current detection. (c) The designed sensing
hybrid micropore structure for biomolecule sensing.
A test device containing separated liquid cells linked by
nanopore chip (sealed by PDMS) was integrated to meas-
ure the ionic current. At room temperature (25°C ± 2°C),
KCl solution (pH = 7.48) was added to both feed cell and
permeation cell, and the analytes were dissolved in the
reservoir. An electric field was applied to both sides of the
nanopore chip, and the transmembrane current was
recorded using a Keithley2000 61/2-digital multimeter
(Cleveland, OH, USA) or HEKA EPC-10 patch clamp
(Bellmore, NY, USA). The nanopores were characterized
using a MFP-3D-SA atomic force microscope produced
by Asylum Research (Goleta, CA, USA). The micropores
in the Si3N4 film was fabricated and characterized using
Helios NanoLab 600i dual beam (Hillsboro, OR, USA).
Fabrication of nanopore-based device
The scheme of the fabricated nanofluidic device for bio-
sensing is shown in Figure 1a: two separated liquid cells
filled with KCl solution are linked by nanopore chip; cer-
tain voltage is applied along the axial direction of the
nanopore, which results in background ion current. The
analytes in the electrolytic solution are electrophoretically
driven to pass through the nanopore, and the transloca-
tion events can be marked by the changes in the back-
ground currents. In our work, two kinds of chips, the chip
containing micropore in Si3N4-Si film covered by PC
nanopores arrays (here ‘nanopores arrays’ means many
nanopores which are distributed in a two-dimensional
area, or many parallel nanochannels which are distributed
in a three-dimensional area) and the chip containing only
PC nanopore arrays (shown in Figure 1b, c, respectively),
were employed for single-molecule sensing.
on integrated micro-nano pore for biosensing. The left cell in which
ation cell. (b) The designed sensing devices were built using only PC
devices containing PC nanopore membrane integrated with Si3N4-Si



Liu et al. Nanoscale Research Letters 2013, 8:498 Page 3 of 7
http://www.nanoscalereslett.com/content/8/1/498
The micropores in the Si3N4 film were fabricated and
integrated with PC nanopore membranes according to
the following steps (Figure 2): (1) a Si3N4 film (thickness
about 100 nm) on one side of the Si chip (5 mm× 5 mm)
was obtained by low-pressure chemical vapor deposition
(LPCVD) method, (2) a window on top of the chip at the
Si side was fabricated by wet etching using tetramethylam-
monium hydroxide (TMHA), (3) the artificial micropores
on the Si3N4 film were fabricated and characterized using
focused ion beam (FIB) and scanning electron microscope
(SEM), and (4) the Si3N4 micropore was covered by PC
membrane containing nanopores (pore size 50 nm) and
sealed using polydimethylsiloxane (PDMS). After these
steps, hybrid chips were obtained for further nanofluidic
device integration and biosensing.

Results and discussion
Fabrication of nanopore-based device
In our experiment, PC ultrafiltration membranes are
employed as nanopore arrays, whose size and distribu-
tion are characterized using an atomic force microscope.
The AFM image shown in Figure 2 gives the size and
distribution information of the nanopore arrays: their
pore size is 50 nm or so, and they are distributed ran-
domly in the membrane. The micropores in the Si3N4

films were fabricated using focused Ga+ beam. Obviously,
the size and shape of the pore are mainly determined by
the energy of the Ga+ beam and irradiation time. Gener-
ally speaking, greater beam energy corresponds to rather
faster processing speed. Meanwhile, the irradiation time
should exceed a threshold value to guarantee the film be-
ing penetrated. In a certain range, the pore size will
gradually increase with increasing irradiation time. By
Figure 2 Illustration of the integration process of micropore. (1) Si3N4

window on the top of chip at Si side was fabricated by wet etching. (3) Ar
membrane was covered on the Si3N4pore and sealed using PDMS. The ins
inset in the lower right corner is an AFM image of the PC nanopore arrays
controlling the proper beam energy and irradiation time,
four Si3N4 pores with sizes of 0.47, 0.88, 1.5, and 2.0 μm
are obtained, as shown in Figure 3. If these pores are
regarded as ideal round, the calculated pore areas are 0.16,
0.61, 1.77, and 3.14 μm2, respectively. Considering the cal-
culated pore areas and the distribution status of the nano-
pore, theoretical amounts of ‘uncovered’ nanopores are
0.96, 3.66, 9.84, and 18.84, respectively. At the same time,
the total amounts of the uncovered nanopores are also in-
fluenced by the heterogeneity of their distribution and
other related factors (for example, it is difficult to control
PDMS to exactly arrive at the edge of the micropore. Less
mobility of PDMS at the beginning of the solidification
may make it exceed the edge of the micropore, which will
result in the decrease of effective pore size or even pore
closing). According to our experimental experience, if the
size of Si3N4 pore is less than 1 μm, it is difficult to guar-
antee the success of further ionic current detection. In our
experiment, micropores with sizes of 1.5 and 2.0 μm have
been employed.

Ionic currents induced by biomolecule translocation
The sensing device based on PC membranes containing
nanopore arrays was used to detect the ionic currents
modulated by the biomolecule's translocation. KCl solu-
tions of 0.001, 0.01, and 0.1 mol/L were employed as
electrolytes, and IgG was used as analyte.
As mentioned above, there are many, many nanopores

in the PC nanopore membrane (pore density six pores
per μm2). If only the PC nanopore membrane is used, the
effective nanopore number is about 106 to 107, which is a
very big amount. From a probabilistic perspective, a lot of
IgG molecules will pass through the nanopore arrays
film on one side of the Si chip was obtained by LPCVD method. (2) A
tificial micropores on the Si3N4film were fabricated by FIB. (4) PC
et in the top right corner is the SEM image of Si3N4 micropore; the
.



Figure 3 SEM images of the Si3N4 micropores with different diameters in Si-Si3N4 hybrid structures. (a) 0.47 μm, (b) 0.88 μm, (c) 1.5 μm
and (d) 2.0 μm.
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simultaneously. In this case, it is almost impossible to find
occasional current blockade in the background current
curve. On the contrary, large number of biological mol-
ecule translocations result in the statistical superposition
effect in the modulation in the base current, which is
embodied in the decrease in the background current.
Figures 4 and 5 show the ionic current changes induced
Figure 4 Ionic current modulated by IgG translocation through
nanopore arrays. The black line and red line stands for the
detected background ionic current curve and modulated ionic
current curve, respectively (the driven voltage is 1.0 V, and KCl
concentration is 0.1 mol/L).
by IgG translocation only through nanopore arrays. In
Figure 4, the black and red lines stand for the detected
background ionic current curve and the modulated ionic
current curve, respectively (the driven voltage is 1.0 V, and
KCl concentration is 0.1 mol/L). The background ionic
current value is stable at 680 nA, which corresponds to
spot A in Figure 5. When the biomolecules are added,
Figure 5 The recorded ionic current versus the variation of IgG
concentration in 0.1 mol/L KCl solution. The applied voltage is
1 V. The diameter of the nanopore arrays is 50 nm. The inset in the
top right corner shows the differences between the background
currents and the recorded currents at 40 ng/mL of IgG for different
KCl concentrations.



Figure 6 The characteristic I-V curves for the integrated
micro-nano pore in 0.75 mol/L KCl solution. The sizes of the
Si3N4 pores are 1.5 and 2.0 μm.
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their translocations result in the decline of the current; so,
the modulated ionic current value is stable at 110 nA,
which corresponds to spot B in Figure 5.
Figure 5 shows the detected current changing, with

IgG concentration increasing at the driven voltage of
1.0 V. The differences between the background currents
and the modulated currents versus KCl concentrations
(IgG concentration is 40 ng/mL) are plotted, as shown
in the inset of Figure 5, which reflects the influence on
the ionic current caused by the concentration of electro-
lyte solution. If KCl concentration continues to increase,
the ion density in the solution becomes higher and higher.
Then, the lost amounts in K+ and Cl− due to the physical
place-holding effect are rather bigger. On the other hand,
the obtained results about the current changing tendency
with IgG concentration indicate that the detected ionic
current decreases with IgG concentration increase when it
is lower than 40 ng/mL. Obviously, the entry of the IgG
molecules results in the partial occupations of nanopore
arrays, which prevents K+ and Cl− from passing through
the PC membrane. Within a certain concentration, the
translocation probability of IgG increases with its increas-
ing concentration. As we have known, the volume of IgG
is much larger than that of K+ or Cl−, so the charge dens-
ity is rather lower in the occupied channel space, which
results in the decrease in the detected ionic current.
However, the ion current does not continue to drop

with increasing IgG concentration as expected; on the
contrary, the ionic current increases with the increasing
IgG concentration when it is higher than 40 ng/mL, and
then it tends to be stable with the concentration con-
tinuing to increase, as shown in Figure 5. An example
will help us understand this phenomenon: imagine a big
room with a door; the maximum allowable value of the
entering people in unit time is N. When the number of
people who need to enter the room in unit time is lower
than N, the value of the entering people in unit time will
increase with the increasing number of people who need
to enter. When the number of people who need to enter
the room in unit time is larger than N, the actual value
of the entering people will equal to or even be lesser
than N (especially for disordered conditions). Similarly,
when IgG concentration is higher than the threshold
value, the number of passing molecules will remain or
decrease. The physical place-holding effect is weakened,
which can result in the increase of ionic current.

Single-biomolecule sensing
Only an overall decline in the background current can
be observed using PC membranes. In order to find the
changes in the background current curve induced by a
single biomolecule's translocation, the Si3N4 micropore
is employed, and it is covered by the PC membrane con-
taining nanopore arrays, which will significantly decrease
the effective nanopore numbers. The effective areas of
the two Si3N4 micropores used in our work are 1.77 μm2

(chip 1) and 3.14 μm2 (chip 2), which can decrease the
effective nanopore number from 106 and 107 to 10 and
19, respectively. They are integrated into the nanofluidic
device for DNA sensing, and the ionic current was re-
corded by patch clamp. In these cases, the probabilities
of the simultaneous translocation events decreased dra-
matically. So, it is possible to obtain discrete ionic drops
or blockades in the detected ionic curves during biomol-
ecules' translocations, which can provide more informa-
tion for the translocation.
Figure 6 shows the characteristic I-V curves obtained

using chip 1 and chip 2, respectively. The theoretical
amounts of the effective nanopores in chip 1 and chip 2
are 10 and 19, respectively. The results indicate that chip 2
processes bigger ionic conductance compared with chip 1.
Obviously, more effective nanopores correspond to more
permeated areas, which can allow more ion translocations
and result in bigger ionic currents, supposing that other
conditions (such as concentration of electrolyte solution,
applied voltage, pH value, and temperature) are not chan-
ged. For one integrated chip, higher concentration of KCl
solution results in bigger ionic current if the other condi-
tions are not changed, as shown in Figure 7. This is due to
the increase of ion in the unit solution volume.
The top current curve and bottom current curve in

Figure 8 are obtained from chip 1 and chip 2, respect-
ively, which show some discrete blockages in the back-
ground current induced by DNA translocation. The base
lines of the detected ionic currents are stable at 26 nA
for chip 1 and 54 nA for chip 2. The blockage appears in
the base current curves randomly, which correspond to
the different translocation event. Because of more effective



Figure 7 The characteristic I-V curves for the integrated
micro-nano pore in different KCl solutions. The size of the
Si3N4pore is 2.0 μm; the KCl solutions are from 0.01 to 1.0 mol/L.
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nanopore numbers in chip 2, the translocation frequency
in this chip is rather higher than that in the case using
chip 1. For both cases, the amplitudes of blockades vary
from 0.5 to 1.0 nA. The directional movement of DNA
temporarily changes the original ionic current, which is
generated by the directional movements of K+ and Cl−.
When the DNA molecules are added into the solution,
they will be driven to pass through the integrated chip by
electric field force. First, the physical place-holding effect
caused by DNA translocation changes the ionic current
simultaneously and results in blockages in current curve.
Some positions in the nanopores are partially occupied by
Figure 8 Simultaneous ionic current measurements of DNA
translocation based on integrated micro-nanopore chip. The
applied voltage is 1 V, and the concentration of KCl solution is
0.01 mol/L. Curve 1 is obtained using chip 1; curve 2 is obtained
using chip 2.
DNA, which prevents certain amounts of K+ and Cl− from
translocating. This decreases the ionic current which is
generated by K+ and Cl−. On the other hand, when DNA
passes through the nanopore, its surface charge also con-
tributes to the increase of the detected ionic current. The
final current changes are determined by the comprehen-
sive effect of the above factors. If the electrolyte concen-
tration is quite higher (ion density in solution is higher),
the lost amounts of ions due to the physical place-holding
effect will be quite bigger. At the same time, the surface
charge of DNA does not change when the pH value re-
mains. If the current drop caused by the physical place-
holding effect is bigger than the current increase caused
by the DNA surface charge, it will result in a final decrease
blockage in the base current; on the contrary, if the
concentration of electrolyte is quite lower and the current
drop caused by physical place-holding effect is smaller
than the current increase caused by DNA surface charge,
it will result in a final increase blockage in the base
current, as shown in Figure 8.
On the other hand, the blockages in the base current

curve can also provide detailed information of DNA
translocation. The inset in the center of Figure 8 shows
different magnified blockages, which stand for the three
main types of DNA translocation gestures discriminated
from varieties of translocation data, as following: (1)
straight-line translocation: in this case, the decrease of
ionic current at the blockages is smaller, while the dur-
ation time is rather bigger; (2) double-folded transloca-
tion: in this case, the decrease of the ionic current at the
blockades is about twice that in case 1, but the duration
time is only a half; (3) partly-folded translocation: in this
case, the decrease of the ionic current at blockades and
the duration time are both between case 1 and case 2,
and the shapes and durations of the blockades change
variously because of the different gestures in DNA trans-
location. Comparing the two curves in Figure 8, the
amounts of the effective nanopore numbers can be modu-
lated by adjusting the size of the Si3N4 micropore, which
can change the frequency of the current drop signals in
the ionic current curve.
Conclusions
In summary, the transporting properties and detailed
translocation information of biomolecules are investigated
using an integrated device based on nanopore arrays in
PC membranes and micropore in silicon nitride films. The
amounts of effective nanopore numbers can be modulated
by adjusting the size of Si3N4 micropore, which can
change the frequency of signals in ionic current curve. It is
believed that the nanofluidic device based on integrated
micropore-nanopore chips possessed comparative poten-
tials in biosensing applications.



Liu et al. Nanoscale Research Letters 2013, 8:498 Page 7 of 7
http://www.nanoscalereslett.com/content/8/1/498
Competing interests
The authors declare that they have no competing interests.

Authors' contributions
LL carried out the experimental design, part of the experimental work and
data analysis, and drafted the manuscript. LZ carried out part of the
experimental work. ZN and YC participated in the result discussions.
All authors read and approved the final manuscript.

Authors' information
LL is an associate professor at the Southeast University, PR China. LZ is an
undergraduate student at the same university. ZN and YC are professors at
the Southeast University, PR China.

Acknowledgements
This work is financially supported by the Natural Science Foundation of
China (51003015 and U1332134); the National Basic Research Program of
China (2011CB707601 and 2011CB707605); the Natural Science Foundation
of Suzhou (SYG201329); open fund offered by the State Key Laboratory of
Fire Science (HZ2012-KF09), the Qing Lan Project, and the International
Foundation for Science (Stockholm, Sweden); the Organization for the
Prohibition of Chemical Weapons, (The Hague, Netherlands), through a grant
to Lei Liu (F/4736-1); and the Student Research Training Programme in
Southeast University.

Received: 4 September 2013 Accepted: 5 November 2013
Published: 21 November 2013

References
1. Kasianowicz JJ, Brandin E, Branton D, Deamer DW: Characterization of

individual polynucleotide molecules using a membrane channel.
Proc Natl Acad Sci 1996, 93:13770–13773.

2. Soni GV, Dekker C: Detection of nucleosomal substructures using solid-
state nanopores. Nano Lett 2012, 12:3180–3186.

3. Aia Y, Liu J, Zhang BK, Qian SZ: Ionic current rectification in a conical
nanofluidic field effect transistor. Sensor Actuat B-Chem 2011, 157:742–751.

4. Das S, Dubsky P, van den Berg A, Eijkel JCT: Concentration polarization in
translocation of DNA through nanopores and nanochannels. Phy Rev Lett
2012, 108:138101.

5. Ileri N, Létant SE, Palazoglu A, Stroeve P, Tringe JW, Faller R: Mesoscale
simulations of biomolecular transport through nanofilters with tapered
and cylindrical geometries. Phys Chem Chem Phys 2012, 14:15066–15077.

6. Bayley H, Cremer PS: Stochastic sensors inspired by biology. Nature 2001,
413:226–230.

7. Bayley H, Jayasinghe L: Functional engineered channels and pores
(review). Mol Membr Biol 2004, 21:209–220.

8. Shen JW, Shi YY: Current status on single molecular sequencing based on
protein nanopores. Nano Biomed Eng 2012, 4:1–5.

9. de Zoysa RSS, Krishantha DMM, Zhao Q: Translocation of single-stranded
DNA through the alpha-hemolysin protein nanopore in acidic solutions.
Electrophoresis 2011, 32:3034–3041.

10. Li J, Stein D, McMullan C, Branton D, Aziz MJ, Golovchenko JA: Ion-beam
sculpting at nanometre length scales. Nature 2001, 412:166–169.

11. Li J, Gershow M, Stein D, Brandin E, Golovchenko JA: DNA molecules and
configurations in a solid-state nanopore microscope. Nat Mater 2003,
2:611–615.

12. Lu B, Hoogerheide DP, Zhao Q: Effective driving force applied on DNA
inside a solid-state nanopore. Phy Rev E 2012, 86:011921.

13. Wanunu M, Bhattacharya S, Xie Y, Tor Y, Aksimentiev A, Drndic M:
Nanopore analysis of individual RNA/antibiotic complexes. ACS NANO
2011, 5:9345–9353.

14. Wei RS, Gatterdam V, Wieneke R: Stochastic sensing of proteins with
receptor-modified solid-state nanopores. Nat Nanotechnol 2012, 7:257–263.

15. Spinney PS, Howitt DG, Smith RL: Nanopore formation by low-energy fo-
cused electron beam machining. Nanotechnology 2010, 21:375301.

16. Edmonds CM, Hudiono YC, Ahmadi AG: Polymer translocation in solid-
state nanopores: dependence of scaling behavior on pore dimensions
and applied voltage. J Chem Phy 2012, 136:065105.

17. Zhao Q, Wang Y, Dong JJ: Nanopore-based DNA analysis via graphene
electrodes. J Nanomater 2012, 2012:318950.
18. Venkatesan BM, Estrada D, Banerjee S: Stacked graphene-Al2O3 nanopore
sensors for sensitive detection of DNA and DNA-protein complexes.
ACS NANO 2012, 6:441–450.

19. Saha KK, Drndic M, Nikolic BK: DNA base-specific modulation of microam-
pere transverse edge currents through a metallic graphene nanoribbon
with a nanopore. Nano Lett 2012, 12:50–55.

20. Storm AJ, Chen JH, Zandbergen HW: Translocation of double-strand DNA
through a silicon oxide nanopore. Phy Rev E 2005, 71:051903.

21. Mandabi Y, Fink D, Alfonta L: Label-free DNA detection using the narrow
side of funnel-type etched nanopores. Biosens Bioelectron 2013, 42:362–366.

22. Chang H, Kosari F, Andreadakis G: DNA-mediated fluctuations in ionic current
through silicon oxide nanopore channels. Nano Lett 2004, 4:1551–1556.

23. Dobrev D, Vetter J, Neumann R, Angert N: Conical etching and
electrochemical metal replication of heavy-ion tracks in polymer foils.
J Vac Sci Technol B 2001, 19:1385–1387.

24. Siwy Z, Apel P, Baur D, Dobrev DD, Korchev YE, Neumann R, Spohr R,
Trautmann C, Voss KO: Preparation of synthetic nanopores with transport
properties analogous to biological channels. Surf Sci 2003, 532:1061–1066.

25. Harrell CC, Choi Y, Horne LP, Baker LA, Siwy ZS, Martin CR: Resistive-pulse DNA
detection with a conical nanopore sensor. Langmuir 2006, 22:10837–10843.

26. Mara A, Siwy Z, Trautmann C, Wan J, Kamme F: An asymmetric polymer
nanopore for single molecule detection. Nano Lett 2004, 4:497–501.

27. Avdoshenko SM, Nozaki D, da Rocha CG, Gonzalez JW, Lee MH, Gutierrez R,
Cuniberti G: Dynamic and electronic transport properties of DNA
translocation through graphene nanopores. Nano Lett 2013, 13:1969–1976.

doi:10.1186/1556-276X-8-498
Cite this article as: Liu et al.: Detecting a single molecule using a
micropore-nanopore hybrid chip. Nanoscale Research Letters 2013 8:498.
Submit your manuscript to a 
journal and benefi t from:

7 Convenient online submission

7 Rigorous peer review

7 Immediate publication on acceptance

7 Open access: articles freely available online

7 High visibility within the fi eld

7 Retaining the copyright to your article

    Submit your next manuscript at 7 springeropen.com


	Abstract
	Background
	Methods
	Experimental device and reagent
	Fabrication of nanopore-based device

	Results and discussion
	Fabrication of nanopore-based device
	Ionic currents induced by biomolecule translocation
	Single-biomolecule sensing

	Conclusions
	Competing interests
	Authors' contributions
	Authors' information
	Acknowledgements
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


