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Reproducibility and stability of silane layers
in nanoconfined electrochemical systems†

Dominik Duleba, Shekemi Denuga and Robert P. Johnson *

Organosilanes are commonly utilized to attach bioreceptors to oxide surfaces. The deposition of such silane

layers is especially challenging in nanoscale or nanoconfined devices, such as in nanopipettes, since rinsing off

loosely bound silanes may not be possible due to geometric constrictions and because the thickness of

multilayered silanes can cover or block nanoscale features. Furthermore, in electrochemical devices, the silane

layers experience additional perturbations, such as electric migration and electroosmotic force. Despite its

importance, there appears to be no consensus in the current literature on the optimal methodology for

nanopipette silanization, with significant variations in reported conditions. Herein, we systematically investigate

the reproducibility and stability of liquid- and vapor-phase deposited silane layers inside nanopipettes.

Electrochemical monitoring of the changing internal silanized surface reveals that vapor-deposited APTES

generates surface modifications with the highest reproducibility, while vapor-deposited APTMS generates

surface modifications of the highest stability over a 24-hour time period. Practical issues of silanizing

nanoconfined systems are highlighted, and the importance of carefully chosen silanization conditions to yield

stable and reproducible monolayers is emphasized as an underappreciated aspect in the development of

novel nanoscale systems.

Introduction

Oxide materials, such as metal and silicon oxides, are widely
used in biosensing devices due to their chemical stability,
morphological versatility, and physiochemical interfacial prop-
erties. Oxide surfaces contain hydroxyl groups that can rapidly
form a covalent siloxane bond with silane molecules.1 As such,
bifunctional organosilanes are often used as an intermediary
crosslinker to covalently attach bioreceptors to these surfaces to
fabricate biosensing devices.2 Of the many commercially avail-
able organosilanes, 3-aminopropyltriethoxysilane (APTES) and
3-aminopropyltrimethoxysilane (APTMS) are most commonly
utilized.3–5

Ion current rectifying nanopore sensors are oxide-based
electrochemical biosensors (when fabricated from quartz or
borosilicate glass capillaries) that commonly utilize silane
chemistry for bioreceptor attachment. These nanopores, with
their nano-scale aperture, are conical-shaped and possess a
charged surface due to acidic surface groups. Their diode-like
electrical readout is strongly influenced by the magnitude of
the surface charge density, where the grafting of an analyte-
specific bioreceptor onto the internal nanopore surface allows

the capture of various analytes and their subsequent quantifi-
cation through the extent of surface charge density modula-
tion.6,7 Organosilanes are typically reported as the crosslinker
for immobilizing bioreceptors to internal nanopore surfaces,
with procedures adopted from the many numerous examples
available for planar silicon oxides. Since the current–voltage
curves of ion current rectifying nanopores are highly sensitive
to the surface of the nanopore, the deposition of reproducible,
homogenous and stable silane layers is essential for optimal
biosensor limit-of-detection, stability, and reproducibility.8

Unfortunately, grafting reproducible, homogenous, and
stable silane layers is not a trivial task as indicated by the
extensive literature covering silanization of planar (bulk) sur-
faces. While the mechanism of the silane layer formation
seems straightforward, starting with the hydrolysis of the
ethoxy/methoxy groups, followed by condensation to form a
siloxane bond, and then phase separation, it is kinetically
complex.9 As such, the characteristics of the layer are heavily
influenced by the solvent used, water content, environmental
humidity, pH, silane type, silane concentration, reaction time,
temperature, and post-silanization treatment.9–11 In addition to
the complex kinetics, there are also various ways in which the
organosilane can interact with the surface (Fig. 1).12 Organosi-
lanes can attach covalently but lie flat on the surface, prevent-
ing the reaction of neighbouring surface hydroxyl groups. They
can also electrostatically adsorb, or hydrogen bond to the
surface, or to other silanes, and polymerize laterally and
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vertically. This means that silanization can lead to non-
homogenous and multilayered silane layers.13,14 Much of the
multilayers, especially weakly adsorbed silanes, are easily
washed away by buffer solutions,2,12,15,16 leading to an altera-
tion of surface coverage and resulting in a nonuniform and
inhomogeneous surface.2,16

Aside from the weakly bonded layers, even covalently
bonded silane molecules can desorb from the surface through
hydrolysis of the siloxane bonds.17 Specifically, amine groups
on the organosilane can form a stable five-membered ring
intermediate and catalyze the hydrolysis of the siloxane
bond.15 The extent of covalent bonding in silane layers has,
however, been questioned, and it has been indicated that
APTES layers on the surface are mostly a physically adsorbed
network of silanes with sparse anchoring points (o6% of total
silane groups).18 The stability of silane layers is a known issue,
and the lack of hydrolytic stabilities of silanes on planar
surfaces has been discussed.10,12,13,15,16

As the readout of the ion-current rectifying nanopore sen-
sors is strongly dependent on the surface charge, the nature of
the silane layer (and the bioreceptors attached to it) is crucial as
it will dictate the current–voltage readout of the system (Fig. 2).
As such, the aforementioned challenges reported for planar
surfaces must be seriously considered. Time-dependent
instabilities in the silane layers due to the desorption/rearran-
gement of weakly/covalently bound silanes can lead to drastic
changes in the sensor’s readout even in the absence of analyte.
Furthermore, attachment of the bioreceptor post-silanization
may require multiple hours. If the silane layer is changing
during this timeframe, the surface coverage of the bioreceptor
may also become non-reproducible and non-homogeneous,
resulting in substantially different electrical characteristics
between different devices. The already challenging nature of
surface silanization may be further complicated by the unique
challenges associated with nanopores. For example, electric
migration and electroosmotic forces that are act perpendicular
to the modified surface could desorb or rearrange weakly
adsorbed silanes during electrical measurement. Furthermore,
the thickness of silane multilayers (which can range from
0.2–140 nm)15,19 reported to form under some modification
procedures can be comparable to the pore size (B6–250 nm for

nanopipettes) and can lead to the alteration of pore radii and/or
geometry, with complete or partial blockage.14 Lastly, in the
case of nanopores fabricated by melting and pulling glass
capillaries (nanopipettes), rigorous and thorough rinsing of
the silanized surface to remove weakly bonded silanes is not
possible due to the long conical shape of a nanopipette.
Although, the wider part of the nanopipette can be flushed
with solvent, convection is restricted in the narrower part of the
pipette, and rinsing is essentially limited to displacement by
diffusion.

The grafting of a silane monolayer (rather than a multilayer)
is desirable for attaining a stable, homogenous and reproduci-
ble surface (and hence good device performance).2,4,13,15 How-
ever, the silanization conditions to achieve this for silicon-oxide
based biosensors are still unclear,20,21 and even less so for
nanoconfined devices, such as ion-current rectifying nanopore
sensors. The reported silanization conditions for nanopipettes
vary substantially (Table 1), with studies, (including in our own
laboratory) often applying a trial-and-error approach towards
obtaining a satisfactory silane layer, or utilizing parameters
based on planar surface silanization results.4,8 To the best of
our knowledge, the stability and reproducibility of silanization
has not previously been systematically investigated for nano-
pipette systems. Herein, we investigate the reproducibility and
stability of silane layers in nanopipettes where silanization is
carried out under various modification conditions and with
different silanes. We show the stability and reproducibility of
APTES and APTMS silanization carried out in ethanol, as well as
APTES and APTMS silanization carried out in the vapor-phase,
with the aim of identify an improved procedure, and high-
lighting potential issues with silanization techniques.

Experimental procedures
Materials and reagents

Potassium chloride (KCl) 99+% and ethanol were obtained from
Fisher Scientific, 3-aminopropyltriethoxysilane (APTES) from
Tokyo Chemical Industry and 3-aminopropyltrimethoxysilane
(APTMS) from Fluorochem. Ag/AgCl electrodes were prepared
in-house using 0.25 mm silver wires obtained from Fisher Scien-
tific. All solutions were prepared using ACS reagent water from
Sigma-Aldrich. Filamented glass capillaries with 1 mm outer
diameter and 0.7 mm internal diameter were obtained from
WPI. Fused quartz wafers were obtained from Thermo Scientific.

Nanopipette fabrication

A P-2000 laser pipette puller from Sutter was used to prepare
conical quartz nanopipettes with pore radii of 60 nm (line 1: H700
F4 V20 D170 P0, line 2: H680 F4 V50 D170 P200). Capillaries were
cleaned with isopropyl alcohol prior to pulling. Nanopipettes with
pulling times outside of the expected 4.6 � 0.2 s were discarded.

Silanization procedures

The surface is not pre-treated before silanization in these
experiments.

Fig. 1 The types of interactions that may occur between an organosilane
and an oxide surface: (a) correctly aligned covalently attachment, (b)
electrostatic adsorption to other silanes or to the surface, (c) hydrogen
bonding to other silanes or to the surface, (d) unreacted hydroxyl groups,
(e) lateral polymerization, and (f) vertical polymerization of silanes.
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Liquid-phase. 1% silane (APTES or APTMS) in ethanol is back-
filled into the nanopipettes using a microsyringe. The tips of the
nanopipettes are dipped into the same silane solution, and the
nanopipettes are covered to prevent the evaporation of ethanol and a
change in the silane concentration. After a 1-hour reaction time, the
silane solution is removed with the microsyringe, and the exterior
and interior are flushed with copious amounts of ethanol. The
pipettes are dried at 701 C for 1 hour, then baked at 1101 C for
30 minutes.

Vapor-phase. 200 mL of silane (APTES or APTMS) is placed in
the bottom of a desiccator, with the nanopipettes placed on the
desiccator plate with Blu Tack. The desiccator is put under
vacuum and placed in a 401 C water bath for 1 hour. The
nanopipettes are then transferred to the oven for a 1-hour bake
at 1201 C. For triple silanization, the silane deposition and
baking steps are sequentially repeated.

Electrochemical measurements

For electrochemical measurements, the nanopipettes were
backfilled with 1 mM KCl. The current–voltage curves were

measured with a two-electrode (Ag/AgCl and Ag/AgCl) setup
using a Biologic SP-200 potentiostat fitted with the ultra-low-
current (ULC) option. A scan rate of 0.05 V s�1 is used to scan
within the �0.4 V to +0.4 V potential window. A 5 Hz filter
bandwidth is used to reduce noise. Over the 24-hour desorption
period, the nanopipettes were kept wet and left in the measure-
ment solution. Both the external solution and the nanopipettes
were sealed to prevent evaporation. The cell was left undis-
turbed within the Faraday cage for the entire period.

Contact angle measurements

Quartz wafers were cleaned with acidic Piranha solution (3 : 1 c.
sulfuric acid: 30% hydrogen peroxide) and ultrasonicated in
acetone prior to silanization. The contact angles of silanized
quartz wafers were measured, and then they were placed in
1 mM KCl for 24 hours, rinsed with water, and oven-dried. The
contact angles were then remeasured. Contact angles were
measured with a KRÜSS DSA25 fitted with the CM4210 optics
module. On each wafer, a total of seven 2 mL (estimated volume
from diameter: 2.23 � 0.02 mL) droplets were deposited at a rate

Fig. 2 (A) The diode-like (non-ohmic) current–voltage curves of (i) a highly negatively charged nanopipette, (ii) a slightly negatively charged nanopipette
(partial coverage with a low surface density of grafted silane molecules) and (iii) a highly positively charged nanopipette (positive charge arising from a high
surface density of grafted silane molecules). The non-ohmic response arises where the electric double layers of the nanopore interact with the ionic flux
through the aperture and impose an ionic permselectivity.22,23 This leads to an ionic enrichment at one applied potential that results in a high conductance ON-
state, while the opposite potential leads to an ionic depletion, resulting in a low conductance OFF-state.24–29 The potentials at which the ON- and OFF-states
are observed depend on whether the nanopore is cation or anion permselective, which in turn depends on the surface charge of the nanopore.

Table 1 Silanization procedures reported for nanopipettes

Pre-treatment Silane Concentration Solvent Reaction Post-treatment

Piranha APTES 5% Ethanol 2 h 120 1C for 1 h 30
Piranha APTES 5% Ethanol 1 h 120 1C for 1 h 31

APTES 1% Ethanol 2 h 110 1C for 1 h (vacuum) 32
APTES 1% Ethanol 120 1C for 2 h 33

Piranha (0.5 h) APTES 0–1.1%, Ethanol 0–4 h 110 1C for 0.5 h 34
APTMS 1% Acetone 4 1C for 12 h 120 1C for 1 h 35

Boiling H2O2 (0.5 h) APTMS 11% Acetone Overnight 120 1C for 1 h 36
APTMS Vapour-phase Vapour-phase 40 1C for 1 h 37 and 38
TESPG 2.5% Ethanol Overnight N2 dry 39

Piranha (24 h) DHITES 0.74 mM Ethanol Overnight 40
DHITES 17% Ethanol Overnight 41

Piranha (24 h) ATMS 1 mM Ethanol Overnight 42
Piranha (2 h) TESP-SA 1% Isopropanol 1 h 60 1C for 1.5 h (vacuum) 43
Piranha TESBA 5% Ethanol, acetate buffer (pH 4.7) 20 h 44

MPTES 0.01% Ethanol 15 min 60 1C for 2–3 h 45
Boiling H2O2 (20 min) MPTMS 10% Ethanol 4 h 120 1C 46
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of 1 mL s�1. Triple-distilled water was used. Droplet fitting was
done with an automatic baseline to minimize human bias.

Scanning transmission electron microscopy

STEM images were taken with a Zeiss Sigma300 FEG SEM with
a STEM detector and a 10 kV acceleration.

Results and discussion

The stability and reproducibility of the two most commonly
used silanes in nanopipette modification, APTES and APTMS,
are investigated by grafting them to the internal walls of 60 nm
radius quartz nanopipettes (Fig. S1, ESI†) using both liquid-
and vapor-phase approaches. The unmodified bare nanopipette
surfaces are covered with predominantly Si–O� groups at
pH 7.47 A negatively charged surface generates a negatively
rectifying current–voltage response, with the ON-state at the
negative applied potential (Fig. 2). Grafting of APTES/APTMS
via the condensation reaction of the triethyoxy/trimethoxy
groups with the surface silanol groups results in an amine-
terminated surface, where the dissociation constant of the
–NH2 group is ca. 7.4.48 This will result in an overall positively
charged surface at pH 7, swapping the nanopipette’s ON-state
to the positive applied potential, and confirming the success of
silanization (Fig. 2). The continuous desorption of silane mole-
cules from the surface should then remove positive charges
from the surface, gradually shifting the current–voltage curves
back to their original state, where the ON-state is observed at
the negative applied potential due to the negative surface
charge densities.

Silanized nanopipette filling and blockage/De-wetting

Silane grafting, especially in the liquid-phase, is fraught with
practical problems. Liquid-phase silane layers are heteroge-
nous and possess high surface roughness,10,13–15,20 due to
silane clusters at areas of high surface roughness where amine
moieties do not fully orient outwards, exposing their hydro-
phobic alkyl chains.11,20 This results in the variation of the
surface hydrophobicity along the neck of the nanopipette
which disrupts the advance of the meniscus during nanopip-
ette backfilling (where the solution inside the nanopipette is
drawn into the nanoscale tip via capillary forces). This results in
significant challenges in filling the nanopipettes, leading to a
high attrition rate where the neck of the pipette couldn’t be
completely filled, and an electrical circuit could not be estab-
lished. Vapor-phase silane deposition produces smoother and
less hydrophobic surfaces as the lower water presence is detri-
mental to copolymerization,14,15,20 and the amine moieties
tend to consistently orient outwards. Contact angle measure-
ments on planar quartz wafers confirm higher contact angles
for liquid-phase deposited silanes than for vapor-phase deposi-
tion (Table S1, ESI†). As a result of the smoother and less
hydrophobic surface, nanopipette filling for vapor-deposited
silanes is very reliable, with an attrition rate close to 0%.

Even the nanopipettes successfully filled after liquid-
phase silanization can provide unsatisfactory results.
Liquid-phase silanization with more concentrated silanes
(5% APTES in EtOH) leads to the loss of conductance, and
subsequent breakage of the electric circuit after a few hours
(Fig. 3). This loss of conductance could be the result of the
physical blockage and/or spontaneous de-wetting of the
nanopipette mouth as desorbed polymer aggregates coagu-
late in the pore mouth. Pore blockage has been previously
reported for meso-porous materials.14,49 As such it becomes
apparent, that setting up the silanization conditions to
minimize polymerization is important, as it will minimize
the extent of polymer aggregation on the surface and prevent
the desorbed aggregates from coagulating at the tip. This can
be achieved by decreasing the silane concentration (although
such blockage/de-wetting can still happen with a lower
frequency) or by changing to a vapor-phase method. Fig. 3
shows that vapor-deposited silane layers, and lower concen-
trations (1%) of liquid-phase silanization lead to a more
stable electrical circuit where the conductance is stable.

Reproducibility and extent of silanization

The ability to reproducibly graft silane on the surface of the
nanopipette is important for ensuring device to device compar-
ability, particularly where the silane layer is the pre-cursor to
the grafting of a biorecognition element that will give a quanti-
tative response to an analyte of interest. A good descriptor for
evaluating the outcome of the modification and for monitoring
the continuously changing surface as the silane is desorbing, is
the logarithmic rectification ratio (logRR):

logRR ¼ log
Ið�EÞ
IðþEÞ

�
�
�
�

�
�
�
�

Fig. 3 The conductance of nanopipettes over 24 hours, illustrating that
while 5% APTES it EtOH results in a blocked pore, the other modifications
remain open and conductive. Each data point is the average of at least
5 nanopipette measurements, with the shaded area indicating � standard
error. The higher conductance of the nanopipettes silanized in 1% APTES in
EtOH can be attributed to the formation of an extensive cationic polymer
layer on the nanopore surface.50 Sample cyclic voltammograms for
blocked and unblocked nanopipettes are provided in Fig. S2 (ESI†).
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where I(�E) is the current at a negative applied potential and
I(+E) is the current at the same positive applied potential. In
this work, the currents at +0.4 V and �0.4 V are used.

The rectification ratio describes the extent of the diode-like
behavior of the system. If the ON-state is at the negative applied
potential (as is the case for net negative surface charge den-
sities), the current at the negative applied potential will be
greater than that at the positive applied potential, and the
logarithmic rectification ratio will be greater than 0. On the
other hand, for net positive surface charge densities where the
ON-state is at the positive applied potential, the logarithmic
rectification ratio will be less than 0. As such, the rectification
ratio describes the sign and magnitude of the surface charge
density, which is related to the extent and distribution of the
silane layer. The rectification ratio is a composite parameter
that does not provide direct information about the resistivity at
a single applied potential, but describes the surface charge of
the nanopipette qualitatively. We use the logarithmic rectifica-
tion ratio instead of the more commonly utilized rectification
ratio, |I(�V)/I(+V)|, as the latter is an asymmetric metric, i.e.,
nanopipettes with their ON-state at the negative potentials can
take on values from 1 - N, while nanopipettes with their
ON-state at the positive potentials have a range of 0 - 1, as
such the distributions of multiple measurements of negatively
charged and positively charged nanopipettes would not be
directly comparable (Fig. S3, ESI†). Using the logarithmic value
centers the metric on zero and makes the metric symmetric
above and below unity, allowing for better comparison of
values.

Fig. 4 shows the distribution of the logarithmic rectification
ratio for nanopipettes modified with different silanes and with
different silanization methods. Compared to the unmodified
nanopipettes, the rectification ratio of the silane-functionalized
nanopipettes is decreased, indicating successful silanization.
The mean logRR of the liquid-phase silanization is lower than
that of vapor-phase, which is consistent with liquid-phase
silanization grafting multilayers of polymerized silanes that
add a larger positive surface charge density to the surface than
the monolayers grafted at vapor-phase. The rectification ratio of
nanopipettes that underwent multiple rounds of vapor-phase
deposition is lower than those that underwent a single round,
indicating that gaps in the surface coverage remained and were
filled.

The standard deviation of the logarithmic rectification ratio
can be used to evaluate the reproducibility of silanization. Fig. 4
shows that the distribution of logRR for liquid-phase deposited
silanes is wider than those of vapor-phase. This is in line with
previous works at bulk surfaces that have noted a substantial
issue with the reproducibility of even anhydrous liquid-phase
silane layers due to self-polymerization in the presence of trace
water.20 Vapor-phase deposited APTES has the highest repro-
ducibility, with standard deviations only marginally greater
than that of the unmodified nanopipettes. This indicates that
the variance that originates from APTES vapor-phase deposi-
tion is small compared to the variance associated with the
nanopipette’s geometric variability (which is the main source of

variance for the unmodified nanopipettes). The higher repro-
ducibility of vapor-phase deposition can be attributed to envir-
onmental factors, such as temperature, silane purity, and
ambient humidity, having a decreased influence compared to
liquid-phase deposition.51 Furthermore, vapor-phase deposi-
tion produces more homogenous surfaces as non-dimerized
and non-oligomerized silane precursors have a higher vapor
pressure, as such they are the dominant species to react with
the surface.11,14,15,51 These more homogenous monolayers are
expected to have lower structural variations than the polymer-
ized multilayers produced by liquid-phase approaches. Lastly,
experimental variations are greatly reduced with vapor-phase
deposition, as removal of solvent, rinsing, and transferring
between vessels is less time consuming. Consequently, the
throughput of the vapor-phase method is very high. The batch
size of the vapor-phase approach was 60 nanopipettes, but
scaling the batch size further is simply a matter of the desic-
cator vessel size. This is a considerable practical advantage
compared to the tedious liquid-phase approach.52

Stability of silane layers

Silane-functionalized planar surfaces (with no electrochemical
perturbations) have been widely reported to have poor hydro-
lytic stability.15 Additionally, our contact angle measurements
also show that for all silane deposition methods reported in
this work, the contact angles of silanized planar quartz wafers
decrease upon exposure to an electrolyte solution for 24 hours,
indicating the desorption of the silane layers (Table S1, ESI†).
Silane layers on the planar quartz surface do not experience the
electric fields (and hence the electric migration and electro-
osmotic forces) and local concentration polarization that the
nanopipettes experience during the electrochemical measure-
ment. This is important to consider, as in nanopipettes, the
electric migration and electroosmotic forces are parallel to the

Fig. 4 Box-and-whisker plots of the initial logarithmic rectification ratios
recorded (before nanopipettes are monitored for 24 hours). The standard
deviation of each method is also given in the figure.
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silanized surface, as such in addition the silane normally deso-
rbing, weakly bound silanes could also be dragged along the
nanopipette surface. The influence of electroosmotic flow is
expected to be concentration dependent as the magnitude of
surface charge density itself is concentration dependent,47 how-
ever, herein only 1 mM concentration is explored. The electro-
osmotic force acting parallel to the surface implies that not only
do the silane layers desorb, changing the surface coverage and
charge density, but they may also rearrange along the nanopore,
altering the distributions of the silane layer and surface charge.
Nanopipettes are highly sensitive to such changes in surface
charge distribution, especially near the tip region.53–55 The recti-
fication ratio was used to monitor the combined effect of these
changes as a function of time (Fig. 5). As shown in Fig. 5, the
unmodified nanopipettes are stable over 24 hours, meaning that
the changes observed for the silanized nanopipettes can be
attributed to the silane layers. The logarithmic rectification ratios
of all silanized nanopipettes increase over time (approaching the
logRR of the unmodified nanopipettes). Although all grafted
silane layers change over the course of 24 hours, the vapor-
phase deposited silanes show better stability, with the best
stabilities observed for vapor-deposited APTMS.

The improved stability of vapor-phase modified nanopip-
ettes, compared to those prepared by liquid-phase silanization
can be attributed to the formation of denser and more ordered

monolayers. Vapor-phase silanization has been shown to
deposit a homogenous monolayer in the bulk.15,51 This is partly
because of a difference in the physisorption mechanism. Dur-
ing vapor-phase silanization, the physisorption of monomer
silanes (due to their higher vapor pressure) is predominant.
The adsorbed monomers can form a higher density layer on the
substrate, allowing for the formation of a higher density of
anchoring points during bond formation. In liquid-phase sila-
nization, monomers adsorb simultaneously with polymers,
with large polymer aggregates blocking the surface, preventing
the adsorption of monomers, resulting in a lower coverage of
molecules capable of forming an anchoring point with the
substrate.56 The density of anchoring points has been recently
highlighted as an important consideration by Millot et al. who
argued that liquid-phase silane layers may possess only sparse
anchoring points (o6% of total silane groups).18 The higher
density of anchoring points would necessitate the hydrolysis of
more siloxane bonds before covalently attached silane mole-
cules can be lost. Although the preferred adsorption of mono-
mer silanes during vapor-phase silanization would result
in a more ordered silane layer, differences in the attach-
ment mechanisms could also play a role. Due to the lack of
solution-phase water in vapor-phase silanization, the siloxane
bond is formed via condensation with surface adsorbed trace
water, the amount of which was shown to influence the result-
ing silane coverage,56 or in the absence of surface adsorbed
water, via direct nucleophilic attack during the baking pro-
cess.16 This attachment mechanism may allow for a more
ordered silane layer compared to liquid-phase silanization.
The more ordered and more dense vapor-phase deposited
silane layer would be expected to have improved stability as
the anchoring silicon center is sterically protected by the
aliphatic tails from hydrolytic and self-catalytic cleavage.

Conclusions

To conclude, silane stability and reproducibility should be
seriously considered when designing a nanopore sensor. We
have highlighted the practical problems of nanopore blockage/
dewetting and showed that vapor-phase deposition leads to the
most reproducible current–voltage readouts of silanized nano-
pipettes. The monitoring of contact angle measurement and
current–voltage curves over 24 hours highlighted the changing
nanopore surface and has identified the vapor-phase method as
the preferred method to obtain a stable surface. We have also
noted the considerably higher throughput of vapor-phase
deposition and made a case that it should be the preferred
silanization method for the nanopore community. However,
distinguishing the underlying mechanism of silane layer
desorption in nanoconfined systems requires further investiga-
tion. Where, for example, establishing the concentration and
pH-dependence of the stability, as well as using silanes with
different chain lengths and functionalities, and/or capping-off
the amine with a protecting group to distinguish the influence

Fig. 5 (A) Logarithmic rectification ratios over 24 hours of the most and
least stable silanization methods, and (B) change in the logarithmic
rectification ratio over 24 hours shown for all silanization methods. Each
curve is the average of at least 5 nanopipette measurements. Sample
curves of both the logRR and the DlogRR for individual nanopipettes and
for comparing each modification to the unmodified nanopipette are
provided in Fig. S5–S8 (ESI†).
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of self-catalyzed hydrolysis, may provide further insights into
the underlying surface chemistry.
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