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Optimization of microfluidic 
biosensor efficiency by means of 
fluid flow engineering
Marwa Selmi1,2, Mohamed Hichem Gazzah1 & Hafedh Belmabrouk1,3

Binding reaction kinetics of analyte-ligand at the level of a sensitive membrane into a microchannel of 
a biosensor has been limited by the formation of the boundary diffusion layer. Therefore, the response 
time increases and affects the overall performance of a biosensor. In the present work, we develop 
an approach to engineer fluid streams into a complex configuration in order to improve the binding 
efficiency. We investigate numerically the flow deformations around a parallelepiped with square 
cross-section inside the microfluidic channel and exploit these deformations to simulate the analyte 
transport to the sensitive membrane and enhance both association and dissociation processes. The 
effect of several parameters on the binding reaction is provided such as: the obstacle location from the 
inlet of the microchannel, the average flow velocity, and the inlet analyte concentration. The optimal 
position of the obstacle is determined. An appropriate choice of the inlet flow velocity and inlet analyte 
concentration may reduce significantly the response time.

Microfluidics has gained tremendous attention over the last decade as an attractive research field1–3. Their devel-
opment has been conditioned by the technological ability of adapting microfabrication techniques originally 
designed for electronic fluidic applications. These microfluidic devices provide many of the features that make 
bioassays advantageous, such as short analysis time and the ability to operate with small samples and high sensi-
tivity4. Recently, there has been an increasing interest to integrate advanced biosensors into lab-on-a-chip systems 
by introducing microfluidics5, 6. Jang et al.7 presented in their work a simple method to fabricate microfluidic 
devices for potential applications as biosensors in micro-total-analysis-system (µ-TAS). Lee et al.8 have developed 
a chip based microfluidic device that has a multi-channel configuration to detect microarray immunoassay sam-
ples based on a surface plasmon resonance (SPR) detection system.

In clinical applications, quantitative analysis of proteins plays an important role in the diagnosis of diseases. 
For example, C-reactive protein (CRP) is a biomarker of inflammation whose concentration increases several 
hundred times in response to acute injury, infection, or tissue damage9. Integrated microfluidic system for rapid 
screening of CRP aptamers utilizing the systematic evolution of ligands by exponential enrichment has been 
developed by Huang et al.10.

The SPR sensor11, the quartz crystal microbalance (QCM) sensor12, 13, the impedance based sensor14 and the 
immunoassays are the most frequently used devices for the quantitative monitoring of biomolecules. Although 
the processes of detection are different, they all implicate the same kinetics of specific binding of analytes and 
immobilized ligands. More specifically, the system mixes a small concentration of a biological analyte, such as 
CRP, with the fluid in a microchannel. The binding efficiency on the reaction surface is usually large enough to 
bind practically all analyte molecules appearing there. Thus, the reaction is said to be transport limited and it 
usually causes the formation of a diffusion boundary layer15, 16. The development of the diffusion boundary layer 
increases the response time and limits the overall performance of the biosensor17, 18. In practice, a detection cycle 
can take many hours, which is a problem that must be solved.

Currently, there are ongoing scientific research efforts to develop several mechanical and physical strategies for 
replenishing the target antigen to the sensor surface and to enhance the mass transport in microfluidic networks. 
Hofmann et al.19 developed a three-dimensional microfluidic confinement device for efficient sample delivery to 
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biosensor surfaces: application to immunoassays on planar optical waveguides. We expand the study of the flow 
confinement effect on the binding reaction in order to enhance efficient mass transport20. This technique has been 
studied in great details, for flow confinement, a sample flow is joined with a perpendicular makeup flow of water 
or sample medium. The makeup flow confines the sample into a thin layer above the sensing area. Therefore, the 
velocity flow increases to improve the binding rate. Sigurdson et al.21 suggested a technique to enhance microflu-
idic immuno- sensors by using AC electrokinetically-driven microscale fluid motion to enhance antigen motion 
towards immobilized ligands. The binding rate can be increased in the first few minutes by a factor of seven 
using a 6 Vrms applied potential. However, these observations are related only to the association phase of the 
binding reaction. Huang et al.22 performed a two dimensional full time scale finite element simulation on the 
binding reaction kinetics of two proteins (CRP) and immunoglobulin G (IgG). The electrothermal force results 
from the application of a non uniform ac electric field to the flow in the microchannel of the biosensor. It can 
generated a vortex field to stir the flow and reduce the thickness of the diffusion boundary layer. Consequently, 
the reaction rate is increased and the association and dissociation processes are accelerated. There is, however, 
a lack of thermal studies on the effect of the temperature rise on the chemical reaction. Zimmermann et al.23 
modeled and optimized the reaction kinetics in the capillary-flow-driven microchannel immunoassays using 
finite difference method. Hu et al.24 designed a new poly(dimethylsiloxane) (PDMS) microfluidic chips for het-
erogeneous immunoassay using electrokinetic control. Hu el al.25 also presented in another work, a theoretical 
model that includes only the convection and diffusion of the bulk analyte flow and binding reactions at the 
solid surface. The used model shows that electrokinetically driven immunoassays have better reaction kinetics 
than pressure-driven ones, resulting from the plug-like velocity profile. Hart et al.26 studied the enhancement of 
heterogeneous immunoassays using AC electroosmosis (ACEO) through the use of finite element method and 
fluorescent immunoassays. They also indicated in their work that the heterogeneous immunoassay is enhanced 
by the use of combined ACEO and dielectrophoresis (DEP). Munir et al.27 developed a novel and simple strategy 
based on tagging analyte with MNPs towards the sensing zone by using magnetic field force. Amini et al.28 devel-
oped a hierarchical approach to engineer fluid streams into a board of complex configurations. They investigated 
the flow deformations around a set of cylinders within a microfluidic channel. In addition, utilizing this platform 
to guide liquid in microchannels is useful in a variety of applications. This technique presents a passive mecha-
nism to stir the flow. It mixes the fluid quite effectively and does not increase temperature. It is more suitable for 
biomedical applications than active mechanism employing the electrothermal force. In our previous study, we 
have studied the combination of the effect of the flow confinement and the effect of the electrothermal force on 
the heterogeneous immunoassays as a promising approach to increase mass transport at the level of the sensitive 
surface of a biosensor29.

In this study, we develop a novel approach to engineer fluid streams in order to enhance the binding efficiency 
of immunoassay for a microfluidic biosensor. We will also investigate the flow deformations around a cylinder 
with square cross-section within a microfluidic channel and using fluid transformations to reduce the diffusion 
boundary layer. We will perform two dimensional simulations and study the effect of changing the geometrical 
locations of the obstacle on the biosensor performance. In addition, we examine some important factors such 
as the average inlet flow velocity, and the initial analyte concentration that control the immunoreaction in the 
microfluidic biosensor. The sample of CRP pairs in a biosensor immunoassay will be used to predict the response 
time of the biosensor as a function of the previous parameters.

Theoretical Formulation
Balance equations. Fluid flow. In the microfluidic channel, the flow velocity field is described by the 
Navier-Stokes equations. The fluid is assumed to be Newtonian and incompressible. In the 2D Cartesian coordi-
nates and for a steady flow, the conservation and Navier-Stokes equations can be written as:
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where P is the pressure, (u, v) the Cartesian components of the velocity vector. The fluid properties such as the 
dynamic viscosity and the density are assumed to be constant. The dynamic viscosity is μ = 10−3 Pa.s, and the 
fluid density is ρ = 1000 kg/m3.

Analyte transport model. A biological analyte is introduced with the fluid in a microchannel containing a sen-
sitive surface. The analyte may be C-reactive protein (CRP) and its concentration is very small so that the density 
and viscosity of the fluid are not changed. In this study, the initial analyte [A0] varies in the range 6.4 × 10−6 mol/
m3 to 22 × 10−6 mol/m3. However, the initial surface concentration of the ligand is constant [B0] = 1.8 × 10−8 mol/
m2. The molecule weight of human CRP is 115 kDa. It consists of five identical noncovalently bonded monomer 
subunits linked in the form of a cyclic pentamer30. The CRP is known as a marker for infections and inflamma-
tory processes in human blood serum. CRP is usually present in human serum with a concentration <1 µg/ml. 
Nevertheless, CRP concentration level can increase up to tens or even hundreds times when the inflammation 
occurs.
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The analyte is then carried to the sensitive surface due to diffusion and convection. We denote by [A](x, y, t) 
the concentration of the analyte inside the flow and [A]surface the analyte concentration at the sensitive surface. 
Obviously, [A]surface is involved in binding reaction and the variations of [A](x, y, t) are due to the transport 
phenomena.

The spatial and temporal variations of the analyte inside the microfluidic channel are described by the 
convection-diffusion equation:
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where the [A] is the analyte concentration in bulk, D is the analyte diffusion coefficient (D = 2.175 × 10−11 m2/s) 
and G denotes the reaction rate. Here G equals to zero because no reactions take place in the fluid bulk.

The binding reaction. The analyte portion diffused towards the sensitive membrane reacts with the antibody 
ligands immobilized on the reaction surface. The chemical reaction process is as follows:

+ A B AB (4)surf k
k
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The chemical reaction can be observed as being an adsorption process since it takes place at the binding 
surface. Many models have been used to describe the adsorption phenomena. Some of them are empirical mod-
els whereas some others are based on statistical physics31, 32. In this work, we will use the first order Langmuir 
adsorption model15, 22, 33. This model is often used to study the dynamics of molecular reactions in biochips and 
SPR biosensors23, 34.

The complex concentration [AB] produced during the reaction increases as a function of time until saturation. 
The binding rate depends on the analyte concentration on the surface [Asurf], the concentration of free antibodies 
[B] and the association rate constant kon. Similarly, the dissociation reaction rate depends on the concentration 
of bonded ligands [AB] and on the dissociation rate constant koff. However, the concentration of free antibodies 
is equal to the difference between the total concentration of free antibodies [B0] and the concentration of bonded 
ligands [B] = [B0] − [AB].

= − −
d AB

dt
k A t B AB t k AB t[ ] [ ]( ){[ ] [ ]( )} [ ]( ) (5)on surf off0

In addition, we assume that the antibodies do not diffuse on the surface and that there is no leakage of the 
molecules at the edges of the surface. The association and dissociation constants, i.e. kon and koff for CRP-anti-CRP 
binding interactions are 107 M−1s−1 and 2.6 × 10−2 s−1, respectively.

Microfluidic immunoassays geometry. We examine transport dynamics using a model geometry of a 
surface plasmon resonance sensor (SPR). The originality of the present work consists on the insertion of a cylin-
drical obstacle with square cross-section inside the channel (Fig. 1).

The dimensions of the biosensor and the microchannel are marked in the same figure. The length scales of the 
obstacle are w = h = 20 µm. O’(x = d, y = H/2) is the center coordinates of the square, d is the lengthwise position 

Figure 1. Microchannel containing a sensitive membrane and an obstacle with square cross-section, (a) top 
view, (b) front view.
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of center from the inlet and H is the channel height. The binding surface (B-S), located at the top of the micro-
channel, has a length of l = 20 µm.

Boundary and initial conditions. In the matter of the Navier-Stokes equations, the following boundary 
conditions have been used.

 i. At the inlet of the microchannel, the fluid flows in the lengthwise direction (x), with a parabolic velocity 
profile along the direction (y):
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 ii. A non-slip boundary condition at the lower solid boundary is applied. The velocity is therefore set to zero 
at this wall:
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 iii. The same boundary condition is applied at the upper wall:
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 iv. At the outflow boundary, the gradient of the axial velocity in the axial direction and the radial velocity were 
set to zero:
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In the matter of the mass-transport equation (eq. 3), the boundary conditions are:

 i. The inlet condition which consists of a uniform concentration: [A](0, y, t) = [A0];
 ii. At the lower wall.

This wall is assumed to be impermeable and does not interact with the analyte:

∂
∂

=
A
y

t x[ ] ( , , 0) 0

 iii. The upper wall contains the binding surface (y = H, − ≤ ≤ +X x Xl l
2 2

) and the remaining wall.
At the binding surface, the diffusion flux is balanced against the reaction rate. This boundary condition 
reads:
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The remaining part of the upper wall is assumed to be impermeable and does not interact with the analyte. 
Therefore, we have:

∂
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 iv. At the outlet, the profile of the analyte concentration is assumed to be fully established. We adopted the 
boundary condition:

∂
∂

=
[A]
x

(t, L, y) 0

The initial conditions for both the concentrations of the analyte in the bulk, [A]bulk(0, x, y), and the concentra-
tions of the analyte–ligands complex on the reaction surface, [AB](0, x, y), are all zero. The initial surface concen-
tration [B0] is assumed as 1.8 × 10−8 mol/m2.

Numerical method and model validation. The system of the transport equations coupled with the first 
Langmuir adsorption model is solved using the finite element method (FEM) with the Galerkin method35. To find 
the numerical solution to these equations, a computer code was developed36. Firstly, the 2D domain is divided in 
triangular elements as presented in Fig. 2a. The regions nearby the obstacle and the reaction surface are refined 
with a better mesh quality. Secondly, all the variables (i.e. the velocity components u(x, y), v(x, y) are approx-
imated using second order interpolation and first order for the pressure in each element whereas the analyte 
concentration [A](t, x, y) is approximated using quadratic interpolation in each element37.
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To ensure that the convergence has been reached and the computed results are independent of the mesh size, 
Fig. 2b shows the velocity field at the outlet the microchannel for several mesh grids, namely, 1454, 8385, and 
33540 elements. The results presented hereafter are obtained with a total number 8385 elements and a refined 
mesh grid near the sensitive surface.

For the calculation, we solve firstly, the Navier-Stokes equations to obtain the velocity field. Then, we solve 
the analyte transport equation coupled with the complex concentration equation. These two equations are 
time-dependant. The total concentration accumulated at the capture area can be found by integrating local con-
centration over the whole reaction surface.

Model validation against experimental data. The validation of the numerical model in this work for 
the mass transport inside the microchannel is performed on the basis of the experimental data for 29 basis pairs of 
DNA strands from the literature38. In the experiment, the hybridization kinetics of the DNA strands is controlled 
by the fluorescence microscopy, and the flow is turned on for 50 min, then turned off for 310 min and again turned 
on for the rest. The total interval of the experiment is 1400 min. When the flow is turned off, only the diffusion 
mechanism takes place. However, when the flow is turned on, there is a competition between the diffusion and 
convection mechanisms. Figure 3 shows the temporal evolution of the normalized average surface concentration.

Our numerical results are compared with the experimental data available in the literature38. The numerical 
result presents a good agreement with the experimental data. This proves that the model used to describe the 

Figure 2. (a) 2D unstructured mesh with triangular elements, (b) velocity field at the outlet of the 
microchannel for several meshes.

Figure 3. Comparison between numerical and experimental temporal evolutions of the normalized average 
surface concentration in a particular configuration.
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kinetic reaction is valid. It is worthy to notice that other works validate the first order Langmuir model for other 
complexes21, 25, 33, 39. We deduce that this model can describe suitably the mechanisms inherent to the association 
and dissociation phases of the binding reaction. This proves that the surface concentration of the complex AB 
is computed accurately. The characteristic of the binding reaction is in quantitative agreement with the theory 
works. The results obtained with the present model have also the same behavior as the experimental and numer-
ical results presented by Han and Park40.

Results and Discussion
Rapid detection time of biomolecules is a major challenge for microfluidic-based biosensor. Especially, detection 
time for heterogeneous immunoassays is long because the analyte takes a long time to transport by convection 
and diffusion to the sensing zone to bind with the surface-bound receptors. The limitation of mass transport 
presents a critical barrier which restricts the performances of the devices. It should be overcome for many bio-
sensor applications15, 17, 41, 42. For this purpose, we investigated numerically the flow deformations around a paral-
lelepiped with square cross-section inside the microfluidic channel on the binding reaction.

Figure 4 shows the evolution of the average complex concentration of CRP-anti-CRP with and without 
insertion of the obstacle inside the microchannel. The initial analyte concentration [A0] = 6.4 10−6 mol/m3 and 
vave = 100 µm/s. The concentration increases steeply over a short time and then it reaches a saturation value. The 
time (t = 1000 s) of interrupting the injection of the analyte is set manually. We defined the equilibrium binding 
time TR as the response time of biosensor the time for which the average concentration equals 95% of its sat-
uration value. For a channel without obstacle, we obtained TR = 440 s whereas TR = 242 s when the obstacle is 
included. We observed also when the obstacle is involved, the evolution of the complex concentration declines 
rapidly during the dissociation phase.

The numerical result proves the usefulness of the introduction of an obstacle to reduce TR and improve the 
biosensor response. The effect of the obstacle may be explained by the deformation of the streamlines and the 
modification of the fluid topology as shown in Fig. 5. In fact, the obstacle obstructs a part of the cross-section 
and leads to an increase of the velocity in the vicinity of the sensitive membrane. For instance, in the fourth case, 
the velocity reaches the value 0.25 mm/s. The perturbation around the obstacle limits the formation of the dif-
fusion boundary layer of the analyte concentration behind the sensitive surface. These results agree with those 
obtained by Amini et al.28. Indeed, the obstacle restrains the cross-section of the channel and leads to an increase 
of the velocity near the sensing area of the biosensor. Our numerical results present a good agreement with 

Figure 4. Temporal evolution of the complex concentration without and with obstacle.

Figure 5. Velocity contours for the flow without and with the obstacle.
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experimental results performed by Hofmann et al.19 and theoretical results obtained by Hu et al.25. Indeed, they 
found that the equilibrium binding time could be reduced by increasing the flow rate.

Influence of the obstacle position on the binding reaction. To determine the optimal position of 
the obstacle inside the microchannel, Fig. 6 depicts the temporal evolution of the complex concentration for five 
positions of the obstacle, namely d = 60, 80, 100, 120 and 140 µm. when the obstacle approaches the binding sur-
face, the response time decreases and reaches its smallest value when d = 100 µm. At this value corresponds the 
center of the obstacle is situated in the front of the center of the binding surface. Then, when the obstacle move 
away from the optimal position (d = 100 µm) the response time increases. We note also, there is some symmetry 
in the positions of the obstacle. Indeed, the curves related to d = 60 µm and d = 80 µm are respectively identical to 
the curves related to d = 140 µm and d = 120 µm.

The optimal position giving the smallest TR corresponds to d = 100 µm. The enhancement of the binding reac-
tion may be explained by the deformation of the streamlines and the modification of the fluid velocity field which 
leads to increase the velocity in the vicinity of the sensitive membrane. This deformation is more advantageous 
when the obstacle is located in front of the center of the sensitive membrane.

Influence of the inlet flow velocity on the binding reaction. Raising flow velocity is an effective 
means to reduce the thickness of the diffusion boundary layer33. Indeed, Fig. 7 displays the average complex 
concentration of the CRP-anti-CRP without obstacle for three values of the inlet flow velocity and for d = 100 µm. 
These curves are plotted only during the association phase. The increase of the inlet velocity induces the decrease 
of the response time TR. Figure 7 shows also the temporal evolution of the complex concentration for the same 
values of the inlet velocity but using the obstacle. It is clear that the presence of the obstacle has an important effect 
on the binding reaction. The evolution of complex concentration rises with raising the flow velocity as already 
mentioned and the presence of the obstacle leads to a further decrease of the response time. It is interesting to 

Figure 6. Temporal evolution of the complex concentration for five obstacle positions.

Figure 7. Temporal evolution of the complex concentration for three values of the inlet velocity and with/
without obstacle.
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observe that a “squeezing” effect has caused the velocity of the flow between the boundary and the obstacle to be 
mostly increased.

To apprehend more quantitatively the effect of the presence of the obstacle on the binding reaction, Fig. 8 pre-
sents the response time for several values of the inlet velocity and with or without using the obstacle. This figure 
confirms that the increase of the inlet velocity leads to reduce of the response time in the both configurations. For 
the same inlet velocity, Fig. 8 shows clearly that the presence of the obstacle reduces by a factor 1.8 the response 
time. This figure indicates also that to obtain the same response time TR, the inlet velocity in the case of using the 
obstacle reduced by a factor about 10 compared with the case that the obstacle is not included. We conclude that 
the insertion of an obstacle inside a microchannel is an effective means to reduce the response time instead of 
increasing the inlet velocity.

Figure 9 illustrates the contour lines of the response time versus the obstacle position d and the initial inlet 
flow velocity vave. For each case, the analyte concentration at the inlet is constant (=6.4 nM). This figure shows 
simultaneously the effect of two parameters on the equilibrium binding time. It is then possible to deduce the 
best way to reduce TR. It is clear that the reduction of the response time is proportional to an increase of the flow 
velocity. It is noted also that the optimal position corresponds to d = 100 µm.

Influence of the inlet analyte concentration on the binding reaction. The enhancement of the mass 
transport comes at the increase of the inlet analyte concentration25. Indeed, Fig. 10 shows the evolution of the 
complex concentration with and without the obstacle for two different values of the inlet analyte concentration. 
The inlet flow velocity is set at 100 µm/s, and the obstacle is located at the optimal position. We observe that the 
consumption of the analyte [A] in the association phase is faster in the presence of the obstacle than when it is 
removed. It is clear that the rise of the inlet analyte concentration leads to an important increase of the initial 
curve slope and thus to a decrease of the equilibrium binding time. There is also further enhancement of the 
TR with minimized consumption of the analyte concentration by using the obstacle inside the microchannel. 
Therefore, to obtain a given value of the response time it is more efficient to involve the obstacle than to increase 
the inlet analyte concentration.

Figure 11 shows the contour lines of the response time TR versus the obstacle position d and the inlet analyte 
concentration. The inlet flow velocity is fixed at 100 µm/s. The smallest equilibrium binding time is reached when 

Figure 8. Effect of the presence of the obstacle on the response time.

Figure 9. Contour lines of the equilibrium binding time TR as a function of the obstacle position d and the inlet 
flow velocity vave.
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the obstacle position is placed near the reaction surface, i.e. at the position (100, 20) µm which is in fact the opti-
mal position regardless of the value of the inlet analyte concentration.

By an appropriate choice of the obstacle position, inlet flow velocity and the inlet analyte concentration, the 
response time can be significantly reduced as revealed in Figs 7 and 10. Thereby, the insertion of the obstacle is 
truly an effective way to enhance the binding reaction.

Conclusion
This paper presents a numerical simulation of the effect of the flow deformations around an obstacle on the bind-
ing reaction inside a microchannel of a biosensor based on heterogeneous immunoassays. 2D numerical simu-
lation is performed using the finite element method to study the effects of obstacle position, average inlet flow 
velocity, and initial analyte concentration on the response time. The results show that the obstacle yields better 
binding efficiency of a biosensor when it’s located in front of the center of the sensitive membrane. An appropriate 
choice of the inlet flow velocity and inlet analyte concentration may reduce significantly the response time.

In the future, we intend to expand the investigation in three dimensional simulations and we intend to exam-
ine in more details the bio-chemical models related to the adsorption.

References
 1. Rivet, C., Lee, H., Hirsch, A., Hamilton, S. & Lu, H. Microfluidics for medical diagnostics and biosensors. Chem. Eng. Sci. 66, 

1490–1507 (2011).
 2. Dalmay, C. et al. Design and realization of a microfluidic device devoted to the application of ultra-short pulses of electrical field to 

living cells. Sens. Actuators B 160, 1573–1580 (2011).
 3. Whitesides, G. M. Overview the origins and the future of microfluidics. Nature. 442, 368–373 (2006).
 4. Huang, C. & Tsou, C. The implementation of a thermal bubble actuated microfluidic chip with microvalve, micropump and 

micromixer. Sens. Actuators A 210, 147–156 (2014).
 5. Haeberle, S. & Zengerle, R. Microfluidic platforms for lab-on-a-chip applications. Lab Chip. 7, 1094–1110 (2007).
 6. Vergauwe, N. et al. A highly efficient extraction protocol for magnetic particles on a digital microfluidic chip. Sens. Actuators B 196, 

282–291 (2014).
 7. Jang, E., Kim, S. S. & Koh, W.-G. Microfluidic bioassay system based on microarrays of hydrogel sensing elements entrapping 

quantum dot–enzyme conjugates. Biosens. Bioelectron 31, 529–536 (2012).

Figure 10. Temporal profiles of the normalized complex concentration for several values of the inlet analyte 
concentrations.

Figure 11. Contour lines of the equilibrium binding time TR as a function of the obstacle position d and the 
inlet analyte concentration.



www.nature.com/scientificreports/

1 0Scientific RepoRts | 7: 5721  | DOI:10.1038/s41598-017-06204-0

 8. Lee, K.-H., Su, Y.-D., Chen, S.-J., Tseng, F.-G. & Lee, G.-B. Microfluidic systems integrated with two-dimensional surface Plasmon 
resonance phase imaging systems for microarray immunoassay. Biosens. Bioelectron 23, 466–472 (2007).

 9. Pepys, M. B. & Hirschfield, G. M. C-reactive protein: a critical update. J. Clin. Invest. 111, 1805–1812 (2003).
 10. Huang, C.-J., Lin, H.-I., Shiesh, S.-C. & Lee, G.-B. Integrated microfluidic system for rapid screening of CRP aptamers utilizing 

systematic evolution of ligands by exponential enrichment (SELEX). Biosens. Bioelectron 25, 1761–1766 (2010).
 11. Kanda, V., Kariuki, J. K., Harrison, D. J. & McDermott, M. Label-Free Reading of Microarray-Based Immunoassays with Surface 

Plasmon Resonance Imaging. Anal. Chem. 76, 7257–7262 (2004).
 12. Pascal-Delannoy, F., Sorli, B. & Boyer, A. Quartz Crystal Microbalance QCM used as humidity sensor. Sens. Actuators 84, 285–291 

(2000).
 13. Zhou, X. C., Huang, L. Q. & Li, S. F. Y. Microgravimetric DNA sensor based on quartz crystal microbalance: comparison of 

oligonucleotide immobilization methods and the application in genetic diagnosis. Biosens. Bioelectron 16, 85–95 (2000).
 14. Barhoumi, H. et al. Urea biosensor based on Zn3 Al-Urease layered double hydroxides nanohybrid coated on insulated silicon 

structures. Mater. Sci. Eng. C 26, 328–333 (2006).
 15. Hibbert, D. B., Gooding, J. J. & Erokhin, P. Kinetics of Irreversible Adsorption with Diffusion: Application to Biomolecule 

Immobilization. Langmuir. 18, 1770–1776 (2001).
 16. Roper, D. K. Enhancing lateral mass transport to improve the dynamic range of adsorption rates measured by surface plasmon 

resonance. Chem. Eng. Sci. 61, 2557–2564 (2006).
 17. Chaiken, I., Rose, S. & Karlsson, R. Analysis of Macromolecular Interactions Using Immobilized Ligands. Anal. Biochem. 201, 

197–210 (1992).
 18. Gervais, T. & Jensen, K. F. Mass transport and surface reactions in microfluidic systems. Chem. Eng. Sci. 61, 1102–1121 (2006).
 19. Hofmann, O., Voirin, G., Niedermann, P. & Manz, A. Three-Dimensional Microfluidic Confinement for Efficient Sample Delivery 

to Biosensor Surfaces. Application to Immunoassays on Planar Optical Waveguides. Anal. Chem. 74, 5243–5250 (2002).
 20. Selmi, M., Echouchene, F., Gazzah, M. H. & Belmabrouk, H. Flow Confinement Enhancement of Heterogeneous Immunoassays in 

Microfluidics. IEEE Sens. J. 12, 7321–7328 (2015).
 21. Sigurdson, M., Wang, D. & Meinhart, C. D. Electrothermal stirring for heterogeneous immunoassays. Lab. Chip. 5, 1366–1373 

(2005).
 22. Huang, K.-R. et al. Simulation on binding efficiency of immunoassay for a biosensor with applying electrothermal effect. J. Appl. 

Phys. 104, 064702–11 (2008).
 23. Zimmermann, M., Delamarche, E., Wolf, M. & Hunziker, P. Modeling and Optimization of High-Sensitivity, Low-Volume 

Microfluidic-Based Surface Immunoassays. Biomedical Microdevices. 2, 99–110 (2005).
 24. Hu, G., Gao, Y., Sherman, P. M. & Li, D. A microfluidic chip for heterogeneous immunoassay using electrokinetical control. 

Microfluid. Nanofluid. 1, 346–355 (2005).
 25. Hu, G., Gao, Y. & Li, D. Modeling micropatterned antigen–antibody binding kinetics in a microfluidic chip. Biosens. Bioelectron 22, 

1403–1409 (2007).
 26. Hart, R., Lec, R. & Noh, H. Enhancement of heterogeneous immunoassays using AC electroosmosis. Sens. and Actuators B 147, 

366–375 (2010).
 27. Munir, A., Wang, J., Li, Z. & Zhou, H. S. Numerical analysis of a magnetic nanoparticle-enhanced microfluidic surface-based 

bioassay. Microfluid. Nanofluid. 8, 641–652 (2010).
 28. Amini, H. et al. Engineering fluid flow using sequenced microstructures. Nat. Commun. 4, 1826, doi:10.1038/ncomms 2841 (2013).
 29. Selmi, M., Gazzah, M. H. & Belmabrouk, H. Numerical Study of the Electrothermal Effect on the Kinetic Reaction of Immunoassays 

for a Microfluidic Biosensor. Langmuir. 32, 13305–13312 (2016).
 30. Meyer, M. H. F. et al. CRP determination based on a novel magnetic biosensor. Biosens Bioelectron 22, 973–979 (2007).
 31. Bouzid, M., Sellaoui, L., Khalfaoui, M., Belmabrouk, H. & Ben Lamine, A. Adsorption of ethanol onto activated carbon: Modeling 

and consequent interpretations based on statistical physics treatment. Physica A 444, 853–869 (2016).
 32. Sellaoui, L., Depci, T., Kul, A. R., Knani, S. & Ben Lamine, A. A new statistical physics model to interpret the binary adsorption 

isotherms of lead and zinc on activated carbon. J Mol Liq 214, 220–230 (2016).
 33. Yang, C.-K., Chang, J.-S., Chao, S.-D. & Wu, K.-C. Effects of diffusion boundary layer on reaction kinetics of immunoassay in a 

biosensor. J. Appl. Phys. 103, 084702–10 (2008).
 34. Vijayendran, R. A., Ligler, F. S. & Leckband, D. E. A Computational Reaction-Diffusion Model for the Analysis of Transport-Limited 

Kinetics. Anal. Chem. 71, 5405–5412 (1999).
 35. Chen, Z. Finite Element Methods and Their Applications (Scientific Computation) (Berlin, Germany: Springer-Verlag 2005).
 36. Nasri, F., Ben Aissa, M. F., Gazzah, M. H. & Belmabrouk, H. 3D thermal conduction in a nanoscale Tri-Gate MOSFET based on 

single-phase-lag model. Appl. Therm. Eng. 9, 647–653 (2015).
 37. Rao, S. S. Chen, Z. The Finite Element Methods in Engineering. (Elsevier Science & Technology Books) (Miami 2004).
 38. Berthier, J. & Silberzan, P. Microfluidics for Biotechnology (Artech House, Boston, London 2010).
 39. Holt, D. B., Kusterbeck, A. W. & Ligler, F. S. Continuous Flow Displacement Immunosensors: A Computational Study. Anal. 

Biochem. 287, 234–242 (2000).
 40. Han, D. & Park, J.-K. Optoelectro fluidic enhanced immunoreactions based on optically-induced dynamic AC electroosmosis. Lab 

Chip. 16, 1189–1196 (2016).
 41. Friedrich, D., Please, C. & Melvin, T. Optimisation of analyte transport in integrated microfluidic affinity sensors for the 

quantification of low levels of analyte. Sens. Actuators B 131, 323–332 (2008).
 42. Kim, D. R. & Zheng, X. Numerical Characterization and Optimization of the Microfluidics for Nanowire Biosensors. Nano Lett. 10, 

3233–3237 (2008).

Acknowledgements
The authors extend their appreciation to the Deanship of Scientific Research at Majmaah University for 
supporting this work through research project No. 37/95.

Author Contributions
M.S. wrote the manuscript text, performed the calculation and prepared the figures. M.H.G. evaluated the results 
and contributed to the numerical simulation. H.B. checked the final version of the manuscript and contributed to 
the interpretation of the figures.

Additional Information
Competing Interests: The authors declare that they have no competing interests.
Publisher's note: Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.



www.nature.com/scientificreports/

1 1Scientific RepoRts | 7: 5721  | DOI:10.1038/s41598-017-06204-0

Open Access This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the Cre-
ative Commons license, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons license, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons license and your intended use is not per-
mitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from the 
copyright holder. To view a copy of this license, visit http://creativecommons.org/licenses/by/4.0/.
 
© The Author(s) 2017

http://creativecommons.org/licenses/by/4.0/

	Optimization of microfluidic biosensor efficiency by means of fluid flow engineering
	Theoretical Formulation
	Balance equations. 
	Fluid flow. 
	Analyte transport model. 
	The binding reaction. 

	Microfluidic immunoassays geometry. 
	Boundary and initial conditions. 
	Numerical method and model validation. 
	Model validation against experimental data. 

	Results and Discussion
	Influence of the obstacle position on the binding reaction. 
	Influence of the inlet flow velocity on the binding reaction. 
	Influence of the inlet analyte concentration on the binding reaction. 

	Conclusion
	Acknowledgements
	Figure 1 Microchannel containing a sensitive membrane and an obstacle with square cross-section, (a) top view, (b) front view.
	Figure 2 (a) 2D unstructured mesh with triangular elements, (b) velocity field at the outlet of the microchannel for several meshes.
	Figure 3 Comparison between numerical and experimental temporal evolutions of the normalized average surface concentration in a particular configuration.
	Figure 4 Temporal evolution of the complex concentration without and with obstacle.
	Figure 5 Velocity contours for the flow without and with the obstacle.
	Figure 6 Temporal evolution of the complex concentration for five obstacle positions.
	Figure 7 Temporal evolution of the complex concentration for three values of the inlet velocity and with/without obstacle.
	Figure 8 Effect of the presence of the obstacle on the response time.
	Figure 9 Contour lines of the equilibrium binding time TR as a function of the obstacle position d and the inlet flow velocity vave.
	Figure 10 Temporal profiles of the normalized complex concentration for several values of the inlet analyte concentrations.
	Figure 11 Contour lines of the equilibrium binding time TR as a function of the obstacle position d and the inlet analyte concentration.




