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Abstract— Disposable and flexible sensors are needed in
biomedical and healthcare applications because of hygiene
requirements. At the same time, they should provide an affordable
solution for point-of-care (POC) testing and large-scale
deployment. In this view, herein we report flexible polyimide-based
disposable sensor patch for the detection of α-amylase in blood
serum. The concentration of α-amylase in blood serum is a
potential indicator of health issues such as pancreatitis and
pancreatic cancer and an affordable solution to detect its
concentration could benefit many. Here, the detection is based on
thermal Marangoni circulation inside a microfluidic droplet of
starch-FeSO4 salt solution, which detects the α-amylase
concentration upon addition of blood serum. It was observed that
the temperature difference between the droplet substrate and
ambient sets a thermal Marangoni and natural convections
motion inside the droplet. The performance of the microdropletbased sensor was best at temperature difference (~18–20°C). The
sensor is capable of detecting 20-110 units/liter concentration of
α-amylase with ~80% change in the electrical resistance across the
microdroplet (at ~40°C substrate temperature), and with a
sensitivity of 0.88% (units/liter)-1. The response of the sensor was
also compared with pathological laboratory results and both were
found to be in agreement. The presented sensor has the potential
to be used as a POC device for detecting α-amylase in real-time.
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INTRODUCTION

To meet the global health challenges, arising out of
demographic changes or pandemic such as COVID, it is
important to develop affordable point-of-care (POC) devices
[1-4]. The pandemic COVID19 has indicated the immediate
need for POC devices for viral infectious diseases including
all chronic disorders. Chronic and severe diseases in a person
increase the chances of fatality during such spread of
infectious diseases, and hence proper and regular monitoring
of severe diseases have become critical to reduce the deaths
due to comorbidity. In this direction, flexible and wearable
devices made from disposable materials could provide
efficient and hygienic solutions. Disposable POC testing
sensors eliminate the risk of contamination which is vital in
biomedical sensing applications. Hence, the development of
disposable POC devices is gaining attention day by day [5-9].
The disposable sensors also allow large scale deployment and
frequent measurements maintaining the hygienic conditions
[10].
In this direction, a variety of biosensors have been
developed in recent years to detect biomarkers from body
fluids like tears, sweat, urine, etc. [11, 12]. Some of these
biomarkers are also capable of early diagnosis of various
diseases. For example, the normal range of α-amylase endo1,4-α-d-glucan glucanohydrolase, EC 3.2.1.1 in healthy

human serum is about 25 – 85 U/L (units/liter) [13]. An
increase in the concentration of α-amylase value could
indicate the onset of diseases such as acute pancreatitis,
salivary gland infection, pancreatic cancer, gastroenteritis and
bile duct blockage, among many others. Similarly, a reduced
level compared to the mentioned concentration could also
indicate kidney malfunction, and toxaemia in pregnancy [13],
among others. Regular measurement of α-amylase in blood
serum could help prevent several diseases.
The existing processes available for the detection of αamylase in blood serum involve spectroscopy [14-16],
fluorometry [17], colorimetry [18], electrochemical methods
[19], weight-based detection [20], immunological methods
[21], and electromagnetic sensing [22]. Among these, the
spectrometry is considered to be the best method, even if it is
an expensive process [23]. Further, the operation and analysis
of spectroscopic results require skilled personnel. Given that
the α-amylase is linked with several diseases, an affordable
and disposable sensor and POC device could lead to an
attractive healthcare solution. Further, this could enable selfhealth management, which needs flexible and wearable
devices [11, 24-27]. The available solutions are not suitable
for the said purpose [28].
In this paper, we discuss a simple detection technique
based on a microdroplet and a disposable sensing patch. The
sensor works based on thermal Marangoni and natural
convection along with starch-amylase reaction [29]. The
convection inside helps the reaction to take place
homogeneously. A microdroplet of FeSO4 salt solution was
used as an active material to detect α-amylase in blood serum.
The response of the sensor is in good agreement t with
pathological laboratory results. The paper is organised as
follows: The materials and methods used in this work are
described in Section II. This is followed by discussion related
on key results in Section III, and the summary if key findings
in Section IV.
II.

MATERIALS AND METHODS

A. Materials
The Iron (II) sulfate heptahydrate (FeSO4.7H2O), starch
(potato starch) and the enzyme porcine pancreatic amylase
were procured from Sigma-Aldrich and employed in the
experiments without further purification. Polyimide flexible

Fig. 1. Schematic illustration of the fabrication steps.

Fig. 2. (a) Optical image of the fabricated flexible sensor patch; (b)
microscopic image of the electrodes; (c) rotational speed ( 𝜔 ) with
temperature difference ( ∆𝑇 ); (d) the change in rotational speed with
bending radius (𝑟𝑏 ).

sheet was employed as the substrate for fabrication of the
sensors. The Milli-Q grade water was used for cleaning and
preparing the solutions.
B. Fabrication of Flexible Sensor Electrodes
The flexible sensor electrodes were fabricated using metal
deposition on a polyimide substrate. The fabrication steps of
the flexible sensor electrodes are shown in Fig. 1. The
fabrication was performed using a hard mask and thermal
deposition. In this process, the 50 nm thick Pt was deposited
on a 10 nm Au layer to fabricate conductive electrodes having
a separation gap of ~40 μm on the flexible polyimide substrate
[29]. The purpose of the Au layer deposition was to enhance
the adhesion between the polyimide substrate and electrodes.
The flexible substrate and the microscopic images of the
electrodes are shown in Fig. 2(a) and 2(b), respectively.
C. Electrical Characterization
In order to characterize the sensor, the fabricated
electrodes were initially connected to the flexible conductive
wire using silver paste. The flexible wires were then
connected to a digital multimeter (MASTECH M92A(H)) to
record the change in conductance of the microdroplet-based
sensor. Thereafter, 1M FeSO4 and 10% (w/v) aqueous starch
solution were prepared separately by dissolving salt and starch
in appropriate amounts to DI water. The purpose of FeSO4 was
to make the microdroplet conductive. The mentioned
solutions were then mixed in equal volumes (1:1, v/v) to
obtain the ‘mixture I’. The substrate integrated with electrodes
was then placed on a temperature-controllable hotplate so that
the temperature based studies can be performed.
III.

RESULTS AND DISCUSSION

A. Effect of Temperature on Droplet Rotation
The experiments were performed on the fabricated flexible
polyimide sensor with a droplet of FeSO4 solution. The
polyimide substrate was selected due to its suitable thermal
conductivity (~1.2 W/mK) and temperature sustainability.
Apart from this, polyimide has suitable surface energy for this
application. Fig. 2(a) shows an optical image of the fabricated
flexible sensor electrodes. Fig. 2(b) shows the optical
microscopic image of the electrode.

Fig. 3. (a) Schematic illustration of the experimental set-up; (b) the
response of sensor (∆𝑅 𝑁 ) with different concentration of α-amylase (𝐶𝐴 )
and temperatures; (c) the response of sensor (∆𝑅 𝑁 ) at 40°C (blue squares)
along with the responses for blood serum i.e. biosamples (green spheres).

A series of experiments were conducted for different
temperatures to evaluate the response of the fabricated sensor.
For that purpose, the sensor with a droplet was placed on a
hotplate having a digital temperature controller. The
temperature was then increased from 25°C to 75°C and the
rotation inside the droplet was recorded using a digital camera.
A few small graphite particles (~200µm) were introduced
inside the droplet to record the rotation. The rotational speed
( 𝜔 ) inside the droplet with temperature difference ( ∆𝑇 )
between the substrate and ambient is illustrated in Fig. 2(c). It
was observed that the rotation increases with the increase of
temperature.
The effect of the bending of the substrate was also
experimentally investigated. For that purpose, the sensor was
placed over different surfaces having bending radii of 1.1, 1.8,
and 2.8 cm. The temperature was then monitored using an IR
temperature sensing device (HTC). It was observed that the
rotation increased due to high bending i.e. low bending radius
as illustrated in Fig. 2(d). This happened possibly due to the
hot-cold barrier between the substrate and the surface of the
droplet. This barrier is the origin of the rotation and with
higher bending, the barrier increases. A detailed analysis can
be found in our previous study [29]. The bending increased
the sensitivity of the sensor. Apart from this, the effective
contact angle (θ) also increases with decrease in bending
radius. This also promotes the evaporation of droplet and thus
temperature beyond 60°C is not preferred. The diameter of the
sensing drop in this case was ~3 - 4 mm.
B. Sensing of Amylase
The experimental set-up described earlier is shown in Fig.
3(a). The amylase sensing experiments were performed by
recording the resistance across the microdroplet sensor over
time. The ~3 µl amylase was added into the starch-salt mixture
droplet at t = 0s. The change in resistance at t =10s and t =30s
was then calibrated with the concentration of amylase. The
normalized variation in resistance R was considered as the
sensor response, i.e. ∆𝑅𝑁 = (𝑅 − 𝑅0 )⁄𝑅0 , where R and R0
denote the resistances at t = 30s and t = 10s respectively. The

optimal sensing temperature was identified after performing
experiments for three different temperatures i.e. 26, 40, and
50°C, as illustrated in Fig. 3(b). It was observed that the sensor
performance was best at 40°C when the amylase activity
remains highest. The response of the sensor was higher for a
higher concentration of amylase. The sensor was tested for 20110 U/L of amylase concentration. The sensitivity of the
sensor was calculated to be 0.88% (units/liter)-1. The same
sensor was also tested for biosamples i.e. amylase in human
serum as shown in Fig. 3(c). The result from the bio-sample
was found to be similar to that of the pathological results.
In this case, the selective hydrolysis of starch into maltose
by α-amylase as discussed in previous works [30-32] ensures
the specificity of the system. The change in the electrical
resistance can be attributed to the starch-amylase reaction,
which often leads to an excess of intermediate oxocarbenium
ions [33-35]. The generation of excess ions is a primary reason
behind the resistance change across the droplet. Apart from
this, excess protonated carboxyl ions due to the catalytic
ionizable groups of amylase also change the resistance across
the microdroplet [33-35]. Hence, a higher change in R occurs
due to the higher concentration of amylase. The active
material of this sensor is a droplet and hence easy regeneration
of the sensor is possible by replacing the droplet with a new
one. The experiments are stable in ambient temperature and
hence the effect of temperature can be neglected. Further, in
the operating temperature, the evaporation of droplet is
negligible. Moreover, the time required for the experiment is
also very less for any significant evaporation effect to take
place.
C. Readout Circuit
A flexible printed circuit board (PCB) was fabricated to
accommodate the readout for the presented disposable sensor.
Fig. 4 illustrates the optical image of the fabricated PCB on a
flexible FR4 substrate. The presented sensor is resistive in
nature and thus an appropriate excitation supply was required
to measure the resistance changes due to the changes in the
α-amylase concentration. For that purpose, a constant voltage
excitation circuit with offset compensation and required
amplification was designed (Fig. 5). The enhanced accuracy
was ensured by the design complexity of the circuit having
two OPA177 (Texas Instruments, Texas, USA) precision
operational amplifiers, having very low offset voltage (25 µV
maximum) and drift (0.3µV/°C). The precision amplifiers are
part of the sensor conditioning circuit. In order to power the
mentioned dual supply ±5 V op-amps, a voltage inverter was

Fig. 5. Circuit schematic associated with readout of the sensor.

positive supply. The micro USB connector was used for the
positive supply of +5 V, as shown in Fig. 5. The same micro
USB connector was also used for the bias voltage using a
resistor-based voltage divider. The simple relation between
the output voltage to the resistive sensor value can be given
by the following equation:
𝑅𝑔𝑎𝑖𝑛
𝑉𝑜𝑢𝑡 = 2𝑉𝑏𝑖𝑎𝑠 (
)
𝑅𝑠𝑒𝑛𝑠

where Vbias = 0.5 V for appropriate biasing of the sensor and
to avoid any noise due to electrolysis. The bias/applied
voltage was kept low purposefully to avoid any
electrochemical interference. The value of Rgain was kept 708
kΩ to maximize the output voltage range while keeping the
values within the input common-mode voltage.
IV.

CONCLUSION

The study shows that the rotational motion inside the
droplet increases with the increase in temperature. Further, the
bending of the substrate also increases the rotation inside the
droplet. The droplet was made conductive by adding FeSO4
salt and then starch was added to make it specific towards
amylase detection. It was observed that the sensor could detect
amylase from 20 to 110 U/L concentration with a sensitivity
of 0.88% (units/liter)-1. Further, the best sensor performance
was recorded at 40 – 45⁰C (ΔT~18-23⁰C). In addition, a
flexible PCB was developed as sensor readout system to
measure the concentration of amylase in blood serum. The
sensor response was compared with biosamples and both the
results were found to be in agreement with each other. The
proposed sensor is a potential candidate for a POC device for
the detection of amylase to diagnose pancreatic issues at an
early stage. In the future, the heating element will be
integrated in the flexible PCB to get the complete version of
the POC device for wide use in healthcare applications.
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Fig. 4. Optical image of the fabricated flexible PCB.

designed using the ADM660 integrated circuit (Analog
Devices, USA) to obtain the negative voltage of –5V from the

This work was supported in part by Engineering and
Physical Sciences Research Council (EPSRC) Engineering
Fellowship for Growth neuPRINTSKIN (EP/R029644/1 and
EP/M002527/1) and North West Centre for Advanced
Manufacturing (NW CAM) project supported by the
European Union’s INTERREG VA Programme (H2020Intereg-IVA5055), managed by the Special EU Programmes
Body (SEUPB) and IISERB institute grant, Government of
India through Grant No. INST/EEC/2020005.

REFERENCES
[1]

[2]
[3]

[4]
[5]

[6]

[7]

[8]

[9]

[10]

[11]

[12]

[13]
[14]

[15]

[16]

[17]

[18]

R. Dahiya, D. Akinwande, and J. S. Chang, "Flexible Electronic
Skin: From Humanoids to Humans," Proceedings of the IEEE, vol.
107, no. 10, pp. 2011-2015, 2019.
R. Dahiya, "E-Skin: From Humanoids to Humans," Proceedings of
the IEEE, vol. 107, no. 2, pp. 247-252, 2019.
S. Nayak, N. R. Blumenfeld, T. Laksanasopin, and S. K. Sia, "Pointof-Care Diagnostics: Recent Developments in a Connected Age," (in
eng), Analytical chemistry, vol. 89, no. 1, pp. 102-123, 2017.
L.-C. Tai et al., "Wearable Sweat Band for Noninvasive Levodopa
Monitoring," Nano Letters, vol. 19, no. 9, pp. 6346-6351, 2019.
Y. Lim, D. Sharma, and H. Shin, "Development of patternable
nanoporous carbon electrodes for use as biosensors based on redox
cycling effect," in 2017 IEEE 30th International Conference on
Micro Electro Mechanical Systems (MEMS), 22-26 Jan. 2017 2017,
pp. 374-376, doi: 10.1109/memsys.2017.7863419.
M. Bhattacharjee, D. Bandyopadhyay, and S. Kumar, "A point-ofcare hand tremor detection device," India Patent 201731018530A
Patent Appl. 201731018530A, 2017.
S. Middya, M. Bhattacharjee, and D. Bandyopadhyay, "Reusable
nano-BG-FET for point-of-care estimation of ammonia and urea in
human urine," Nanotechnology, vol. 30, no. 14, p. 145502, 2019.
S. Thakur, M. Bhattacharjee, A. K. Dasmahapatra, and D.
Bandyopadhyay, "Acoustic Wave Catalyzed Urea Detection
Utilizing a Pulsatile Microdroplet Sensor," ACS Sustainable
Chemistry & Engineering, vol. 7, no. 14, pp. 12069-12082, 2019.
M. Bhattacharjee, S. Middya, and D. Bandyopadhyay, "Point-ofcare stress detection of muscles using a flexible surface potential
measurement prototype," MEDICAL DEVICES & SENSORS, vol. 2,
no. 5-6, p. e10054, 2019.
M. A. Kafi, A. Paul, A. Vilouras, and R. Dahiya, "Mesoporous
chitosan based conformable and resorbable biostrip for dopamine
detection," Biosensors and Bioelectronics, vol. 147, p. 111781,
2020.
W. Dang, L. Manjakkal, W. T. Navaraj, L. Lorenzelli, V.
Vinciguerra, and R. Dahiya, "Stretchable wireless system for sweat
pH monitoring," Biosensors and Bioelectronics, vol. 107, pp. 192202, 2018.
L. Manjakkal, W. Dang, N. Yogeswaran, and R. Dahiya, "TextileBased Potentiometric Electrochemical pH Sensor for Wearable
Applications," Biosensors, vol. 9, no. 1, p. 14, 2019.
L. W. Wilkins, Diagnostic Tests Made Incredibly Easy! Lippincott
Williams & Wilkins, 2009.
M. S. Attia, H. Zoulghena, and M. S. A. Abdel-Mottaleb, "A new
nano-optical sensor thin film cadmium sulfide doped in sol-gel
matrix for assessment of [small alpha]-amylase activity in human
saliva," Analyst, 10.1039/C3AN01645E vol. 139, no. 4, pp. 793-800,
2014.
F. J. Gella, G. Gubern, R. Vidal, and F. Canalias, "Determination of
total and pancreatic α-amylase in human serum with 2-chloro-4nitrophenyl-α-d-maltotrioside as substrate," Clinica Chimica Acta,
vol. 259, no. 1, pp. 147-160, 1997.
J. F. van Staden and L. V. Mulaudzi, "Flow injection
spectrophotometric assay of α-amylase activity," Analytica Chimica
Acta, vol. 421, no. 1, pp. 19-25, 2000.
Z. Zhang, W. R. Seitz, and K. O'Connell, "Amylase substrate based
on fluorescence energy transfer," Analytica Chimica Acta, vol. 236,
pp. 251-256, 1990.
A. Y. Foo and R. Bais, "Amylase measurement with 2-chloro-4nitrophenyl maltotrioside as substrate," Clinica Chimica Acta, vol.
272, no. 2, pp. 137-147, 1998.

[19] L. Zajoncová, M. Jı́lek, V. Beranová, and P. Peč, "A biosensor for
the determination of amylase activity," Biosensors and
Bioelectronics, vol. 20, no. 2, pp. 240-245, 2004.
[20] T. Sasaki, T. R. Noel, and S. G. Ring, "Study on α-Amylase
Hydrolysis of Potato Amylopectin by a Quartz Crystal
Microbalance," Journal of Agricultural and Food Chemistry, vol.
56, no. 3, pp. 1091-1096, 2008.
[21] E. Svens, K. Kapyaho, P. Tanner, and T. H. Weber,
"Immunocatalytic assay of pancreatic alpha-amylase in serum and
urine with a specific monoclonal antibody," Clinical Chemistry,
Article vol. 35, no. 4, pp. 662-664, 1989.
[22] S. Wu, Y. Zhu, Q. Cai, K. Zeng, and C. A. Grimes, "A wireless
magnetoelastic α-amylase sensor," Sensors and Actuators B:
Chemical, vol. 121, no. 2, pp. 476-481, 2007.
[23] R. G. Chavez, H. David, E. K. Metzner, G. F. Sigler, and E. S. WinnDeen, "Reagent system for an alpha-amylase assay containing
aromatic substituted glycoside," United States Patent US4963479
Patent Appl. US4963479, 1990.
[24] W. Navaraj, C. Smith, and R. Dahiya, "E-skin and wearable systems
for healthcare," in Wearable Bioelectronics, O. Parlak, A. Salleo,
and A. P. F. Turner Eds.: Elsevier, 2019, pp. 133-178.
[25] E. S. Hosseini, M. Bhattacharjee, L. Manjakkal, and R. Dahiya,
"Wearable technologies for monitoring and treatment of chronic
wounds," in From A to Z: Wearables in modern medicine, S. Stuart
and A. Godfrey Eds.: Elsevier, 2019.
[26] M. Bhattacharjee, M. Soni, P. Escobedo, and R. Dahiya,
"PEDOT:PSS Microchannel-Based Highly Sensitive Stretchable
Strain Sensor," Advanced Electronic Materials, vol. n/a, no. n/a, p.
2000445, 2020.
[27] N. Mandal, M. Bhattacharjee, A. Chattopadhyay, and D.
Bandyopadhyay, "Point-of-care-testing of α-amylase activity in
human blood serum," Biosensors and Bioelectronics, vol. 124-125,
pp. 75-81, 2019.
[28] P. B. Luppa, A. Bietenbeck, C. Beaudoin, and A. Giannetti,
"Clinically relevant analytical techniques, organizational concepts
for application and future perspectives of point-of-care testing,"
Biotechnology Advances, vol. 34, no. 3, pp. 139-160, 2016.
[29] M. Bhattacharjee, S. Middya, P. Escobedo, J. Chaudhuri, D.
Bandyopadhyay, and R. Dahiya, "Microdroplet based disposable
sensor patch for detection of α-amylase in human blood serum,"
Biosensors and Bioelectronics, vol. 165, p. 112333, 2020.
[30] P. J. Butterworth, F. J. Warren, and P. R. Ellis, "Human α-amylase
and starch digestion: An interesting marriage," Starch - Stärke, vol.
63, no. 7, pp. 395-405, 2011.
[31] S. A. Moore, Y. Ai, F. Chang, and J.-l. Jane, "Effects of alphaamylase reaction mechanisms on analysis of resistant-starch
contents," Carbohydrate Polymers, vol. 115, pp. 465-471, 2015.
[32] P. J. Mishra, C. Ragunath, and N. Ramasubbu, "The Mechanism of
Salivary Amylase Hydrolysis: Role of Residues at Subsite S2′,"
Biochemical and Biophysical Research Communications, vol. 292,
no. 2, pp. 468-473, 2002.
[33] S. Chiba, "Molecular Mechanism in &alpha;-Glucosidase and
Glucoamylase," Bioscience, Biotechnology, and Biochemistry, vol.
61, no. 8, pp. 1233-1239, 1997.
[34] H. Kaneko, T. Kuriki, and S. Okada, "How Amylases Achieve Their
Perfect Stereoselectivity," Journal of Applied Glycoscience, vol. 46,
no. 2, pp. 187-197, 1999.
[35] J. B. Kempton and S. G. Withers, "Mechanism of Agrobacterium
.beta.-glucosidase: kinetic studies," Biochemistry, vol. 31, no. 41,
pp. 9961-9969, 1992.

