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Abstract: Implantable functional electrical stimulation (IFES) has demonstrated its effectiveness as an
alternative treatment option for diseases incurable pharmaceutically (e.g., retinal prosthesis, cochlear
implant, spinal cord implant for pain relief). However, the development of IFES for gastrointestinal
(GI) tract modulation is still limited due to the poorly understood GI neural network (gut–brain axis)
and the fundamental difference among activating/monitoring smooth muscles, skeletal muscles and
neurons. This inevitably imposes different design specifications for GI implants. This paper thus
addresses the design requirements for an implant to treat GI dysmotility and presents a miniaturized
wireless implant capable of modulating and recording GI motility. This implant incorporates a
custom-made system-on-a-chip (SoC) and a heterogeneous system-in-a-package (SiP) for device
miniaturization and integration. An in vivo experiment using both rodent and porcine models is
further conducted to validate the effectiveness of the implant.

Keywords: gastrointestinal stimulation; motility; implant; neuromodulation; bioelectronics medicine;
electroceuticals; wireless power and data telemetry

1. Introduction

Gastrointestinal neuromuscular disorder (GND) is a set of disorders characterized by the absence
or poor function of the intestinal muscularis (IM), involving any segment of the gastrointestinal
(GI) tract. GND may affect the enteric nervous system, smooth muscle cells, and/or the interstitial
cells of Cajal (ICC), which are the pacemaker cells in the GI tract, thus resulting in functional GI
diseases and dysmotility. Patients with GND may present with dysphagia, gastroesophageal reflux
disease (GERD), nausea, functional dyspepsia, blockage of transit, and obstruction of the GI tract
(e.g., gastroparesis), which accounts for 40% of GI tract illness that patients seek health care for in
gastroenterology clinics [1]. The current limitation in the treatment of GND associated GI dysmotility
is the lack of understanding of the pathophysiology involving the neurons, ICC, and smooth muscle
cells combined with the paucity of effective medications that can improve GI motility. The clinical
alternative for pharmaceutically intractable GI dysmotility is usually the total or subtotal resection of
the affected GI segments [2].

Pioneer work done by Bilgutay et al. has investigated the possibilities of using electrical stimulation
on GI organs to improve GI motility dysfunctions [3]. More recently, gastric electrical stimulation
(GES) using an implantable neurostimulator (Enterra Therapy ITREL 3 model 7425G; Medtronic Inc.,
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Minneapolis, MN, USA), received a humanitarian device exemption for the management of patients
suffering from nausea. Other works adopting functional electrical stimulation have also been shown
as a potential treatment, including lower esophageal sphincter stimulation for GERD [4], gastric
stimulation for obesity [5], intestinal stimulation for post-operative ileus management [6], and colon
stimulation to control the movement of solid content using a multichannel stimulator [7]. Nonetheless,
the clinical effectiveness and applicability of implantable GI electrical stimulation is somehow limited
by the capabilities of existing implantable GI stimulators, including (1) limited programmability:
it has been shown that a wide range of parameters (e.g., 0.2–100 ms, 10–50 mA, and 3–1670 Hz) can
be used to induce GI contraction [8], but no existing implantable stimulator can produce stimulus
with >2 ms pulse width and stimulation with long pulse width might create tissue damage [9,10],
(2) no GI implant is capable of sensing GI motility [11–13], and (3) bulky device size which increases
surgical invasiveness.

In this work, we present a wireless extraluminal gastrointestinal modulation device (EGMD),
aiming to address the aforementioned concerns to modulate and monitor GI motility (Figure 1).
The implantable miniaturized, wireless EGMD incorporates a flexible electrode array to interface with
the GI tract; a SoC as the core to perform stimulation, motility recording, and wireless power and data
transfer through inductive links; as well as a heterogeneous packaging for device miniaturization.
Both bench-top and in-vivo animal studies have been conducted to test and validate the EGMD.

The remainder of this paper is organized as follows: Section 2 briefly introduces GI physiology
and electrophysiology. Section 3 addresses the design concerns for the wireless EGMD while the
details and implementation of the EGMD will be presented in Section 4. The bench-top and in-vivo
tests using rodent and porcine models and the experimental results will be described in Section 5.
Section 6 draws the conclusion.
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2. Gastrointestinal Physiology and Smooth Muscle Electrophysiology 

The gastrointestinal wall is organized as several concentric layers of specialized cells (Figure 2). 
From the lumen outward, the intestine can be divided into the mucosa, the submucosa, and the 
muscularis. Each intestinal layer performs a specialized function, but together they coordinate 
secretion, digestion, absorption, and peristalsis. In the intestinal muscularis, smooth muscle cells 
form two orthogonal layers of smooth muscle (circular muscle and longitudinal muscle) that are the 
effectors of intestinal peristalsis. Myenteric neurons are organized as two concentric networks, 
forming the submucosal and the myenteric plexuses while ICCs are embedded within each of the 
layers and interact with smooth muscle cells and the enteric nervous system. The contraction and 
relaxation of these smooth muscle cells are then controlled by the electrical activities of the 
myenteric neurons and ICCs: ICCs generate slow waves and enteric neurons fire spikes to induce GI 
smooth muscle contraction and relaxation. It is interesting to note that, although a slow wave is a 
spontaneous electrical rhythm with a varying frequency in different GI segments (e.g., 3 cpm in the 
stomach, 12 cpm in the duodenum, and ~8 cpm in the ileum), it alone does not always induce 
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2. Gastrointestinal Physiology and Smooth Muscle Electrophysiology

The gastrointestinal wall is organized as several concentric layers of specialized cells (Figure 2).
From the lumen outward, the intestine can be divided into the mucosa, the submucosa, and the
muscularis. Each intestinal layer performs a specialized function, but together they coordinate
secretion, digestion, absorption, and peristalsis. In the intestinal muscularis, smooth muscle cells
form two orthogonal layers of smooth muscle (circular muscle and longitudinal muscle) that are
the effectors of intestinal peristalsis. Myenteric neurons are organized as two concentric networks,
forming the submucosal and the myenteric plexuses while ICCs are embedded within each of the
layers and interact with smooth muscle cells and the enteric nervous system. The contraction and
relaxation of these smooth muscle cells are then controlled by the electrical activities of the myenteric
neurons and ICCs: ICCs generate slow waves and enteric neurons fire spikes to induce GI smooth
muscle contraction and relaxation. It is interesting to note that, although a slow wave is a spontaneous
electrical rhythm with a varying frequency in different GI segments (e.g., 3 cpm in the stomach,
12 cpm in the duodenum, and ~8 cpm in the ileum), it alone does not always induce smooth muscle
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contraction [14]. Instead, contraction is generated when myenteric neurons are firing during the
depolarization phase of the slow wave [15]. This thus makes electrical neuromodulation a viable
treatment solution for gastrointestinal dysmotility to either induce smooth muscle contraction through
direct muscle stimulation or the activation of myenteric network/ICCs indirectly via electrical stimuli.
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3. System Design Consideration

The design consideration (e.g., wireless powering, recording, and stimulation) for the implantable
devices targeting neuromodulation has been widely discussed in our prior works [16] and others [17–19].
However, the fundamental difference between nerve and GI tract stimulation inevitably introduces
different design considerations and challenges for the GI implants, which include:

3.1. Versatile Stimulation Pattern

Due to the complex working mechanisms of GI motility, involving the enteric nervous system,
smooth muscle cells, and ICCs, the effective stimulation protocols for inducing GI contraction is
still inconclusive, and diverse stimulation parameters have been tried to engage different segments
of the GI tract or even the same segment. For example, in the descending colon, it has been
demonstrated that its contraction can be induced by 15 mA bipolar pulses with a pulse width of
3 ms [20] while stimuli with either 0.3 ms and 0.33 ms with different intensities have shown both
capable of modulating stomach motility [21,22]. It has also been observed that stimuli with longer
pulse widths are prone to recruit smooth muscle while those with short pulse widths excite the enteric
neurons [23]. A prominent example is the Enterra GI stimulator that adopts 14 Hz, 300 µs, 5 mA
pulse train to stimulate the stomach but it only demonstrates its efficacy in treating nausea, instead
of affecting motility [24]. On the other hand, stimulation of the intestine wall using high amplitudes
(i.e., 15~35 mA), and long pulse duration (e.g., 0.5~50 ms) results in thermal or electrolytic injuries
of the tissue surrounding the electrodes [8]. Thus, in order to thoroughly investigate the optimal
or effective safe stimulation/treatment protocols for modulating GI motility in different segments,
an implant supporting a high diversity of stimulation parameters is desperately needed and is currently
missing in the community.

3.2. Wireless GI Motility Recording

Real-time and quantitative measurement of GI motility would bring tremendous clinical benefit
to assist clinicians in making medical decisions and also enables the realization of a closed-loop
system that can adaptively adjust the stimulation pattern based on the patient’s varying GI response.
In the current clinical setting, bowel sounds and passage of flatus/stool are considered as the
benchmarks. However, recording bowel sounds requires frequent auscultation which is difficult
in practice while the passage of flatus is also not ideal as some patients are not comfortable in
reporting it and others may not be able to recall passing flatus. Furthermore, although several
other techniques have been used in real-time GI motility measurement, incorporating them into a GI
implant is less feasible due to the limitations of practicality, power consumption, and susceptibility
to motion artifact. For instance, conventional force/pressure transducer and manometric recording
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used to assess motility are uncomfortable and might interfere with normal GI activity. A flexible
polyimide-based piezoelectric device that transforms its mechanical deformation induced by gastric
expansion/contraction into the voltage signal has been presented and validated in a porcine study,
yet the recorded signal can be overwhelmed by motion artifact and its applicability for GI implant
requires more thorough investigation [25]. The electrode–tissue impedance has also been shown
effective to assess GI motility as the deformation of smooth muscle leads to the tissue impedance
variation [26,27]. Nevertheless, sophisticated circuit blocks made by off-the-shelf components are used
in [27] to estimate electrode–tissue impedance, inevitably increasing the power consumption as well
as the footprint of the implant. In order to address the above mentioned issues, a hardware-efficient
time-domain impedance analysis method is thus adapted from our prior work to perform quantitative
measurements of GI motility [28,29]. The impedance measurement is derived by delivering high
frequency current stimuli into the biological tissue and then measuring the electrode overpotential
concurrently to acquire the electrode–tissue impedance variation. This high frequency stimuli enables
the low-frequency motion artifact be separated from the signal of interest through low-pass filtering.
This method has been first validated by recording the peristalsis wave through concurrent intraluminal
pressure recording using a conventional sensor (SPR-751/940 Mikro-Tip catheter; Millar Instruments,
Houston, TX, USA) and the proposed impedance measurement using rodent models [26].

3.3. Flexible, Electrochemically Safe Electrode and Miniaturized Package

Unlike vagus nerve or cortical implants that deal with nearly static biological tissue, the GI
implant is facing a more demanding in-vivo environment as the smooth muscle moves constantly to
propel the ingested food content. Therefore, the electrode array interfacing with the GI tract must be
flexible to bear the contraction, relaxation, and peristalsis of the smooth muscle. A commonly adopted
approach is stainless steel wire electrodes: the electrode is sutured subseroally for stimulation [30].
However, the number of suture sites increases when multiple electrodes are used, imposing challenges
on the surgical procedures and possibly interfering with the normal activity of the GI segment. It is
also critical to point out that existing GI implants are bulky (e.g., Enterra gastric stimulator has a
volume ~37 cm3 [31]; EndoStim stimulator has a volume of 20.3 cm3 [32]; Arriagada et al. [27] presents
a gastric stimulator with a volume of 53.4 cm3). It would thus be of clinical benefit to miniaturize the
size of the implant as this not only reduces the surgical invasiveness but also possibly opens up new
horizons of bioelectronic medicine to treat diseases associated with different organs or nerves by the
miniaturized implant.

4. Wireless Extraluminal Gastrointestinal Modulation Device (EGMD)

Figure 3 shows the conceptual diagram of the wireless gastrointestinal motility modulation
system, consisting of the proposed wireless EGMD, a tablet with a custom-made graphical user
interface (GUI) to configure the EGMD, and a rendezvous device (RD) that links the EGMD and the
users (i.e., scientists/clinicians/physiologists). In the application of treating GI dysmotility, a midline
abdominal incision is performed to implant the EGMD: the EGMD and its electrode array are placed on
the surface of the bowel to electrically stimulate and record the intestinal segment; a small subcutaneous
pocket is created to house the coils for wireless power and data links; the RD is carried by the subject
to deliver power and command to the EGMD; the users use the GUI to monitor the GI motility and set
stimulation parameters accordingly. We are providing a system-level solution while the focus of this
work would be placed on the wireless EGMD that integrates a unique wireless system-on-a-chip (SoC),
a flexible electrode array, passive components, and coils into an unprecedentedly miniaturized device
with versatile functionalities.
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signal and encodes it for reverse data link through the LSK transmitter. It is worth noting that, 
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Figure 4 shows the functional block diagram and die photo of the wireless SoC capable of
performing wireless powering, bidirectional data link, GI current-mode stimulation and motility
monitoring, adapted from our prior work [33]. The on-chip power converter receives the inductive
AC power signal to generate +/−1.8 V and +/−12 V, in which the low and high supply voltages
are used to power the digital and wireless transceiver circuits, and the GI stimulator, respectively.
The mixed-voltage design optimizes the system power consumption and performance as high
compliance voltage for the stimulator is essential, allowing the user to investigate a wide range
of parameters for GI stimulation. The current SoC supports stimulation intensities from 0.3 µA to
20 mA with a variable pulse width from 10 µs to a user-defined length, as well as a programmable
stimulation frequency from 0.001 Hz to 200 Hz.
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Furthermore, a differential-phase-shift-keying (DPSK) receiver and load-shift-keying (LSK)
transmitter are adopted to implement the wireless transceiver [16]. The DPSK receiver takes the
wireless command sent by the user. Subsequently, the on-chip controller (1) decodes the command and
sets up the stimulator to generate the desired electrical stimuli, and (2) retrieves the recorded signal and
encodes it for reverse data link through the LSK transmitter. It is worth noting that, instead of recording
neural signals, bioimpedance measurement is performed through the SoC to monitor the GI motility.
In the measurement, low-intensity current stimuli (e.g., several ~µA) with ~10–100 µs pulse width is
applied to the GI segment and the resulting electrode overpotential is measured. A high-voltage (HV)
multiplexer is implemented to allow the impedance recording among 12 channels (electrodes). Signal
from the selected channel is then filtered through a high-pass filter to remove the low frequency motion
artifacts and then digitized for further data encoding and wireless transmission as described in [33].

By adopting the heterogeneous packaging and electrode fabrication technique developed by
us [34], the wireless EGMD with a multi-electrode array is miniaturized into an unprecedented
small form factor, compared to all other GI implants (Figure 5). Each electrode has a geometric size
of 0.5 mm × 0.2 mm and surface roughness process is conducted to increase the effective surface
area in order to increase its charge storage capacity (CSC). The wireless EGMD then integrates the
SoC, electrode array, and coils on an 8-µm-thick polyimide substrate. The bond pads, electrodes,
and interconnects on the flexible substrate are fabricated using e-Beam evaporation deposition as
platinum and titanium layers with thickness of 10 nm and 200 nm, respectively. All necessary electrical
connection to enable the function of the SoC is made through the patterned metal trace on the polyimide
substrate, serving as a flexible interposer. The SoC is then connected to the polyimide substrate via
gold bumps. Coils and other external components (e.g., capacitors) are connected to the contact
of the substrate pads using silver-filled conductive epoxy (EPO-TEK H20E, Epoxy Technology Inc.,
Billerica, MA, USA). The electrode array has a length of 4.3 cm and a width of 8 mm. Suturing holes
are fabricated at the tip of the array for the surgeon to suture the electrode onto the bowel. After the
integration, the device is encapsulated with biocompatible insulating epoxy (3M DP100 Plus Clear,
3M Corp., Maplewood, MN, USA). This encapsulated wireless EGMD has a miniaturized size with a
weight of ~0.7 g and a volume of ~0.5 cm3, when coils and the SoC are placed coaxially.

Micromachines 2018, 9, 17  6 of 13 

 

measured. A high-voltage (HV) multiplexer is implemented to allow the impedance recording 

among 12 channels (electrodes). Signal from the selected channel is then filtered through a high-pass 

filter to remove the low frequency motion artifacts and then digitized for further data encoding and 

wireless transmission as described in [33].  

By adopting the heterogeneous packaging and electrode fabrication technique developed by us 

[34], the wireless EGMD with a multi-electrode array is miniaturized into an unprecedented small 

form factor, compared to all other GI implants (Figure 5). Each electrode has a geometric size of 0.5 

mm × 0.2 mm and surface roughness process is conducted to increase the effective surface area in 

order to increase its charge storage capacity (CSC). The wireless EGMD then integrates the SoC, 

electrode array, and coils on an 8-μm-thick polyimide substrate. The bond pads, electrodes, and 

interconnects on the flexible substrate are fabricated using e-Beam evaporation deposition as 

platinum and titanium layers with thickness of 10 nm and 200 nm, respectively. All necessary 

electrical connection to enable the function of the SoC is made through the patterned metal trace on 

the polyimide substrate, serving as a flexible interposer. The SoC is then connected to the polyimide 

substrate via gold bumps. Coils and other external components (e.g., capacitors) are connected to the 

contact of the substrate pads using silver-filled conductive epoxy (EPO-TEK H20E, Epoxy 

Technology Inc., Billerica, MA, USA). The electrode array has a length of 4.3 cm and a width of 8 

mm. Suturing holes are fabricated at the tip of the array for the surgeon to suture the electrode onto 

the bowel. After the integration, the device is encapsulated with biocompatible insulating epoxy (3M 

DP100 Plus Clear, 3M Corp., Maplewood, MN, USA). This encapsulated wireless EGMD has a 

miniaturized size with a weight of ~0.7 g and a volume of ~0.5 cm3, when coils and the SoC are 

placed coaxially.  

 

Figure 5. (a) Prototype of the miniaturized wireless EGMD. The high quality factor (Q) power coil is 

made by 100-strand litz wire (American Wire Gauge-48 (AWG-48)) with Q of >70 for high wireless 

power transfer efficiency and a data coil made of single wire (AWG-24) has low Q of ~5 to optimize 

data transmission bandwidth; (b) the flexible electrode array. 

5. Experimental Results 

Three experiments are conducted: a bench-top test to validate the functionality of the assembled 

device, and two in vivo experiments using rodent models and porcine models.  

The setup of the bench-top test is derived from our previously developed system for spinal cord 

implants [33]. Wireless power and data communication were built through our customized Class-E 

power and data transceiver made with off-the-shelf components to configure the EGMD. The 

user-defined command is issued through an in-house developed GUI based on C# (Microsoft Inc., 

4.3mm 

Electrode array 

Polyimide  

substrate 

46.7μm


0
.2

 m
m

 0.5 mm 

SoC 

The 1st gen. EGMD 

 

Power coil 

Data coil 

(a) (b) 

Figure 5. (a) Prototype of the miniaturized wireless EGMD. The high quality factor (Q) power coil is
made by 100-strand litz wire (American Wire Gauge-48 (AWG-48)) with Q of >70 for high wireless
power transfer efficiency and a data coil made of single wire (AWG-24) has low Q of ~5 to optimize
data transmission bandwidth; (b) the flexible electrode array.
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5. Experimental Results

Three experiments are conducted: a bench-top test to validate the functionality of the assembled
device, and two in vivo experiments using rodent models and porcine models.

The setup of the bench-top test is derived from our previously developed system for spinal
cord implants [33]. Wireless power and data communication were built through our customized
Class-E power and data transceiver made with off-the-shelf components to configure the EGMD.
The user-defined command is issued through an in-house developed GUI based on C# (Microsoft Inc.,
Seattle, WA, USA). The output waveform of the stimulator (Figure 6) demonstrates its capability of
generating versatile patterns for GI tract stimulation. A current pulse train containing various current
intensities, pulse widths, and different leading polarities with 0.6 s ON time and 1.4 s OFF time is
applied to a 550 Ω resistor (Figure 6a). The stimulation ON and OFF time can also be arbitrarily set by
the user, depending on the application of interest. Figure 6b shows the zoom-in view of the pulse train,
which exhibits an example of combining four stimuli with intensities ranging from 6 mA to 20 mA and
pulse widths ranging from 1 ms to 8 ms. It should also be noted that the charge imbalance shown in
Figure 6b will not occur in reality when performing GI tract stimulation as the purpose of the sample
waveform shown is to demonstrate the high programmability of the stimulator. This high flexibility
would facilitate the researchers in investigating the currently inconclusive therapeutic efficacy of
electrical stimulation on GI dysmotility.
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Figure 6. Measured stimulation waveform that demonstrates the high programmability of the stimulator.
(a) Pulse train stimulation with 0.6 s ON time and 1.4 s OFF time. (b) Zoom-in view of (a).

The cyclic voltammetry (CV) test on the fabricated electrode array is conducted to investigate
its safe charge delivery limit in order to avoid any undesired electrochemical reaction that might
damage tissue or electrodes during stimulation. The PalmSens3 system (PalmSens, GA Houten,
The Netherlands) is used for the test under standard three electrode set-up: working electrode
(the fabricated electrode), AgCl electrode (reference electrode), and platinum electrode (counter
electrode). Electrodes are immersed into the 0.1 M NaCl solution to mimic the in-vivo environment.
A linear ramp signal at a scan rate of 100 mV/s is delivered to the electrode. The measured cyclic
voltammogram is shown in Figure 7. The water window of the electrode is [−0.9 V 1 V]. The charge
storage capacity (CSC) of this electrode is calculated as 9.19 µC by integrating the closure area of the
cyclic voltammogram. The estimated CSC thus sets the constraints to ensure the delivered charge
under any combination of stimulation parameters (i.e., stimulation current intensity and pulse width)
should not exceed 9.19 µC, providing a guideline for our animal study using the electrode.
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Figure 7. Measured cyclic voltammogram of the electrode array.

In vivo experiments were first conducted using adult female Lewis rats under isoflurane
anesthesia. All procedures comply with the Use of Laboratory Animals and were approved by the
Animal Research Committee at University of California, Los Angeles (UCLA). In this pilot experiment,
we first tested the feasibility of using the SoC and the flexible electrode array to investigate GI motility.
Laparotomy was performed to expose the cecum of a healthy rat. The electrode array were placed
on top of the cecum and connected to the SoC. A tube was then inserted for saline injection and to
house the pressure sensor, whose tip was beneath electrode #2 (Figure 8). Stimulus of 1 mA, and 1 ms
at 100 Hz was delivered through the stimulation electrode to induce peristalsis in the cecum while
multiple stimuli with the parameter of 3 µA, and 0.1 ms at 100 Hz were sent to each of the recording
electrodes for motility recording. Motility was recorded from multiple electrodes and it can be seen
that the recorded pressure is directly correlated to the motility change on electrode #2, validating the
applicability of the proposed method.

Subsequently, the rat in the experimental group underwent jejunal segment isolation with
benzalkonium chloride (BAC) aganglionosis induction and the rat in the control group underwent a
sham laparotomy. The surgical procedure for the rat study can also be found in [35]. Niflumic acid
was further applied to block slow waves in both normal and aganglionic bowels. Constant frequency
stimulation (i.e., 30–100 Hz) with different pulse widths and stimulation intensity were delivered
to the intestine (i.e., normal, aganglionic intestinal, and slow-wave-blocked intestinal segments
were used) while electrodes on the array captured local contraction and propagation of intestinal
motility. No contraction was observed before stimulation in the aganglionic bowel. Impedance and
stimulation-to-response time (time difference between stimulation and muscle contraction onset)
were both measured (Figure 9). In this study, local contraction underneath the stimulating electrode
and a peristaltic wave of contraction were only observed in normal intestines and colons; only local
contraction was found in aganglionic and slow-wave blocked bowels, suggesting that enteric neurons
or ICCs were absent to induce peristalsis. Response time (RT) dropped when stimulation intensity
was increased from 1 mA to 4 mA, but increased when stimulation frequency varied from 30 Hz
to 90 Hz in normal bowel stimulation. This suggests different neural circuitries were activated per
different stimulation parameters. Similar trends were observed in aganglionic bowels, but there were
no significant changes in RT of slow-wave-blocked normal and aganglionic bowels.

Subsequently, a pilot study using porcine models was conducted. The use of all animals
was approved by the Animal Research Committee (institutional review board No. 2014-142-03E).
Juvenile mini-Yucatan pigs weighing 8–12 kg were premedicated with 15 mg/kg ketamine, 0.5 mg/kg
midazolam, and 0.3 mg/kg meloxicam administered intra-muscularly. Pigs were then intubated
and maintained under general anesthesia with 1–3% inhaled isoflurane. Maintenance fluids were
administered at 10 mL/kg/h. A midline laparotomy was performed and a short segment of jejunum
was identified and externalized. The electrode of the EGMD was then placed onto the serosal
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surface of the intestine for stimulation and recording. In this pilot study, two stimuli with the
parameters of (1) 100 Hz, 2 ms, and 4 mA and (2) 100 Hz, 0.1 ms, and 3 µA were delivered to the
pig’s jejunum to induce smooth muscle contraction and motility measurement. The recorded motility
from four electrodes in a row of the EGMD is shown in Figure 10, which shows the impedance
variation during the onset of smooth muscle contraction/relaxation. Only local contraction with no
peristalsis was observed, reflected from both the electrode–tissue impedance variation and our visual
inspection. A thorough study using the porcine model is still ongoing to investigate the optimal
stimulation parameters and the efficacy of the EGMD in improving GI motility after implantation in
surviving animals.
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Figure 9. Response time of smooth muscle contraction under different stimulation parameters in rodent
models. Response time is defined as the time difference between the end of stimulation and onset of
smooth muscle contraction (a) Response time under different current intensities. (b) Response time
under different stimulation frequencies. The electrical charge delivered into the bowl is within the safe
limit of the electrode.
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Figure 10. GI motility recording from the porcine model through impedance variation. Stimulus was
applied to electrode #4, from t = 102 to t = 109. The measured results during this window are artifacts.
Ch4 presents a contraction after t = 109.

6. Conclusions

A summary and comparison with other GI implants/devices is shown in Table 1. The proposed
wireless EGMD integrates the functionalities of wireless power transfer and data communication,
versatile stimulation, and a unique method of motility recording into a miniaturized device
through our heterogeneous system-in-a-package. The developed flexible electrode/SoC/EGMD
have also been validated and tested both in bench-top and in animal studies. The versatile
stimulator not only allows the researcher to investigate effective stimulation parameters on various
GI segments for deciphering the complex autonomic/enteric nervous system, but also has a
therapeutic potential once the effective parameters are identified. The proposed real-time motility
monitoring further conveys the causality between GI stimulation and smooth muscle activities that can
significantly help the clinicians/researchers optimize the stimulation protocols, toward personalized
neuromodulation. Moreover, unlike in other works that adopt long stimulation pulse and high
stimulation intensity—which raise concerns in thermal and electrolytic injuries around the stimulation
site and the power consumption of the implant [8]—we have shown that stimuli with short stimulation
pulse and stimulation current intensity of several mAs is capable of inducing bowel contraction, either
through directly activating the smooth muscle or the enteric neuron network. The EGMD also has the
potential to be further expanded to other neuromodulation applications, such as neurmodulation on
the stomach, bladder, heart, vagus nerve, and other internal organs as bioelectronic medicines, and can
be further served as research tools for various biomedical applications to investigate underlying
biological mechanisms and the study of novel electroceuticals for different diseases.



Micromachines 2018, 9, 17 11 of 13

Table 1. Comparison table of the GI stimulator.

Reference [29] [30] [25] [36] [37] This Work

Power source Battery 1 Battery 1 Battery 1 Battery 1 Wireless power Wireless power

Stimulation mode Current Current Voltage Current Current Current

Amplitude (mA) 5 2–10 4–10 5 5 0.003–20 2

Stimulation
frequency (Hz) 2.1–130 2–80 10–10 2.1–130 14 User defined

Stimulation pulse
width (ms) 0.06–0.45 0.03–0.975 1–100 0.06–0.45 0.33 0.01–User

defined

Compliance
voltage (V) 10.5 N/A 10 3 3.3 ±12

Continuous
stimulation Yes No No N/A No Yes

Pulse train stimulation Yes Yes Yes Yes Yes Yes

Residual charge
removal N/A N/A N/A N/A N/A Yes

Motility recording No No Impedance No EGG Impedance

Implant size (cm3)/
weight (g)

37/42 20.3/28.5 53.4/48.9 3.3/3.1 2.8/5.2 ~0.5/~0.7

1 Nonrechargable battery. 2 Multiple stimulator outputs can be combined to support large stimulation current.

Acknowledgments: This project is supported by US National Science Foundation Small Business Innovation
Research Award.

Author Contributions: Yi-Kai Lo, James C. Y. Dunn, and Wentai Liu conceived and designed the experiments;
Yi-Kai Lo, Genia Dubrovsky, Po-Min Wang, and Ming-Dao Wu performed the experiments; Michael Chan
contributed data analysis tools; Yi-Kai Lo, James C. Y. Dunn, and Wentai Liu analyzed the data; Yi-Kai Lo wrote
the paper.

Conflicts of Interest: Yi-Kai Lo and Wentai Liu hold shareholder interest in Niche Biomedical LLC.

References

1. Halder, S.L.; Locke, G.R.; Schleck, C.D.; Zinsmeister, A.R.; Melton, L.J.; Talley, N.J. Natural history of
functional gastrointestinal disorders: A 12-year longitudinal population-based study. Gastroenterology 2007,
133, 799–807. [CrossRef] [PubMed]

2. Woodward, M.N.; Foley, P.; Cusick, E.L. Colostomy for treatment of functional constipation in children:
A preliminary report. J. Pediatr. Gastroenterol. Nutr. 2004, 38, 75–78. [CrossRef] [PubMed]

3. Bilgutay, A.M.; Wingrove, R.; Griffen, W.O.; Bonnabeau, R.C., Jr.; Lillehei, C.W. Gastro-intestinal Pacing A
New Concept in the Treatment of Ileus. Ann. Surg. 1963, 158, 338. [CrossRef] [PubMed]

4. Xing, J.; Felsher, J.; Brody, F.; Soffer, E. Gastric electrical stimulation significantly increases canine lower
esophageal sphincter pressure. Dig. Dis. Sci. 2005, 50, 1481–1487. [CrossRef] [PubMed]

5. Cigaina, V. Gastric pacing as therapy for morbid obesity: Preliminary results. Obes. Surg. 2002, 12, 12S–16S.
[CrossRef] [PubMed]

6. Yin, J.; Chen, J.D. Excitatory effects of synchronized intestinal electrical stimulation on small intestinal
motility in dogs. Am. J. Physiol. Gastrointest. Liver Physiol. 2007, 293, G1190–G1195. [CrossRef] [PubMed]

7. Amaris, M.; Rashev, P.; Mintchev, M.; Bowes, K. Microprocessor controlled movement of solid colonic content
using sequential neural electrical stimulation. Gut 2002, 50, 475–479. [CrossRef] [PubMed]

8. Sevcencu, C.; Rijkhoff, N.J.; Sinkjaer, T. Colon emptying induced by sequential electrical stimulation in rats.
IEEE Trans. Neural Syst. Rehabilit. Eng. 2005, 13, 516–523. [CrossRef] [PubMed]

9. Yin, J.; Chen, J.D. Mechanisms and potential applications of intestinal electrical stimulation. Digest. Dis. Sci.
2010, 55, 1208–1220. [CrossRef] [PubMed]

10. Zhang, J.; Chen, J. Systematic review: Applications and future of gastric electrical stimulation.
Aliment. Pharmacol. Ther. 2006, 24, 991–1002. [CrossRef] [PubMed]

http://dx.doi.org/10.1053/j.gastro.2007.06.010
http://www.ncbi.nlm.nih.gov/pubmed/17678917
http://dx.doi.org/10.1097/00005176-200401000-00017
http://www.ncbi.nlm.nih.gov/pubmed/14676599
http://dx.doi.org/10.1097/00000658-196315830-00003
http://www.ncbi.nlm.nih.gov/pubmed/14061702
http://dx.doi.org/10.1007/s10620-005-2866-4
http://www.ncbi.nlm.nih.gov/pubmed/16110840
http://dx.doi.org/10.1007/BF03342141
http://www.ncbi.nlm.nih.gov/pubmed/11969102
http://dx.doi.org/10.1152/ajpgi.00092.2007
http://www.ncbi.nlm.nih.gov/pubmed/17916650
http://dx.doi.org/10.1136/gut.50.4.475
http://www.ncbi.nlm.nih.gov/pubmed/11889065
http://dx.doi.org/10.1109/TNSRE.2005.859358
http://www.ncbi.nlm.nih.gov/pubmed/16425834
http://dx.doi.org/10.1007/s10620-009-0884-3
http://www.ncbi.nlm.nih.gov/pubmed/19629689
http://dx.doi.org/10.1111/j.1365-2036.2006.03087.x
http://www.ncbi.nlm.nih.gov/pubmed/16984493


Micromachines 2018, 9, 17 12 of 13

11. Rodríguez, L.; Rodriguez, P.; Gómez, B.; Ayala, J.C.; Oxenberg, D.; Perez-Castilla, A.; Netto, M.G.; Soffer, E.;
Boscardin, W.J.; Crowell, M.D. Two-year results of intermittent electrical stimulation of the lower esophageal
sphincter treatment of gastroesophageal reflux disease. Surgery 2015, 157, 556–567. [CrossRef] [PubMed]

12. Zhu, B.; Wang, Y.; Yan, G.; Jiang, P.; Liu, Z. A gastrointestinal electrical stimulation system based on
transcutaneous power transmission technology. Gastroenterol. Res. Pract. 2014, 2014. [CrossRef] [PubMed]

13. De Csepel, J.; Goldfarb, B.; Shapsis, A.; Goff, S.; Gabriel, N.; Eng, H. Electrical stimulation for gastroparesis.
Surg. Endosc. Other Interv. Tech. 2006, 20, 302–306. [CrossRef] [PubMed]

14. Hall, J.E. Guyton and Hall Textbook of Medical Physiology; Elsevier Health Sciences: Philadelphia, PA, USA, 2015.
15. Vantrappen, G.; Janssens, J.; Coremans, G.; Jian, R. Gastrointestinal motility disorders. Digest. Dis. Sci. 1986,

31, 5–25. [CrossRef]
16. Lo, Y.-K.; Chen, K.; Gad, P.; Liu, W. A fully-integrated high-compliance voltage SoC for epi-retinal and neural

prostheses. IEEE Trans. Biomed. Circ. Syst. 2013, 7, 761–772.
17. Lin, Y.-P.; Yeh, C.-Y.; Huang, P.-Y.; Wang, Z.-Y.; Cheng, H.-H.; Li, Y.-T.; Chuang, C.-F.; Huang, P.-C.; Tang, K.-T.;

Ma, H.-P.; et al. A battery-less, implantable neuro-electronic interface for studying the mechanisms of deep
brain stimulation in rat models. IEEE Trans. Biomed. Circ. Syst. 2016, 10, 98–112. [CrossRef] [PubMed]

18. Ortmanns, M.; Rocke, A.; Gehrke, M.; Tiedtke, H.-J. A 232-channel epiretinal stimulator ASIC. IEEE J.
Solid-State Circ. 2007, 42, 2946–2959. [CrossRef]

19. Rhew, H.-G.; Jeong, J.; Fredenburg, J.A.; Dodani, S.; Patil, P.G.; Flynn, M.P. A fully self-contained logarithmic
closed-loop deep brain stimulation SoC with wireless telemetry and wireless power management. IEEE J.
Solid-State Circ. 2014, 49, 2213–2227. [CrossRef]

20. Sevcencu, C.; Rijkhoff, N.; Gregersen, H.; Sinkjær, T. Propulsive activity induced by sequential electrical
stimulation in the descending colon of the pig. Neurogastroenterol. Motil. 2005, 17, 376–387. [CrossRef]
[PubMed]

21. Familoni, B.O.; Abell, T.L.; Voeller, G.; Salem, A.; Gaber, O. Case report: Electrical stimulation at a frequency
higher than basal rate in human stomach. Digest. Dis. Sci. 1997, 42, 885–891. [CrossRef] [PubMed]

22. Abell, T.L.; van Cutsem, E.; Abrahamsson, H.; Huizinga, J.D.; Konturek, J.; Galmiche, J.P.; VoelIer, G.; Filez, L.;
Everts, B.; Waterfall, W.E.; et al. Gastric electrical stimulation in intractable symptomatic gastroparesis.
Digestion 2002, 66, 204–212. [CrossRef] [PubMed]

23. Soffer, E.; Abell, T.; Lin, Z.; Lorincz, A.; McCallum, R.; Parkman, H.; Policker, S.; Ordog, T. Gastric
electrical stimulation for gastroparesis-physiological foundations, technical aspects and clinical implications.
Aliment. Pharmacol. Ther. 2009, 30, 681–694. [CrossRef] [PubMed]

24. Abell, T.; McCallum, R.; Hocking, M.; Koch, K.; Abrahamsson, H.; LeBlanc, I.; Lindberg, G.; Konturek, J.;
Nowak, T.; Quigley, E.M.M.; et al. Gastric electrical stimulation for medically refractory gastroparesis.
Gastroenterology 2003, 125, 421–428. [CrossRef]

25. Dagdeviren, C.; Javid, F.; Joe, P.; von Erlach, T.; Bensel, T.; Wei, Z.; Saxton, S.; Cleveland, S.; Booth, L.;
McDonnell, S.; et al. Flexible piezoelectric devices for gastrointestinal motility sensing. Nat. Biomed. Eng.
2017, 1, 807. [CrossRef]

26. Lo, Y.-K.; Wagner, J.; Chang, C.-W.; Rouch, J.D.; Dunn, J.; Liu, W. Single-electrode colon stimulation
and impedance monitoring in an intestinal aganglionosis model. Gastroenterology 2015, 148, S-121–S-122.
[CrossRef]

27. Arriagada, A.; Jurkov, A.; Neshev, E.; Muench, G.; Andrews, C.; Mintchev, M. Design, implementation and
testing of an implantable impedance-based feedback-controlled neural gastric stimulator. Physiol. Meas.
2011, 32, 1103. [CrossRef] [PubMed]

28. Lo, Y.-K.; Chang, C.-W.; Liu, W. Bio-impedance characterization technique with implantable neural stimulator
using biphasic current stimulus. In Proceedings of the 2014 36th Annual International Conference of the
Engineering in Medicine and Biology Society (EMBC), Chicago, IL, USA, 26–30 August 2014; pp. 474–477.

29. Lo, Y.-K.; Chang, C.-W.; Kuan, Y.-C.; Culaclii, S.; Kim, B.; Chen, K.; Gad, P.; Edgerton, V.R.; Liu, W.
22.2 A 176-channel 0.5 cm3 0.7 g wireless implant for motor function recovery after spinal cord injury.
In Proceedings of the 2016 IEEE International Solid-State Circuits Conference (ISSCC), San Francisco, CA,
USA, 31 January–4 February 2016; pp. 382–383.

30. Wang, W.F.; Yin, J.Y.; Chen, J.D.D. Acceleration of small bowel transit in a canine hypermotility model with
intestinal electrical stimulation. J. Digest. Dis. 2015, 16, 135–142. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.surg.2014.10.012
http://www.ncbi.nlm.nih.gov/pubmed/25726315
http://dx.doi.org/10.1155/2014/728572
http://www.ncbi.nlm.nih.gov/pubmed/25053939
http://dx.doi.org/10.1007/s00464-005-0119-4
http://www.ncbi.nlm.nih.gov/pubmed/16362481
http://dx.doi.org/10.1007/BF01295987
http://dx.doi.org/10.1109/TBCAS.2015.2403282
http://www.ncbi.nlm.nih.gov/pubmed/25838526
http://dx.doi.org/10.1109/JSSC.2007.908693
http://dx.doi.org/10.1109/JSSC.2014.2346779
http://dx.doi.org/10.1111/j.1365-2982.2004.00637.x
http://www.ncbi.nlm.nih.gov/pubmed/15916625
http://dx.doi.org/10.1023/A:1018852011857
http://www.ncbi.nlm.nih.gov/pubmed/9149038
http://dx.doi.org/10.1159/000068359
http://www.ncbi.nlm.nih.gov/pubmed/12592096
http://dx.doi.org/10.1111/j.1365-2036.2009.04082.x
http://www.ncbi.nlm.nih.gov/pubmed/19573170
http://dx.doi.org/10.1016/S0016-5085(03)00878-3
http://dx.doi.org/10.1038/s41551-017-0140-7
http://dx.doi.org/10.1016/S0016-5085(15)30422-4
http://dx.doi.org/10.1088/0967-3334/32/8/007
http://www.ncbi.nlm.nih.gov/pubmed/21693794
http://dx.doi.org/10.1111/1751-2980.12220
http://www.ncbi.nlm.nih.gov/pubmed/25495658


Micromachines 2018, 9, 17 13 of 13

31. Enterra ii Neurostimulator. Available online: http://www.medtronic.com/us-en/patients/treatments-
therapies/neurostimulator-gastroparesis/enterra-2-neurostimulator.html (accessed on 2 January 2018).

32. Endostim Lower Esophageal Sphincter Stimulation System Clinician Manual (With EndoStim II LES
Stimulator Model 1006). Available online: https://www.dropbox.com/sh/qo8gdeuq0xj92ok/AAB0KGI_
K1drewRI5lKWzlYta/UK%2C%20HK%2C%20NZ?dl=0&preview=CM-09-ENG+Rev+B+EndoStim+II+
Clinician+Manual.pdf (accessed on 2 January 2018).

33. Lo, Y.-K.; Kuan, Y.-C.; Culaclii, S.; Kim, B.; Wang, P.-M.; Chang, C.-W.; Massachi, J.-A.; Zhu, M.; Chen, K.;
Gad, P.; et al. A fully integrated wireless SoC for motor function recovery after spinal cord injury. IEEE Trans.
Biomed. Circ. Syst. 2017, 11, 497–509. [CrossRef] [PubMed]

34. Chang, C.-W.; Lo, Y.-K.; Gad, P.; Edgerton, R.; Liu, W. Design and fabrication of a multi-electrode array for
spinal cord epidural stimulation. In Proceedings of the 2014 36th Annual International Conference of the
Engineering in Medicine and Biology Society (EMBC), Chicago, IL, USA, 26–30 August 2014; pp. 6834–6837.

35. Wagner, J.P.; Sullins, V.F.; Khalil, H.A.; Dunn, J.C. A durable model of Hirschsprung’s colon. J. Pediatr. Surg.
2014, 49, 1804–1808. [CrossRef] [PubMed]

36. Hajer, J.; Novák, M. Development of an autonomous endoscopically implantable submucosal microdevice
capable of neurostimulation in the gastrointestinal tract. Gastroenterol. Res. Pract. 2017, 2017. [CrossRef]
[PubMed]

37. Deb, S.; Tang, S.-J.; Abell, T.L.; McLawhorn, T.; Huang, W.-D.; Lahr, C.; Filip, S.D.; Easter, J.; Chiao, J.-C.
Development of innovative techniques for the endoscopic implantation and securing of a novel, wireless,
miniature gastrostimulator (with videos). Gastrointest. Endosc. 2012, 76, 179–184. [CrossRef] [PubMed]

© 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://www.medtronic.com/us-en/patients/treatments-therapies/neurostimulator-gastroparesis/enterra-2-neurostimulator.html
http://www.medtronic.com/us-en/patients/treatments-therapies/neurostimulator-gastroparesis/enterra-2-neurostimulator.html
https://www.dropbox.com/sh/qo8gdeuq0xj92ok/AAB0KGI_K1drewRI5lKWzlYta/UK%2C%20HK%2C%20NZ?dl=0&preview=CM-09-ENG+Rev+B+EndoStim+II+Clinician+Manual.pdf
https://www.dropbox.com/sh/qo8gdeuq0xj92ok/AAB0KGI_K1drewRI5lKWzlYta/UK%2C%20HK%2C%20NZ?dl=0&preview=CM-09-ENG+Rev+B+EndoStim+II+Clinician+Manual.pdf
https://www.dropbox.com/sh/qo8gdeuq0xj92ok/AAB0KGI_K1drewRI5lKWzlYta/UK%2C%20HK%2C%20NZ?dl=0&preview=CM-09-ENG+Rev+B+EndoStim+II+Clinician+Manual.pdf
http://dx.doi.org/10.1109/TBCAS.2017.2679441
http://www.ncbi.nlm.nih.gov/pubmed/28489550
http://dx.doi.org/10.1016/j.jpedsurg.2014.09.024
http://www.ncbi.nlm.nih.gov/pubmed/25487488
http://dx.doi.org/10.1155/2017/8098067
http://www.ncbi.nlm.nih.gov/pubmed/28717363
http://dx.doi.org/10.1016/j.gie.2012.03.177
http://www.ncbi.nlm.nih.gov/pubmed/22726478
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Gastrointestinal Physiology and Smooth Muscle Electrophysiology 
	System Design Consideration 
	Versatile Stimulation Pattern 
	Wireless GI Motility Recording 
	Flexible, Electrochemically Safe Electrode and Miniaturized Package 

	Wireless Extraluminal Gastrointestinal Modulation Device (EGMD) 
	Experimental Results 
	Conclusions 
	References

