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Abstract: Currently, treatment of diabetes and associated obesity involves Roux-en-Y gastric bypass
or sleeve gastrectomy to reduce the absorption of nutrients from the intestine to achieve blood glucose
control. However, the surgical procedure and subsequent recovery are physically and psychologically
burdensome for patients, with possible side effects, so alternative treatments are being developed.
In this study, two methods, solution casting and machine direction orientation (MDO), were used
to prepare intestinal implants made of poly(vinylidene fluoride) (PVDF) film and implant them
into the duodenum of type 2 diabetic rats for the treatment of obesity and blood glucose control.
The PVDF film obtained by the MDO process was characterized by FI-IR, Raman spectroscopy,
XRD and piezoelectricity tests, which showed higher composition of (3 crystalline phase and better
elongation and mechanical strength in specific directions. Therefore, the material was finally tested
on rats after it was proven to be non-toxic by biological toxicity tests. The PVDF was implanted
into alloxan-induced diabetic rats, which were used as a model of impaired insulin secretion due
to pancreatic beta cell destruction rather than obesity-induced diabetes, and rats were tracked for
24 days, showing significantly improved body weight and blood glucose levels. As an alternative
therapeutic option, intestinal sleeve implant showed future potential for application.

Keywords: poly(vinylidene fluoride) (PVDEF); piezoelectric material; solution casting; machine
direction orientation (MDO); intestinal sleeve implant; type 2 diabetes

1. Introduction

Due to changes in modern eating habits and lifestyles, as well as population growth
and aging, the global prevalence of diabetes has doubled from 4.7% in 1980 to 8.5% in
2014. The World Health Organization (WHO) states that in 2019, diabetes was considered
the cause of death for 1.5 million people. Type 2 diabetes accounted for nearly 90% of
cases, which is physically and mentally painful for patients and also places a significant
burden on the health care system [1-3]. The obesity problem that often accompanies type 2
diabetes is predicted to cost the U.S. $860 billion in health care spending by 2030 [4], with
even more serious consequences if patients are not treated [5-9]. Roux-en-Y gastric bypass
and sleeve gastrectomy are the most common surgical treatments. The former is widely
used in patients with type 2 diabetes and severe esophageal reflux, but there are risks such
as malnutrition, intestinal obstruction, and inability to perform endoscopy through the
mouth, as well as various surgical risks. Sleeve gastrectomy has increased in recent years
because of its relatively low surgical complexity, with advantages that include a lower
risk of anemia and no need for continuous additional nutrient supplementation, but there
are still problems such as regaining weight due to the enlarged gastric pouch and risks

Polymers 2022, 14, 2178. https:/ /doi.org/10.3390/polym14112178

https://www.mdpi.com/journal /polymers


https://doi.org/10.3390/polym14112178
https://doi.org/10.3390/polym14112178
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/polymers
https://www.mdpi.com
https://orcid.org/0000-0001-8726-2764
https://doi.org/10.3390/polym14112178
https://www.mdpi.com/journal/polymers
https://www.mdpi.com/article/10.3390/polym14112178?type=check_update&version=2

Polymers 2022, 14, 2178

20f13

associated with surgery [10-16]. Some patients still have concerns about the procedure
given the possible lifelong side effects or irreversibility, which has prompted more attention
to and development of the surgical implant technique.

In the past, the main surgical implants were a BioEnteriscs intragastric balloon (BIB)
and laparoscopic adjustable gastric banding (LAP Band). In the former, patients were
usually anesthetized and a silicone ball was placed in the stomach through the esophagus
with the assistance of a gastroscope, without additional surgery. It was a relatively safe
method, but it can only be used for short-term transition, and it was mainly expected that
the patients themselves would develop good eating and living habits to achieve long-term
improvement [17-19]. In the latter case, a silicone band was used to separate a small space
in the upper part of the stomach, and the tightness of this band was adjusted by a regulator
buried under the belly, so that the small space would be filled with adequate amounts of
food to create a feeling of satiety. However, it would take approximately one year to adjust
the band slowly after surgery, and there was a possibility of post-operative infection or
dislocation that would require a second surgery [20-22]. Intestinal sleeve implant was a
relatively new technique, and the main commercialized product was EndoBarrier® from
GI Dynamics. It was composed of a titanium alloy fixture at the upper end, combined with
a 60 cm-long fluoropolymer film sleeve at the lower end, which can be implanted through
an endoscope and formed a physical barrier in the intestine to reduce the direct absorption
of food nutrients and alter the secretion of human hormones (Figure 1) [23]. When applied
to patients with obesity and type 2 diabetes, it provided effective improvements in blood
glucose and weight over a few months to a year of trials. Rapid delivery of nutrients to the
distal gut can exclude nutrients from the proximal bowel as well as duodenal exclusion and
gut hormonal changes, resulting in elevated glucagon-like peptide-1 (GLP-1) and peptide
YY (PYY) and improvements in insulin resistance, glucose tolerance, and beta-cell function,
likely contributing to glucose homeostasis [24,25]. Therefore, more studies on material
selection and design optimization were motivated by the good therapeutic performance of
this alternative treatment method.

Figure 1. The EndoBarrier device and duodenal implantation (Ruban et al. 2018).

Currently, many biomedical materials have been developed for human implants with
different properties such as biodegradability, bioactivity and bioinertness [26]. However,
utilization of piezoelectric materials in biomedical device fabrications is rarely handled
because of its practical limitations such as biological compatibility, flexibility and structure
of the biological systems. Polymer-based piezoelectric materials have more advantages
in fabricating biomedical devices compared with inorganic-based piezoelectric materials
such as barium titanate (BaTiO3), quartz, aluminum nitrate (AIN), and zirconium titrates
(PZT) [27-29]. Particularly, poly(vinylidene fluoride) (PVDF) is a semi-crystalline piezoelec-
tric polymer with a glass transition temperature (Tg) of —35 °C and a melting point (Tr)
of 177 °C, and provides better stability and resistance to acid and alkali corrosion. PVDF
can be divided into five crystalline phases—«, 3, v, 6 and e—and is converted by heat
compression [29,30], additional electric field [31,32], quenching [33,34], and other processes.



Polymers 2022, 14, 2178

30f13

Some of the phases even have different piezoelectric properties due to changes in polarity,
and so they have been widely used in the fields of sensors, energy and biomedicine. In this
study, two different processes, solution casting and machine direction orientation (MDO),
were used to produce film intestinal sleeves with different PVDF crystalline phase ratios,
which were implanted into rats with type 2 diabetes to evaluate the effect on weight, blood
glucose control and therapeutic efficacy. These intestinal sleeve implants may have high
potential for treatment of obesity and type 2 diabetes in clinical practice.

The aim of this work is to prepare a PVDF sleeve using two methods: solution
casting and machine direction orientation. Newly prepared films were thermally treated
and characterized by FTIR, RAMAN, SAXS, SEM, mechanical testing and ESI. Thermal
treatment induced changes in the crystalline structure of the polymer, mainly resulting in a
beta-crystalline structure due to transformation of the alpha-crystalline structure. Finally,
experiments were performed using SD rats, resulting in a weight reduction of 11% after 24
days, which is very similar to the commercially available EndoBarrier.

2. Experimental Sections
2.1. Materials

Poly(vinylidene fluoride) (PVDEF), N-methylpyrrolidone (NMP), and alloxan mono-
hydrate were all purchased from Sigma-Aldrich in Saint Louis, MO 63103, USA. All other
chemicals purchased were of analytical grade and without further purification.

2.2. Preparation of PVDF Films

PVDF films were prepared by two different methods. The first method was solution
casting. An amount of 10 g of PVDF was dissolved in 40 g of NMP and stirred at 500 rpm
at 100 °C for at least 6 h until the solution was visually clear. Then, the solution was
poured onto a smooth glass substrate and quickly squeegeed with a coater (Figure S1),
and then dried in an oven at 90 or 100 °C for 24 h to remove the solvent. After drying,
the glass substrate was cooled at room temperature for 30 min before tearing off to avoid
deformation of the film by pulling it at a high temperature.

The second method was MDO. First, the PVDF powder was heated in a single-screw
extruder at 100 °C to process the powder into wire. Second, the obtained PVDF wire was
directly placed into the stretching machine and preheated in rolls at 90 or 100 °C, then in
rolls with a stretching ratio of 3 by adjusting the speed for machine direction orientation,
and finally annealed in rolls at 25 °C and cooled and shaped to obtain a PVDF film.

2.3. Characterization of PVDF Films

The surface morphology of the films was analyzed by scanning electron microscopy
(SEM) (JEOL, JSM-6500F, JEOL LTD. Tokyo, Japan) at 10 kV. The crystalline phases were
analyzed by Fourier transform infrared (FTIR) spectroscopy (PerkinElmer Spectrum two,
PerkinElmer Ltd, Bucks, UK) and Raman spectroscopy (JASCO NRS5100) with a laser
light wavelength of 532 nm. In addition, a universal tensile tester (Shimadzu EZ-LX,
Shimadzu®Corp, Kyoto, Japan) was used to measure the mechanical properties of the films.
All of the samples were molded into dumbbell shapes with a total length of 165 mm and
thickness of 0.4 mm (two shoulder sections were 54 mm in length and 19 mm in width; the
middle section was 57 mm in length and 13 mm in width), and tested with a strain rate of
10 mm/min. The stress was obtained by dividing the force by the cross-section area, the
strain as the length change related to the original length, and Young’s modulus as the slope
of the stress—strain curve in the linear zone. The piezoelectric properties were measured by
electrochemical impedance spectroscopy (EIS) combined with an oscilloscope.

2.4. Preparation of PVDF Film Intestinal Sleeve Implants

To prepare the intestinal sleeve implant, it was necessary to combine two components
(Figure 2, left side). One part was a 1 cm diameter thermoplastic polyurethane (TPU)
flat-bottomed spherical hollow model that serves as a fixation device for the anterior end
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of the duodenum of the rat after implantation. In the other part, the film was rolled into
a cylinder of 1 cm diameter and 5 cm length and sealed with a heat sealer at the joints.
Finally, the two parts were bundled and connected with non-absorbable sutures to obtain
the PVDF film intestinal sleeve implant.

Figure 2. (Left side) PVDF film intestinal sleeve implant and, (Right side (a—d)) surgical procedure
of film intestinal sleeve implantation in SD rats.

2.5. Animal Experiments

The Sprague Dawley rats (SD rats) used in the experiments were obtained from the
National Defense Medical Center Animal Center. The animal experiments have been
reviewed by the Institutional Animal Care and Use Committee and follow the guide for the
care and use of laboratory animals. The rats were first induced with alloxan monohydrate at
a dose of 170 mg/kg. The SD rats were then monitored for fasting glucose > 120 mg/dL for
3 days to ensure successful induction of type 2 diabetes before surgery. Animal experiments
were divided into five groups: solution casting at 90 °C, solution casting at 100 °C, MDO at
90 °C, MDO at 100 °C, and control. Each group had 5 rats, hence the total number of rats
involved in animal study experiment was 25.

To compare film intestinal sleeve implants obtained with different preparation meth-
ods, the trial was divided into three groups. One group was SD rats implanted with film
intestinal sleeve implants prepared by the solution casting method, and the other group
was SD rats implanted with film intestinal sleeve implants prepared by the MDO method.
The remaining group of SD rats were not implanted with film intestinal sleeve implants
but underwent the same surgical procedure as the control group. The specific surgical
procedure was to ensure that the SD rats were fasted for at least 18 h, followed by intra-
venous injection of Zoletil 50 at a dose of 10 mg/kg to complete general anesthesia and
fixation on the surgical table. After opening the abdominal cavity by midline dissection, a
10 mm incision was made in the lower part of the stomach near the pylorus, and then the
film intestinal sleeve implant was slowly inserted into the duodenum through the pylorus
using an auxiliary device until the fixation device was approximately 5 mm below the
pylorus. The wound was then sutured and completed (Figure 2a—d). Blood glucose and
body weight of SD rats were measured at 0, 12 and 24 days after completion of surgery.

2.6. The Oral Glucose Tolerance Test

The oral glucose tolerance test (OGTT) is used to measure the ability of an organism to
absorb glucose in order to measure insulin function and glucose tolerance. Type 2 diabetes
SD rats were fasted for 18 h to ensure that they were in a fasting state. Blood was first
collected from the tail vein to measure the 0 min glucose value, and then 2 mg/mL of
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glucose was injected orally into the rats. After that, blood was collected at 30, 60, 90 and
120 min and blood glucose levels were measured again.

3. Result and Discussion
3.1. Characterization of PVDF Films

The PVDF films prepared by the solution casting method at 90 and 100 °C were
observed at 500 x and 5000 x using a scanning electron microscope. First, at a magnification
of 500, the surface of the film had a certain degree of unevenness and porosity at both
temperatures (Figure 3a,b). However, when combined with the images at 5000 %, further
analysis revealed that the number and size of pores tend to decrease as the temperature
is increased, and show a flatter and denser surface (Figure 3c,d). The crystalline structure
of granular protrusions can be observed on the surface because the drying temperature
of the PVDF solution coated on the glass plate in the oven was different and therefore
would affect the volatilization rate of the solvent. At a lower temperature, due to the slower
volatilization rate and longer residence time of the solvent, the film forms a spatial barrier
during the drying process of the film, resulting in the formation of pore structures. The
slower drying process also meant slower film formation, which leads to a certain degree
of aggregation and inhomogeneity of the polymer solution, and eventually affects the
structural compactness and flatness of the film.

The PVDF films obtained after stretching at 90 and 100 °C using the MDO method
were observed at 1000x and 5000x using a scanning electron microscope (Figure 3e-h).
No obvious holes or particle-like protrusions were observed on the surface of the films,
which were smoother than those from the solution casting method. The main reason
for this was that during the MDO process, continuous and steady stress was applied
to the surface of the material by stretching rollers, and therefore the process produced
corresponding stress marks (Figure 3e,f). Furthermore, because of the unique properties of
PVDE its crystalline state can change at high temperatures and pressures, which also leads
to changes in the microstructure.

In order to confirm the crystalline phase transition of PVDF more precisely, FTIR
analysis was performed. For the films prepared by the solution casting method, the
characteristic peaks of the y phase were observed at 810 and 1234 cm ™! in the infrared
spectrum. This was mainly due to the transformation of the o« phase into the 'y phase
during the high temperature annealing process of the sample preparation. However, only
part of the crystalline phase was converted, so the characteristic peaks of the x-phase were
still observed at 1209 and 1180 cm 1.

For the films prepared by the MDO method, a high percentage of the o phase was
converted to the 3 phase during the stretching process, so the characteristic peaks of the 3
phase can be observed at 839, 1275 and 1431 cm~1, but some weak characteristic peaks of
the o phase can still be observed (Figure 4a). The wavenumber and vibration mode of the
characteristic peaks of each phase are also listed for reference (Table S1) [35-39].

After qualitative analysis by FTIR, we were able to confirm the presence of different
crystalline phases, but there was no quantitative response to the proportion of each phase.
Therefore, Raman spectroscopy was further used to analyze the phases and to perform
peak fitting and peak separation. The characteristic peaks of each phase in the Raman
spectra of the solution casting and MDO films have been labeled (Figure 4b and Table
S2) [40]. The peaks in the range of 780-860 cm~! had a higher intensity and overlap, so
they were selected for peak fitting and peak separation (Figure S2). Then, the peaks at 795,
840 and 812 cm ! were selected to correspond to the «, B and y phases, respectively, for
the calculation of the crystalline phase ratio. The peak intensity of the 3 phase was divided
by the sum of the intensity values of the «, 3 and 'y phases to compare the results of the 3
crystalline phase ratio of the films obtained by different methods and parameters (Table 1).
Similarly, the XRD results also supported the previous analysis. In the solution casting
group, a strong peak at 19.9°, and weak peaks at 18.5° and 39.1° were observed, indicating
higher v phase composition. The MDO group, on the other hand, showed a strong peak at
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20.2° and a weak peak at 36.3°, indicating higher 3-phase composition (Figure 5a,b) [41]. It
was found that the MDO group had a higher percentage of 3 crystalline phase, making
the o phase convert to the 3 phase more efficiently, and also bringing more significant
piezoelectric properties (Figure 5c—e). Presented in Figure 5c—e are the voltage pulses for
both the solution casting and MDO approaches varying time and with an applied pressure
of 1 N/em~!. A significant voltage difference of approximately 0.4 V was obtained for
MDO, which is attributed to the higher 3 phase. Similarly, with an applied pressure of 1
N/ecm ™!, a voltage difference of approximately 2 V can be generated.

10kV  X1,000 10um

10kV  X1,000 10pm

_

10kV  X5,000 Sum

10kV ~ X5,000 5um

Figure 3. SEM images of a PVDF film formed by solution casting at (a) 90 °C and 1000, (b) 100 °C
and 1000, (c) 90 °C and 5000 %, and (d) 100 °C and 5000 ; and by MDO at (e) 90 °C and 1000 x,
(f) 100 °C and 1000, (g) 90 °C and 5000 %, and (h) 100 °C and 5000 .
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Figure 4. (a) FTIR spectra of PVDF films formed by different process methods. (b) Raman spectra of
PVDF films formed by different process methods.

Table 1. Peak intensity ratio of each crystalline phase after the peak splitting process.

1 3 840 cm~1 v 812 cm~1 %
« 795 cm~1(a.u.) (@) (aw) B/(ox +v) (%)
Solution casting
90 °C 81.0 142.0 177.0 35.5
Solution casting
100 °C 78.1 126.2 163.3 34.3
MDO 90 °C 154.6 329.6 107.7 55.7
MDO 100 °C 264.0 519.2 110.6 58.1

Combining the above analyses of crystal phase composition, possible differences
in the mechanical properties should be noted. The yield point of the solution casting
method group reached 66.08 MPa and Young’s modulus reached 38.81 MPa as the process
temperature was increased. This trend corresponds to the SEM image of the denser structure
due to the increase in process temperature, and indicates better mechanical properties. The
MDO method group, which was subjected to unidirectional stretching during the process,
exhibited directional selectivity. In parallel stretching, the yield point reached 173.32 Mpa,
but the average elongation was only 14.59%. In vertical stretching, the yield point was only
22.78 MPa, but the average elongation was up to 94.89% (Figure 6 and Table 2). Therefore,
compared to the typical stress—strain curve, which exhibited a general positive correlation
between stress and strain, structural changes generated by the MDO manufacturing process
resulted in a separate increase in stress or strain in two separate tensile directions [42].
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Figure 5. XRD results of PVDF films formed by different process methods: (a) overview, (b) partial
enlargement, piezoelectrical performance with respect to time (c¢,d), and with an applied pressure of
1N/cm™~! (e).
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Figure 6. Tensile test results of PVDF films with different process methods.
Table 2. Tensile test results of PVDF films with different process methods.
Sample Yield Point (MPa) Average Elongation (%) Young's Modulus (MPa)
Solution Casting 90 °C 54.14 17.01 22.84
Solution Casting 100 °C 66.08 32.17 38.81
MDO 90 °C Parallel 134.58 16.33 34.67
MDO 90 °C Vertical 20.29 79.77 23.48
MDO 100 °C Parallel 173.72 14.59 36.28
MDO 100 °C Vertical 22.78 94.89 26.94

3.2. In Vivo PVDF Film Intestinal Sleeve Implantation for Glucose and Obesity Control

Before in vivo testing, the material was analyzed using the 3-(4,5-dimethylthiazol-2-
yl)-2,5-diphenyl-2H-tetrazolium bromide (MTT) assay and was shown to be non-cytotoxic
(Figure S3). In order to compare the difference in blood glucose levels after implantation
of the intestinal sleeve, an oral glucose tolerance test was used and the area under the
curve was calculated. After 24 days, the AUC of the control group increased slightly by
0.36% to 26,835; the AUC of the solution casting method group decreased by 22.72% to
20,360; and the AUC of the MDO method group decreased by 27.30% to 19,410 (Figure 7a).
This shows that intestinal cannula implantation was effective in reducing blood glucose
levels due to the effect of duodenal exclusion and gut hormonal changes, and the MDO
method group was more effective. Finally, both the solution casting group and the MDO
group were found to be effective in reducing weight by approximately 11% after 24 days,
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and improving the obesity problem (Figure 7b).Using a polytetrafluoroethylene (PTFE)-
coated plastic sleeve from EndoBarrier (GI Dynamics) with a duodenal bulb leads to a
significant weight loss of approximately 12% and glycemic control, but there are device
design complications such as bleeding and perforation [24,43]. As compared with the PTFE-
based commercial EndoBarrier, the obtained PVDF-based EndoBarrier device fabrication
exhibits significantly reduced blood glucose levels and weight loss of approximately 11%
after 24 days of treatment.

a b 130
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Figure 7. Blood glucose levels (a), area under the curve (AUC), and (b) weight change rate recorded
on day 0, day 12, and day 24. Every group has at least three replications and all data are presented as
the mean =+ standard error of the mean (SEM). * p < 0.05 based on analysis by the unpaired Student’s
t-test.

In order to determine how safe the implanted device is, histopathological staining
evaluations were performed to highlight any inflammation and tissue damage effects
on various tissues such as duodenum, liver and stomach over 4 weeks. As shown in
Figure 8, the hematoxylin and eosin (H&E) staining images for duodenum, liver and
stomach tissue sections (on Day 28) were did not show significant inflammation or lesions,
though the implanted device results in slight chronic inflammation. There is some focal
plane erosion that is identical to that in control groups. Compared with normal tissues,
after implantation of the intestinal sleeve, the duodenal tissues showed cellular infiltration
in the entire intestinal wall layer as well as mild inflammation. As for liver tissue sections,
no inflammation and no acute damage or necrosis were observed compared to normal
tissue, so this implantation method does not produce liver abscesses. A similar scenario
was observed for stomach tissues, i.e., no fibrosis, or acute damage and injury. Overall, the
designed PVDEF-based EndoBarrier device can be used to create a new safe approach to the
piezoelectrical polymer with efficacy in treatment of type 2 diabetes and obesity.
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Stomach

Figure 8. The H&E-stained tissue sections for various implanted tissues. Polymer intestinal sleeve
implanted in the duodenum (a,b) and control duodenum (c,d); polymer intestinal sleeve implanted
in liver tissue (e,f) and control liver tissue (g,h); polymer intestinal sleeve implanted in stomach tissue
(i,j) and control stomach tissue (k,1). Magnification, x40 in (a,c,e,g,ik) and x100 in (b,d,fh,j,1).

4. Conclusions

In this study, PVDF films implanted in the digestive tract of rats for the treatment
of type 2 diabetes were successfully prepared by using two different methods: solution
casting and MDO. In particular, the PVDF film prepared by the MDO method exhibited a
higher degree of structural compactness and better mechanical properties to reduce the risk
of damage to the film in the digestive tract. In addition, due to the polarization of PVDF
in the process, the phenomenon of crystalline state change was also analyzed by various
instruments. After the PVDF was implanted into type 2 diabetic rats, blood glucose levels
and body weight were tracked for 24 days and it was found that both had a decreasing
effect on controlling blood glucose and weight loss. Overall, this device has demonstrated
its potential for use in the control of type 2 diabetes. However, systematic detailed experi-
mental evidence from biopsies of the upper gastro-intestinal tract for implantation of the
PVDF-based EndoBarrier can provide insight into the mechanisms behind the increase in
glucose metabolism and weight loss, work that is currently in progress.

Supplementary Materials: The following supporting information can be downloaded at: https:
//www.mdpi.com/article/10.3390/polym14112178/s1, Figure S1. Schematic diagram of the self-
designed film coater. Figure S2. Raman spectroscopy peak splitting schematic diagram. Figure
S3. Cytotoxicity test of PVDF with different process methods. Table S1. Reference of PVDF FTIR
characteristic peak. Table S2. Reference of PVDF Raman characteristic peak.

Author Contributions: Conceptualization, H.-M.C.; methodology, supervision and resource, H.-C.T.;
original draft preparation, M.-R.Y.; validation, formal analysis, validation, and investigation, W.-P.Z.
All authors have read and agreed to the published version of the manuscript.


https://www.mdpi.com/article/10.3390/polym14112178/s1
https://www.mdpi.com/article/10.3390/polym14112178/s1

Polymers 2022, 14, 2178 12 of 13

Funding: This research was funded by Tri-Service General Hospital, TSGH-C108-012, TSGH-A-
109003 and National Taiwan University of Science and Technology, TSGH-NTUST-109-03, TSGH-
NTUST-110-06.

Institutional Review Board Statement: The animal study protocol was approved by the Institutional
Review Board of Tri-Service General Hospital, National Defense Medical Center.

Informed Consent Statement: Not applicable.
Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Roglic, G. WHO Global report on diabetes: A summary. Int. J. Noncommunicable Dis. 2016, 1, 3-8. [CrossRef]

2. Krug, E.G. Trends in diabetes: Sounding the alarm. Lancet 2016, 387, 1485-1486. [CrossRef]

3.  Chatterjee, S.; Khunti, K.; Davies, M.]. Type 2 diabetes. Lancet 2017, 389, 2239-2251. [CrossRef]

4. Wang, Y,; Beydoun, M.A ; Liang, L.; Caballero, B.; Kumanyika, S.K. Will all Americans become overweight or obese? Estimating
the progression and cost of the US obesity epidemic. Obesity 2008, 16, 2323-2330. [CrossRef] [PubMed]

5. Bays, HE.; Chapman, R.; Grandy, S.; The SHIELD Investigators” Group. The relationship of body mass index to diabetes mellitus,
hypertension and dyslipidaemia: Comparison of data from two national surveys. Int. J. Clin. Pract. 2007, 61, 737-747. [CrossRef]

6. DeClercq, V.; Taylor, C.; Zahradka, P. Adipose tissue: The link between obesity and cardiovascular disease. Cardiovasc. Haematol.
Disord. Drug Targets 2008, 8, 228-237. [CrossRef]

7. McElroy, S.L.; Kotwal, R.; Malhotra, S.; Nelson, E.B.; Keck, P.E.; Nemeroff, C.B. Are mood disorders and obesity related? A review
for the mental health professional. J. Clin. Psychiatry 2004, 65, 634—651. [CrossRef]

8. Runge, C.F. Economic consequences of the obese. Diabetes 2007, 56, 2668-2672. [CrossRef]

9.  Stafford, R.S.; Farhat, ].H.; Misra, B.; Schoenfeld, D.A. National patterns of physician activities related to obesity management.
Arch. Fam. Med. 2000, 9, 631. [CrossRef]

10. Nandagopal, R.; Brown, R.J.; Rother, K.I. Resolution of type 2 diabetes following bariatric surgery: Implications for adults and
adolescents. Diabetes Technol. Ther. 2010, 12, 671-677. [CrossRef]

11. Higa, K; Ho, T.; Tercero, E; Yunus, T.; Boone, K.B. Laparoscopic Roux-en-Y gastric bypass: 10-year follow-up. Surg. Obes. Relat.
Dis. 2011, 7, 516-525. [CrossRef] [PubMed]

12.  Schauer, PR.; Ikramuddin, S.; Gourash, W.; Ramanathan, R.; Luketich, J. Outcomes after laparoscopic Roux-en-Y gastric bypass
for morbid obesity. Ann. Surg. 2000, 232, 515. [CrossRef] [PubMed]

13.  Schauer, PR.; Burguera, B.; Ikramuddin, S.; Cottam, D.; Gourash, W.; Hamad, G.; Eid, G.M.; Mattar, S.; Ramanathan, R.; Barinas-
Mitchel, E. Effect of laparoscopic Roux-en Y gastric bypass on type 2 diabetes mellitus. Ann. Surg. 2003, 238, 467. [CrossRef]
[PubMed]

14. Gumbs, A.A.; Gagner, M.; Dakin, G.; Pomp, A. Sleeve gastrectomy for morbid obesity. Obes. Surg. 2007, 17, 962-969. [CrossRef]
[PubMed]

15. Himpens, ]J.; Dobbeleir, J.; Peeters, G. Long-term results of laparoscopic sleeve gastrectomy for obesity. Ann. Surg. 2010, 252,
319-324. [CrossRef]

16. Brethauer, S.A. Sleeve gastrectomy. Surg. Clin. 2011, 91, 1265-1279. [CrossRef]

17.  Kotzampassi, K.; Grosomanidis, V.; Papakostas, P.; Penna, S.; Eleftheriadis, E. 500 intragastric balloons: What happens 5 years
thereafter? Obes. Surg. 2012, 22, 896-903. [CrossRef]

18. Issa, I; Taha, A.; Azar, C. Acute pancreatitis caused by intragastric balloon: A case report. Obes. Res. Clin. Pract. 2016, 10, 340-343.
[CrossRef]

19. Wahlen, C.; Bastens, B.; Herve, J.; Malmendier, C.; Dallemagne, B.; Jehaes, C.; Markiewicz, S.; Monami, B.; Weerts, J. The
BioEnterics Intragastric Balloon (BIB): How to use it. Obes. Surg. 2001, 11, 524-527. [CrossRef]

20. Wang, W,; Fann, C.S,; Yang, S.-H.; Chen, H.-H.; Chen, C.-Y. Weight loss and metabolic improvements in obese patients undergoing
gastric banding and gastric banded plication: A comparison. Nutrition 2019, 57, 290-299. [CrossRef]

21. Chapman, A.E,; Kiroff, G.; Game, P; Foster, B.; O’'Brien, P; Ham, J.; Maddern, G.J. Laparoscopic adjustable gastric banding in the
treatment of obesity: A systematic literature review. Surgery 2004, 135, 326-351. [CrossRef]

22. Committee, S.G. SAGES guideline for clinical application of laparoscopic bariatric surgery. Surg. Endosc. 2008, 22, 2281-2300.
[CrossRef] [PubMed]

23. Ruban, A ; Ashrafian, H.; Teare, ].P. The EndoBarrier: Duodenal-jejunal bypass liner for diabetes and weight loss. Gastroenterol.
Res. Pract. 2018, 2018, 1-9. [CrossRef] [PubMed]

24. Patel, N.; Mohanaruban, A.; Ashrafian, H.; Le Roux, C.; Byrne, J.; Mason, ].; Hopkins, J.; Kelly, J.; Teare, J. EndoBarrier®: A Safe
and Effective Novel Treatment for Obesity and Type 2 Diabetes? Obes. Surg. 2018, 28, 1980-1989. [CrossRef] [PubMed]

25. de Moura, E.G.H.; Lopes, G.S.; da Costa Martins, B.; Orso, LR.B.; Coutinho, AM.N.; de Oliveira, S.L.; Sakai, P.; dos Passos

Galvao-Neto, M.; Santo, M.A; Sapienza, M.T.; et al. Effects of Duodenal-Jejunal Bypass Liner (EndoBarrier®) on Gastric Emptying
in Obese and Type 2 Diabetic Patients. Obes. Surg. 2015, 25, 1618-1625. [CrossRef] [PubMed]


http://doi.org/10.4103/2468-8827.184853
http://doi.org/10.1016/S0140-6736(16)30163-5
http://doi.org/10.1016/S0140-6736(17)30058-2
http://doi.org/10.1038/oby.2008.351
http://www.ncbi.nlm.nih.gov/pubmed/18719634
http://doi.org/10.1111/j.1742-1241.2007.01336.x
http://doi.org/10.2174/187152908785849080
http://doi.org/10.4088/JCP.v65n0507
http://doi.org/10.2337/db07-0633
http://doi.org/10.1001/archfami.9.7.631
http://doi.org/10.1089/dia.2010.0037
http://doi.org/10.1016/j.soard.2010.10.019
http://www.ncbi.nlm.nih.gov/pubmed/21333610
http://doi.org/10.1097/00000658-200010000-00007
http://www.ncbi.nlm.nih.gov/pubmed/10998650
http://doi.org/10.1097/01.sla.0000089851.41115.1b
http://www.ncbi.nlm.nih.gov/pubmed/14530719
http://doi.org/10.1007/s11695-007-9151-x
http://www.ncbi.nlm.nih.gov/pubmed/17894158
http://doi.org/10.1097/SLA.0b013e3181e90b31
http://doi.org/10.1016/j.suc.2011.08.012
http://doi.org/10.1007/s11695-012-0607-2
http://doi.org/10.1016/j.orcp.2015.08.003
http://doi.org/10.1381/096089201321209468
http://doi.org/10.1016/j.nut.2018.05.024
http://doi.org/10.1016/S0039-6060(03)00392-1
http://doi.org/10.1007/s00464-008-9913-0
http://www.ncbi.nlm.nih.gov/pubmed/18791862
http://doi.org/10.1155/2018/7823182
http://www.ncbi.nlm.nih.gov/pubmed/30147720
http://doi.org/10.1007/s11695-018-3123-1
http://www.ncbi.nlm.nih.gov/pubmed/29450844
http://doi.org/10.1007/s11695-015-1594-x
http://www.ncbi.nlm.nih.gov/pubmed/25691349

Polymers 2022, 14, 2178 13 of 13

26.
27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Heness, G.; Ben, N.B. Innovative Bioceramics. Materials Forum. 2004, 27, 104-114.

Duan, L.; D'hooge, D.R.; Cardon, L. Recent progress on flexible and stretchable piezoresistive strain sensors: From design to
application. Prog. Mater. Sci. 2020, 114, 100617. [CrossRef]

Raj, ML].; Prashanth, N.; Abisegapriyan, K.S.; Gaurav, K.; Kim, S.J. Method for fabricating highly crystalline polyvinylidene
fluoride for piezoelectric energy-harvesting and vibration sensor applications. Sustain. Energy Fuels 2022, 6, 674-681.

Pan, H.; Na, B.; Lv, R; Li, C.; Zhu, J.; Yu, Z. Polar phase formation in poly (vinylidene fluoride) induced by melt annealing.
J. Polym. Sci. Part B Polym. Phys. 2012, 50, 1433-1437. [CrossRef]

Hattori, T.; Kanaoka, M.; Ohigashi, H. Improved piezoelectricity in thick lamellar 3-form crystals of poly (vinylidene fluoride)
crystallized under high pressure. J. Appl. Phys. 1996, 79, 2016-2022. [CrossRef]

Ribeiro, C.; Sencadas, V.; Ribelles, ].L.G.; Lanceros-Méndez, S. Influence of processing conditions on polymorphism and nanofiber
morphology of electroactive poly (vinylidene fluoride) electrospun membranes. Soft Mater. 2010, 8, 274-287. [CrossRef]

Lund, A.; Hagstrom, B. Melt spinning of 3-phase poly (vinylidene fluoride) yarns with and without a conductive core. J. Appl.
Polym. Sci. 2011, 120, 1080-1089. [CrossRef]

Yang, D.; Chen, Y. 3-phase formation of poly (vinylidene fluoride) from the melt induced by quenching. J. Mater. Sci. Lett. 1987, 6,
599-603. [CrossRef]

Gradys, A.; Sajkiewicz, P.; Adamovsky, S.; Minakov, A.; Schick, C. Crystallization of poly (vinylidene fluoride) during ultra-fast
cooling. Thermochim. Acta 2007, 461, 153-157. [CrossRef]

Nallasamy, P.; Mohan, S. Vibrational spectroscopic characterization of form II poly (vinylidene fluoride). Indian |. Pure Appl. Phys.
2005, 42, 821-827.

Hilczer, B.; Markiewicz, E.; Potomska, M.; Tritt-Goc, J.; Kaszynska, J.; Pogorzelec-Glaser, K.; Pietraszko, A. Properties of
PVDF-MCM41 nanocomposites studied by dielectric, Raman and NMR spectroscopy. Ferroelectrics 2014, 472, 64-76. [CrossRef]

Cai, X,; Lei, T,; Sun, D.; Lin, L. A critical analysis of the «, 3 and y phases in poly (vinylidene fluoride) using FTIR. RSC Adv. 2017,
7,15382-15389. [CrossRef]

Imamura, R; Silva, A.; Gregorio, R., Jr. y — 3 Phase transformation induced in poly (vinylidene fluoride) by stretching. J. Appl.
Polym. Sci. 2008, 110, 3242-3246. [CrossRef]

Jiang, X.; Zhao, X.; Peng, G.; Liu, W,; Liu, K.; Zhan, Z. Investigation on crystalline structure and dielectric relaxation behaviors of
hot pressed poly (vinylidene fluoride) film. Curr. Appl. Phys. 2017, 17, 15-23. [CrossRef]

Barnakov, Y.A.; Paul, O.; Joaquim, A.; Falconer, A.; Mu, R.; Barnakov, V.Y.; Dikin, D.; Petranovskii, V.P.; Zavalin, A.; Ueda, A. Light
intensity-induced phase transitions in graphene oxide doped polyvinylidene fluoride. Opt. Mater. Express 2018, 8, 2579-2585.
[CrossRef]

Hoon Kim, T.; Arias, A.C. Characterization and Applications of Piezoelectric Polymers; Electrical Engineering and Computer Sciences
University of California: Berkeley, CA, USA, 2015.

Tang, Y,; Lin, Y; Lin, H.; Li, C.; Zhou, B.; Wang, X. Effects of Room Temperature Stretching and Annealing on the Crystallization
Behavior and Performance of Polyvinylidene Fluoride Hollow Fiber Membranes. Membranes 2020, 10, 38. [CrossRef] [PubMed]
Yonus, H.; Chakravartty, S.; Sarma, D.R.; Patel, A.G. Endobarrier as a pre bariatric surgical intervention in high-risk patients: A
feasibility study. Obes. Surg. 2018, 28, 3020-3027. [CrossRef] [PubMed]


http://doi.org/10.1016/j.pmatsci.2019.100617
http://doi.org/10.1002/polb.23146
http://doi.org/10.1063/1.361055
http://doi.org/10.1080/1539445X.2010.495630
http://doi.org/10.1002/app.33239
http://doi.org/10.1007/BF01739296
http://doi.org/10.1016/j.tca.2007.05.023
http://doi.org/10.1080/00150193.2014.964596
http://doi.org/10.1039/C7RA01267E
http://doi.org/10.1002/app.28851
http://doi.org/10.1016/j.cap.2016.10.011
http://doi.org/10.1364/OME.8.002579
http://doi.org/10.3390/membranes10030038
http://www.ncbi.nlm.nih.gov/pubmed/32121401
http://doi.org/10.1007/s11695-018-3322-9
http://www.ncbi.nlm.nih.gov/pubmed/29948870

	Introduction 
	Experimental Sections 
	Materials 
	Preparation of PVDF Films 
	Characterization of PVDF Films 
	Preparation of PVDF Film Intestinal Sleeve Implants 
	Animal Experiments 
	The Oral Glucose Tolerance Test 

	Result and Discussion 
	Characterization of PVDF Films 
	In Vivo PVDF Film Intestinal Sleeve Implantation for Glucose and Obesity Control 

	Conclusions 
	References

