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Abstract: Objective. To assess local disease control rates (LDCR) and overall survival (OS) in
locally advanced pancreatic cancer (LAPC) treated with electrochemotherapy (ECT). Methods. Elec-
trochemotherapy with bleomycin was performed in 25 LAPC patients who underwent baseline
Magnetic Resonance Imaging (MRI) and/or Computed Tomography (CT) and Position Emission
Tomography (PET) scans before ECT and 1 and 6 months post ECT. LDCR were assessed using
Response Evaluation Criteria in Solid Tumors (RECIST 1.1) and Choi criteria. Needle electrodes
with fixed linear (N-30-4B) or fixed hexagonal configurations (N-30-HG or I-40-HG or H-30-ST) or
variable geometry (VGD1230 or VGD1240) (IGEA S.p.A., Carpi, Italy) were used to apply electric
pulses. Pain evaluation was performed pre-ECT, after 1 month and after 6 months with ECT. Overall
survival estimates were calculated by means of a Kaplan-Meier analysis. Results. At 1 month after
ECT, 76% of patients were in partial response (PR) and 20% in stable disease (SD). Six months after
ECT, 44.0% patients were still in PR and 12.0% in SD. A LDCR of 56.0% was reached six months after
ECT: 13 patients treated with fixed geometry had a LDCR of 46.1%, while for the 12 patients treated
with variable geometry, the LDCR was 66.7%. The overall survival median value was 11.5 months:
for patients treated with fixed geometry the OS was 6 months, while for patients treated with variable
geometry it was 12 months. Electrochemotherapy was well-tolerated and abdominal pain was rapidly
resolved. Conclusions. Electrochemotherapy obtained good results in terms of LDCR and OS in
LAPC. Multiple needle insertion in a variable geometry configuration optimized by pre-treatment
planning determined an increase in LDCR and OS compared to a fixed geometry configuration.

Keywords: pancreatic cancer; reversible electroporation; response assessment; variable geome-
try; planning

1. Introduction

Adenocarcinoma, which originates in the ducts that carry digestive enzymes, is the
most common and aggressive type of pancreatic cancers. Surgical resection is a potentially
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curative option but unfortunately, over 80% of patients have unresectable, locally advanced
or metastatic pancreatic cancer [1]. The locally advanced pancreatic cancer (LAPC) is de-
fined as non-metastasized but unresectable disease due to involvement of the coeliac trunk
or superior mesenteric artery (stage IlI disease) [2]. Radiotherapy and chemotherapy such
as gemcitabine alone or in combination with other chemotherapy agents are the standard
therapy [1-5]. Because only a limited group of patients responds to chemotherapy, other
therapies to be administrated after the end of chemotherapy were explored to obtain tumor
debulking or interstitial ablation [6,7] such as irreversible [8-11] and reversible electropora-
tion [12-18]. Reversible electroporation, known as electrochemotherapy (ECT), has been
used to increase uptake into tumor cells of low doses of non-permeant or poorly permeant
chemotherapeutic drugs [18]. Electrochemotherapy with bleomycin has been shown to
be very effective in different cutaneous and subcutaneous tumors such as melanoma and
chest wall breast cancer recurrence or for the treatment of squamous cell carcinoma of the
head and neck when compared with bleomycin therapy alone [19].

Electrochemotherapy effectiveness on pancreatic cancer was already demonstrated in
preclinical studies [16,20], and in our previous studies, safety and effectiveness of ECT in
patients with locally advanced pancreatic cancer were investigated [21,22]. The feasibility
of percutaneous electrochemotherapy in the treatment of portal vein tumor thrombosis
at the hepatic hilum in patients with hepatocellular carcinoma with cirrhosis was already
investigated [23,24].

The primary endpoint of the study was to evaluate local disease control and overall
survival at 24 months in patients with LAPC with stable disease or partial response after
chemotherapy, not eligible for surgery, and then treated with ECT. The feasibility and safety
of ECT have been also evaluated as secondary endpoints.

2. Materials and Methods
2.1. Study Population

In this prospective clinical phase I/1I study, 25 patients (13 female and 12 male, median
age 68.5 & 8.5 years) with a diagnosis of locally advanced pancreatic adenocarcinoma were
enrolled from November 2011 to December 2019. The study was approved by the local
ethical committee (research registry 60) and all patients enrolled have signed the informed
consent. All patients were discussed by the local multidisciplinary team, and considering
the locally advanced nature of the disease, no patient was suitable for surgery; for this
reason, all patients underwent neoadjuvant systemic chemotherapy and after were re-
staged with imaging. All patients enrolled received systemic chemotherapy before ECT
treatment. The patients with stable disease or partial response after chemotherapy who
were not eligible for surgery as confirmed by clinical and radiological examination were
considered candidates for ECT treatment.

Two chemotherapy regimens were adopted for systemic chemotherapy before ECT
treatment: gemcitabine + oxaliplatin (GEMOX) or 5-FU/leucovorin, irinotecan, and oxali-
platin (FOLFIRINOX). Details of chemotherapy regimens were reported in our previous
publication [20]. Seventeen (17/25, 68.0%) patients were subjected to GEMOX, and eight
patients (8/25, 32.0%) were treated with FOLFIRINOX before ECT treatment (median time
between the start of chemotherapy and ECT was 121 days, range 112-140). Patients in
progressive disease after ECT underwent conventional systemic treatment (FOLFIRINOX
or GEMOX).

Inclusion criteria were: 18-80 years, favorable mental health, life expectancy at least
of 3 months, pancreatic adenocarcinoma with histological confirmation, locally advanced
disease (stage III) confirmed by radiological assessment, not eligible for curative surgery.
Exclusion criteria were: pregnancy, significant heart disease, coagulopathy, allergy to
bleomycin, lung and kidney dysfunction, implanted defibrillator or pacemaker, stage
IV disease.

Table 1 summarizes the characteristics of patients affected by locally advanced pancre-
atic cancer and treated with electrochemotherapy.
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Table 1. Characteristics of locally advanced pancreatic cancer patients treated with electrochemotherapy.

Patients (n = 25)

Histotype %
Adenocarcinoma 100 (25/25)

Location %
Head 56.0 (14/25)
Body/tail 44.0 (11/25)

Venus involvement (SMV or PV) %
Yes 84.0 (21/25)
No 16.0 (4/25)
Arterial encasement %

Yes 56.0 (14/25)
No 44.0 (11/25)

2.2. Treatment Protocol

Electrochemotherapy was delivered through open laparotomy after a midline incision
to allow staging of the disease and mobilization of the pancreatic tumor as reported in our
previous publication [22].

Bleomycin was administrated intravenously (15,000 IU/m?) according to ESOPE
(European Standard Operating Procedures of Electrochemotherapy) protocol [25,26]. Based
on the localization and size of the pancreatic cancer, the surgeon decided to use needle
electrodes with a linear fixed configuration (N-30-4B of IGEA S.p.A., Carpi, Italy), a
hexagonal fixed configuration (N-30-HG or I-40-HG or H-30-ST of IGEA S.p.A., Carpi,
Italy) or variable geometry (VGD1230 or VGD1240 of IGEA S.p.A., Carpi, Italy) using
multiple insertions of a single needle (Figure 1). Treatment was completed within a window
from 8 to 40 min after the end of the bleomycin bolus according to updated standardized
operating procedures [26]. As reported in our previous publication [22]: “N-30-4B are
needle electrodes hosting 8 needles, distributed on two rows of 4 needles each, 0.7 mm
thick; needle electrodes have a gap of 4 mm between them; electrode needles are 30 mm
long. N-30-HG and, I-40-HG and H-30-ST are needle electrodes hosting 7 needles. Six
needles are at the vertices of a hexagon and the seventh is at its center with diameter size of
0.7 mm; electrode needles are 30 mm (N-30-HG and H-30-ST) or 40 mm long (I-40-HG). The
latter with needles isolated for the first 2 cm (sheathed in polyethylene terephthalate) and
active part of remaining 2 cm. H-30-ST are needle electrodes with active part adjustable
from 5 to 30 mm to simplify the insertion in deeper-seated tumor nodule”. VGD1230
and VGD1240 electrodes are single-needle with a diameter of 1.2 mm, a length ranging
from 16 to 24 cm and an active length, respectively, of 30 mm and 40 mm, and are mainly
suitable for soft, deep-seated tumors; these electrodes are arranged in a geometry with
variable configurations with a minimum of two needles and a maximum of six needles. A
preoperative plan using the PULSAR software (IGEA S.p.A., Carpi, Italy) was performed
when multiple insertion of single needles in a variable geometry was used. The use of the
software allows estimation of the electric field required in the region of interest, calculating
an optimized treatment in terms of electrode configuration (number and position), voltage
and distance for each couple of electrodes within or around the predefined area segmented
by the user (Figure 2) [27].
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Figure 1. The panels show representative images of the open surgery procedure with electrode
insertion in a variable geometry and the delivered electric pulses graphs.
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Figure 2. The panel reports an example of preoperative planning performed with the software
Pulsar. In (A) (VIBE T1- weighted image post-contrast medium in coronal plane) and (B) (HASTE
T2-weighted image in coronal plane) there are the magnetic resonance (MR) sequences used to
identify the target areas, (C) represents the definition of the lesion contours, (D) represents the
results of the planning in terms of number and position of the electrodes and (E) shows defined
electrochemotherapy (ECT) treatment parameters for each subdomain (the treatment was divided
into two subdomains, considering that the proposed optimized electrode number to obtain complete
coverage of the lesion was 7).

Electric pulses were delivered using the Cliniporator™ (IGEA S.p.A,, Italy) with the
following parameters: 8-96 pulses at 400-1000V (910-1000 V/cm) of 100 us duration at
1-5000 Hz of repetition frequency or a single pulse for a single detected R-wave (ECG
synchronization). Electric impulses were synchronized with the ECG with Accusync
42 medical device (IGEA S.p.A., Carpij, Italy).

Table 2 reports the electrode configuration for each ECT session.
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Table 2. Electrode configuration for each treatment and overall survival results in terms of median and range values.

Patient Electrodes Configuration OS [Months] by Pain Assessed by DVPRS
No. Age Sex Geometry Model Ka}:ila;;\s/[ieseler PRE ECT 1;4005111;111 Il\)dot)ifhg
. 13 Treatments with Fixed Median Value Median Median Median
Median Value . Value Pre Value Pre Value Pre
Geometry and 12 Treatments with (Range) = 11.5
(Range) = 68 (34) . (Range) =6 (Range) =3 (Range) =2
Variable Geometry (1-74) 4.9) 2.4) (1.3)
1 48 M Hexagonal N-30-HG
2 63 F Hexagonal 1-40-HG
3 71 F Hexagonal N-30-HG
4 61 F Linear N-30-4B
5 72 F Hexagonal N-30-4B
6 80 F Hexagonal N-30-HG median 6 6 25 )
7 60 F Linear N-30-4B value )
8 62 F Linear N-30-4B (range) (1-74) (4-8) (2-4) (1-3)
9 67 M Hexagonal N-30-HG
10 57 M Hexagonal 1-40-HG
11 74 M Hexagonal H-30-ST
12 67 M Hexagonal I-40-HG
13 68 M Hexagonal 1-40-HG
Multiple
14 79 M single-needle in a VGD1240
variable geometry
Multiple
15 71 M single-needle in a VGD1240
variable geometry median b o5 X ,
Multiple value )
16 80 M single-needle in a VGD1240 (range) (2-48) (4-9) (2-4) (1-3)
variable geometry
Multiple
17 82 M single-needle in a VGD1230
variable geometry
Multiple
18 62 F single-needle in a VGD1230
variable geometry
Multiple
19 63 F single-needle in a VGD1230
variable geometry
Multiple
20 64 F single-needle in a VGD1240
variable geometry
Multiple
21 68 F single-needle in a VGD1230
variable geometry
Multiple
22 70 F single-needle in a VGD1230
variable geometry
Multiple
23 81 M single-needle in a VGD1230
variable geometry
Multiple
24 79 F single-needle in a VGD1230
variable geometry
Multiple
25 64 F single-needle in a VGD1230

variable geometry

Note. OS: overall survival; DVPRS: Defense and Veterans Pain Rating Scale; PRE ECT: Before Electrochemotherapy
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2.3. Imaging Techniques

As established in the protocol, the patients underwent magnetic resonance imaging (MRI)
and/or computed tomography (CT) and fluorodeoxyglucose position emission tomography
(18F-FDG-PET) scans to baseline (before ECT) and post-ECT treatment at 1, 3, 6 and 12 months.
The assessment at 1 month was for early response evaluation. Long-term follow-up was
carried out with radiological imaging obtained every three months in the time thereafter. In
this study, we considered the radiological findings at 1 and 6 months by ECT.

Magnetic Resonance (MR) and CT Protocol: 1.5T MR scanner (Magnetom Symphony,
Siemens Medical System, Erlangen, Germany) equipped with a phased-array body coil
was used for MRI acquisition. Morphological and functional sequences were performed,
and details were reported in our previous study [28].

Sixty-four-slice MDCT scanner (Optima 660, GE Healthcare, Chicago, IL, USA) was
used for non-contrast-enhanced phase and triple-phase contrast-enhanced CT scans; details
were reported in Granata et al. manuscript [28].

Magnetic Resonance and CT Image Analysis: The images acquired before and after
ECT were randomly and independently reviewed by four blinded observers with at least
10 years’ experience in MR and CT image interpretation of the pancreas. The response to
ECT was evaluated according the RECIST 1.1 criteria [28-30]. For CT images, the response
to ECT was evaluated according to the Choi criteria [31]. For functional MR analysis, we
refer to our previously published article [28].

18F-fluorodeoxyglucose Positron Emission Tomography (18F-FDG PET) Data Acquisition
and Images Analysis: 18F-FDG PET/CT studies were acquired 60 min after the administration
of 300-385 MBq of FDG either with a Siemens ECAT EXACT 47 or a General Electric DST 600
PET-CT scanner. All calibrations on the scanners were regularly performed to obtain accurate
FDG Standardized Uptake Value (SUV) readings. Patients fasted for at least 6 h, and blood
glucose level was <150 mg/dL. Each patient underwent the baseline and the pre-operative
study on the same scanner. Irregular volumes of interest (VOIs) were semi-automatically drawn
by the expert investigator on orthogonal planes using a dedicated workstation and software
using an arbitrary threshold, as reported previously [32,33]. For each patient, both studies were
analyzed at the same time in order to minimize discrepancies in VOI positioning. For each
study, maximum standardized uptake values (SUVmax) of the pancreas lesion were recorded.
The analysis of 18F-FDG PET /CT results was performed by comparing measurements obtained
in the pancreatic lesion at baseline (SUV1) and after treatment (SUV2). This change was
expressed as the percentage of SUV reduction (ASUV = (SUV1-SUV2)/SUV1 x 100). Objective
therapeutic responses were defined according to PERCIST 1.0 [32,33].

Local disease control rate (LDCR) represents the percentage of patients who have
achieved complete response, partial response and stable disease.

2.4. Statistical Analysis

Data were expressed in terms of median value and range. Pain was assessed using
the Defense and Veterans Pain Rating Scale (DVPRS) [34] with 10 levels (0 = No pain;
1 = Hardly noticeable pain; 2 = Noticeable pain, but does not interfere with activities; 3 = Somewhat
distracting pain; 4 = Distracting pain, but does not affect normal activities; 5 = Pain interrupts
some activities; 6 = Hard to ignore pain, avoidance of daily activities; 7 = Pain is the main
focus of attention, prevents daily activities; 8 = Awful pain, difficult to do anything; 9 =
Unbearable pain, cannot do anything; 10 = As bad as pain can be, nothing else matters). Pain
evaluation was performed pre-ECT, after 1 month and after 6 months of ECT. Percentage of
LDCR was reported. A chi-squared test was used to verify statistically significant differences
in percentage values. A Mann-Whitney U test and Kruskal- Wallis test were performed to
verify statistically significant differences between independent groups. Overall survival from
ECT date estimates were calculated with Kaplan—Meier analysis.

A p value < 0.05 was considered statistically significant.

All analyses were performed using Statistics Toolbox of Matlab R2007a (The Math-
Works Inc., Natick, MA, USA).
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3. Results
3.1. Primary Endpoint Outcome (Local Disease Control and Overall Survival)

The median time between basal imaging assessment and ECT (range 7-14) was 9 days.
The median time between ECT and first follow-up radiological assessment was 36 days
(range 31-43), while between ECT and second radiological follow-up, assessment was
189 days (range 154-209). Twenty-five patients with a histological diagnosis of pancreatic
adenocarcinoma were treated with ECT: 14/25 (56%) patients with tumors in the head of
the pancreas and 11/25 (44%) patients with body/neck pancreatic tumors (Table 1). Needle
electrodes with linear configurations were used in 3/25 (12%) patients, while electrodes
with hexagonal configurations in 10/25 (40%) patients. Twelve patients (48%) were treated
with multiple insertions of a single needle in a variable geometry configuration (Table 2).

Overall survival (OS) results by Kaplan-Meier analysis in terms of median value was
11.5 months (range 1-74 months). In the group of patients treated with fixed geometry OS,
the median value (range values 1-74 months) was 6 months, while in the group of patients
treated with variable geometry, the OS median value was 12 months (range 2-50 months,
Table 2 and Figure 3). Therefore, there was a difference between the group treated with
fixed geometry and the group treated with variable geometry with an improvement of
overall survival of 4.5 months in the variable geometry group. However, this difference
was not statistically significant using the Mann-Whitney U test (p value = 0.18). Figure 4
shows the boxplot of overall survival values between the two groups.

According to the abovementioned criteria for treatment response assessment, 1 month
after ECT, 19/25 (76.0%) patients were in PR and 5/25 (20%) patients were in SD, while for
1 patient, the imaging was not available because of early exitus before the first follow-up
(Table 3). Therefore, a LDCR of 96% (24/25) was reached one month after ECT.

Kaplan-Meier estimate of survival function

1.2 a) 1.2 b)

Data
95% confidence interval
1 1 Median time 11.75

Estimated survival function
S

Estimated survival function
°
>

L

. | . i B
0 10 20 30 40 5 60 70 0 10 20 30 40
Time Time

Figure 3. Overall survival curve (months) by Kaplan-Meier analysis in the two groups treated,
respectively, with fixed (a) and variable geometry (b).

70
60
50
40
30

10 V—r—ﬁLJ 4_<

Fixed Geometry Variable Geometry

Figure 4. Boxplot of overall survival values in months in the two groups treated, respectively, with
fixed and variable geometry.
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Table 3. Tumor size before and after electrochemotherapy for individual patients evaluated by magnetic resonance and computed tomography.
Patient Tumor Size Tumor Response After 1 Month by ECT Treatment Tumor Response After 6 Months by ECT Treatment
1s1t0 R;acc;io- ACT lslt0 R_adio- AMR Rjisspo:s_e 2nld Radli- ACT 2nld Racili- AMR Rgssposs_e
CT MR E gl Largest glca Largest sess o ogica Largest o ogica Largest Sess
No. Evalua- Diame. AHU  Evalua- Diame. ASUVmax ment Evalua- Diame. AHU  Evalua- Diame. ASUVmax ment
(mm) (mm) tion after ¢ (%) tion After P (%) According  tion After ¢ (%) tion After P (%) According
ECT(CT); () ECT (MR); () toGranata ECT(CT); (o) ECT MR); (o) to Granata
Size (mm) ° Size (mm) ° etal. [27]  size (mm) ° size (mm) ° etal. [27]
1 99 95 90 11.6 22.7 87 8.4 —177.8 PR - - - - - - -
2 43 48 38 9.1 40.4 43 10.4 - PR - - - - - - -
3 59 64 54 8.5 34 57 11.5 38.5 PR 28 52.5 54.6 27 57.7 - PR
4 22 26 19 13.6 7.8 23 2 - PR 42 -90.9 25.9 - - - PR
5 51 49 49 3.9 48.7 - - - PR 50 2 43.6 - - - PR
6 48 - 45 6.3 18.9 - - - PR - - - - - - -
7 33 - 24 27.3 49.5 - - - PR - - - - - - -
8 30 - 22 26.7 51.6 - - - PR - - - - - - -
9 99 - - - - - - - - - - - - - - -
10 56 - 46 17.9 426 - - 100.0 PR - - - - - - -
11 56 58 59 —54 49.1 51 12.1 66.5 SD 36 35.7 43.2 37 36.2 84.0 PR
12 63 68 55 12.7 6.8 55 19.1 —-17.9 SD 57 9.5 12.4 50 26.5 18.9 SD
13 28 30 28 6.7 444 24 20 46.8 PR 35 -25 36.9 - - 21.3 PR
14 50 41 46 8 44.8 38 7.3 44.8 PR 58 —16 76.3 36 12.2 100.0 PR
15 35 34 56 —60 83.3 - - - PR - - - - - - -
16 53 - 49 7.5 234 - - - PR - - - - - - -
17 64 55 49 234 35.5 46 16.4 18.8 PR 60 6.3 239 42 23.6 - PR
18 51 51 66 —29.4 40 65 —9.8 17.0 PR - - - - - - -
19 53 53 50 5.7 44 49 7.5 32.3 PR 36 32.1 45.8 - - 55.0 PR
20 54 50 53 19 13.3 50 0 274 SD - - - - - - -
21 - 35 - - - 35 0 —13.6 SD - - - 20 429 432 PR
22 40 41 43 —-7.5 46.6 42 —24 - PR 10 75 48.9 - - - PR
23 40 - 37 7.5 35.8 - - —12.1 PR 55 —37.5 14.5 - - - SD
24 36 20 36 0 54.1 35 —75.0 47.0 PR 25 30.6 327 20 - PR
25 52 65 54 —3.8 12.4 62 4.6 2.7 SD 60 —154 12.9 60 7.7 - SD

Note. ECT: electrochemotherapy; CT: computed tomography; MR: magnetic resonance; ACT: variation of the largest diameter on CT between pre- and post-treatment; AMR: variation of the largest diameter on
CT between pre-and post-treatment; ASUVmax: variation of the SUVmax between pre- and post-treatment; PR = partial response; SD = stable disease
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Six months after the ECT, 11/25 (44%) patients were still in PR and 3/25 (12%) resulted
in SD, while for 11/25 (44%) patients the imaging was not available because of early exitus
before the second follow-up (Table 3). Therefore, a LDCR of 56% (14/25) was reached
six months after ECT. The group of patients treated with fixed geometry had a LDCR of
46% (6/13), while in the group treated with variable geometry, the LDCR was 67% (8/12)
(p value > 0.05).

Figure 5 reports representative images before and after treatment of a patient treated
with fixed geometry. After treatment, on MR images, there were not significant differences
in signal intensity and lesion size; after six months from ECT, the HASTE T2 weighted
(T2-W) sequence shows again a stable disease in terms both of signal intensity and lesion
size. On CT, both after one month and after six months from ECT, there was not a significant
reduction of the density and lesion size. Instead, 18F-FDG PET/CT evaluation detected
a reduction of glucose uptake both after 1 month and after 6 months of ECT. However,
according to data, the patient, after one month and after six months from ECT, was classified
as having stable disease.

Figure 5. Head pancreatic cancer patient treated with fixed geometry. Before treatment, the arrow
identifies the lesion on the HASTE T2-W sequence (A); after treatment the lesion (arrow) shows
non-significant differences in signal intensity and size in (B) (one month after treatment) and in (C)
(six months after treatment). In addition, non-significant difference on the CT study between pre- (D)
and post-treatment was observed both after one month (E) and after six months by ECT (F). Instead,
PET evaluation between pre- (G) and post-treatment detected a reduction of glucose uptake both
after 1 month (H) and after 6 months (I) by ECT. According to data, the patient, after one month and
after six months, was classified to be in stable disease by ECT.

Figure 6 reports representative images before and after treatment of a patient treated
with variable geometry. After one month, on MR images, there were not significant
differences in signal intensity and lesion size, while, after six months from ECT, the HASTE
T2-W sequence showed significant differences in signal intensity and lesion size. On the CT
study, after one month, the lesion appeared more hypodense, and after six months, there
was a significant reduction of the lesion size. In addition, 18F-FDG PET/CT evaluation
between pre- and post-treatment detected a reduction of glucose uptake both after 1 month
and after 6 months from ECT. According to data, the patient, after one month and after six
months from ECT, was classified as a partial response.
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Figure 6. Patient with adenocarcinoma of the pancreatic head treated with variable geometry. Before
treatment, the arrow identifies the lesion on the HASTE T2-W sequence (A); after one month of
treatment, on the HASTE T2-W sequence (B), there were not significant differences in signal intensity
and lesion size; after six months from ECT, the HASTE T2-W sequence (C) showed significant
differences in signal intensity and lesion size. In the pancreatic phase of the CT study (D), the lesion
appeared hypodense (arrow). After one month of treatment, the lesion appeared more hypodense
(E); after six months of treatment, on CT (F), there was also a significant reduction of the lesion size.
Also, PET evaluation between pre- (G) and post-treatment detected a reduction of glucose uptake
both after 1 month (H) and after 6 months (I) by ECT. According to data, the patient, after one month
and after six months, was classified to be in partial response by ECT.

3.2. Secondary Endpoints Assessment (Feasibility and Safety)

As shown in Table 2, ECT was well-tolerated, and abdominal pain was rapidly re-
solved (4-8 days; median range 6.5 days). Figure 7 shows a boxplot of DVPRS pre-ECT,
1 month after and 6 months after ECT (p value < 0.01 at Kruskal-Wallis test). Serious ad-
verse events that were electrochemotherapy-related had not occurred. Heart abnormalities
were not reported during EP pulse delivery. Only one patient in the series had a tran-
sient, self-limiting, supraventricular arrhythmia. No significant arrhythmias or myocardial
ischemia after ECT were detected.

During or following ECT, clinically significant hemodynamic or serum biologic
changes were not observed. A slight increase in lipase levels of all patients was registered,
but they returned to normal within 72 h, while no significant elevations in serum amylase
were present. No one had bleeding or damage surrounding viscera or vascular structures.

3/25 (12%) patients, with biliary stents, had venous stasis of the duodenum reported
by CT, one month after ECT.

13/25 (52%) patients reported hyperpyrexia with rapid resolution in 1-3 days. 7/25
(28%) patients, one month after ECT, saw delayed gastric emptying without clinically
significant signs, as reported by CT and MR. The delayed gastric emptying did not re-
quire treatment.
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Figure 7. Boxplot of Defense and Veterans Pain Rating Scale (DVPRS) assessed pre-, after 1 month
and after 6 months of ECT.

Ascites was observed in 8/25 (32%) patients after treatment, while pleural effusion
was present in 6/25 (24%) patients. Both ascites and pleural effusion were probably due
to the pancreatic inflammation induced by the treatment, did not require treatment and
resolved spontaneously.

Computed tomography and MR images at one month after ECT showed splenic in-
farction without thrombosis of the splenic vessels (Table 4, which did not require treatment.
The median duration of hospitalization was 11.7 days (range 7-19).

Table 4. Feasibility and Safety results.

Complications after Treatment 13 Treatments with Fixed 12 Treatments with
P Geometry Variable Geometry
hyperpyrexia 7/13 (53.8%) 6/12 (50.0%)
Delayed gastric emptying without 4/13 (30.8%) 3/12 (25.0%)
clinically significant signs
ascites 6/13 (46.1%) 2/12 (16.7%)
splenic infarction w1.thout thrombosis 3/13 (23.1%) 0/12 (0%)
of the splenic vessels
pleural effusion 4/13 (30.8%) 2 (16.7%)

4. Discussion

Adenocarcinoma of the pancreas is the one of the most common and aggressive forms
of cancer, and surgical resection is often the unique, potentially curative treatment option.
When possible, resection plus chemotherapy is the treatment of choice in order to increase
survival. The most common complications after pancreatoduodenectomy are pancreatic
fistula, which represent the major source of morbidity [35,36]. About 40% of the patients
died of septic and hemorrhagic complications following pancreatic fistula, and the current
derivative surgical techniques (pancreatico-jejunostomy, pancreatico-gastrostomy and duct
occlusion) proposed to manage the pancreatic stump are still debated [35,36]. Recent
therapeutic approaches are aimed to obtained tumor debulking or interstitial ablation after
the failure of first-line treatments in locally advanced and metastatic pancreatic cancer [5-8]
because current standard therapies such as radiotherapy and chemotherapy alone or in
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combination are efficacious only in a limited group of patients. In addition, radiotherapy
combined with chemotherapy can be considered to treat locally advanced, unresectable
pancreatic cancer with methods such as stereotactic body radiotherapy [37-39]. In our
population, the patients had not undergone radiotherapy; however, an interesting future
study could be to assess electrochemotherapy versus radiotherapy in locally advanced
patients not suitable for surgery without progressive disease.

Some initial clinical studies of different thermal ablation techniques were associated
with significant morbidity and mortality as a result of duodenum or peripancreatic vessel
damage [10,11]. For these reasons, their adoption was limited and non-thermal alternative
ablative approaches for treatment of LAPC were followed. Techniques in which short, high-
voltage pulses are applied to tissues to permeabilize the cell membranes reversibly and
temporarily (ECT) [14-16] or irreversibly, causing cell death (irreversible electroporation,
IRE) [38—42] have been tested in clinical trials. The cell membrane can be permeabilized,
though the optimal mechanism through which electrical pulses permeabilize the cell
membrane is not completely understood from a frequency or repetition standpoint, with
outcomes depending on pulse amplitude, duration and the number of pulses [14,15,40].

Electrochemotherapy and IRE can be both safely used to treat LAPC patients. Vital
structures such as larger blood vessels, nerves or viscera are not damaged by ECT [14,15],
and IRE does not involve significant risk of pancreatitis or surrounding vascular injury-
thrombosis [43—45]. Irreversible electroporation combined with chemotherapy represents
a new treatment modality of patients with LAPC and shows an improved efficacy in
terms of cancer-specific survival (CSS) and progression-free survival (PFS) rates compared
with chemotherapy alone [46]. Many studies seem to confirm that induction therapy
followed by IRE can improve survival of LAPC patients. A total of 132 patients with LAPC
underwent induction chemotherapy followed by IRE, and an improvement of OS and PFS
were obtained in comparison to chemotherapy alone [47]. This combined treatment for
LAPC is a safe treatment and as suggested by Yang “for well-selected patients, IRE can
achieve encouraging survival outcomes” [48]. This result was confirmed by Martin et al. in
a study on 200 patients with LAPC treated with IRE alone (1 = 150) or pancreatic resection
plus IRE for margin enhancement (n = 50). Addition of IRE to induction chemotherapy
and chemoradiation therapy results in substantially prolonged survival compared with
historical controls [49].

Holland et al. [50] treated 152 patients with IRE in LAPC with open technique fol-
lowing the American Hepato-Pancreato-Biliary Association (AHPBA) Registry Protocols.
All patients underwent successful IRE. Morbidity and mortality were 18% and 2%, re-
spectively, with 19 (13%) patients experiencing severe adverse events. Nine (6%) patients
presented with local recurrence. Median PFS and OS from diagnosis were 22.8 months and
30.7 months respectively.

The combination of IRE with established multi-agent therapy is safe and demonstrates
encouraging survival among patients with LAPC. IRE is associated with a low rate of
serious adverse events and has been optimized for more widespread adoption through the
standardized protocols available through the AHPBA registry [50].

In this study, we used reversible electroporation. The feasibility and effectiveness
of electrochemotherapy on deep tumors was already shown [18,23-25,51], and the safety
and feasibility of ECT on pancreatic tumors was reported in our previous work [18]. No
side effects nor major complications, no clinically relevant elevation of amylase and lipase
levels nor evidence of clinical pancreatitis were observed in the treated patients.

Electrochemotherapy is definitely a promising technique for cancer treatment [16,22,24]
but how to assess treated tumor response is still the problem [52-64]. In fact, as highlighted
in our preliminary experience, the RECIST 1.1, using the variation of largest diameter both
on CT and MR images, did not provide an appropriate patient stratification in responders
or non-responders after ECT [22]. The RECIST criteria restrictions in the assessment of
residual viable tumors of treated hepatocellular carcinoma (HCC) and in gastrointestinal
stromal tumors (GIST) are well known [32]. Electrochemotherapy potentiates the cytotoxic
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effect of chemotherapy and therefore, the Choi criteria would appear to be more suitable
for early treatment evaluation [34,49].

In our cohort, overall survival was 11.5 months in terms of median value. Interestingly,
in the group of 13 patients treated with fixed geometry electrodes, OS was 6 months, while
in the group of 12 patients treated with needles in variable geometry, the OS median value
was 12 months. Therefore, an improvement of overall survival of 4.5 months in the group
of patients treated with customized treatment was observed. Electrochemotherapy also
looks promising in terms of LDCR (percentage of patients who have achieved complete
and partial response and stable disease). One month after treatment, a LDCR of 96.0%
was reached, and six months after the ECT, a LDCR of 56.0% was reached. A local disease
control rate of 46% was observed in the group of patients treated with fixed geometry
versus 67% observed in the group treated with variable geometry, confirming an advantage
with this kind of electrode configuration.

Even if these differences were not statistically different, it is suggestive that a per-
sonalized treatment plan ensuring a more complete coverage of the tumoral lesion may
determine an improvement in local disease control and in overall survival as a consequence
of a more efficient and complete treatment. We believe that a study with a larger number
of patients will help confirm this evidence.

Our results confirmed that electrochemotherapy on LAPC can be performed safely
and feasibly. In fact, a good functional result was obtained without recording of side
effects or major complications. No evidence of clinical pancreatitis was present, although
in 8 patients, ascites was seen, and in 6 patients, pleural effusion, explainable as a result of
pancreatic inflammation induced by the treatment. There was no evidence of intraoperative
bleeding, no evidence of pancreatic fistula or damage to surrounding viscera except venous
stasis of the duodenum in three patients with biliary stents and delayed gastric emptying
in 7 patients without clinically significant signs. Moreover, the patients reported pain
reduction after 1 month and after 6 months from the treatment compared to preoperative
status as well as better quality of life.

None of our patients showed signs of thermal damage after ECT treatment. Thermal
damage has been described due to the high currents that are delivered by ECT [48]. In
our previous study, we observed that this is a main concern with needle electrodes that
have a very small diameter, and this shape can result in a very high local current density.
Hexagonal configuration has a better chance for the lesions falling at the center of the
electromagnetic field without a need for a very high local current density [22].

In addition to the sample size, a limitation of the study is the non-randomized nature
of the trial with the absence of a control group. A randomized trial, with the aim to
evaluate the efficacy of electrochemotherapy followed by conventional systemic treatment
as compared to only systemic treatment in LAPC in terms of objective response, is going to
start in our institute to fill this gap.

The use of ECT and IRE in deep cancer, e.g., liver and pancreas, currently requires
a laparotomy surgical approach and limits its applicability due to the risks associated
with open surgery. Hopefully, in the future, thanks to the technical advances of a new
generation of electrodes, it might be possible to perform ECT laparoscopically with a
minimally invasive approach instead of standard open laparotomy.

5. Conclusions

Electrochemotherapy on LAPC can be performed safely and feasibly. A good func-
tional result was obtained without recording of side effects or major complications.

Electrochemotherapy obtained good results in terms of the local disease control rate
in LAPC and was potentially able to improve overall survival.

A lower percentage of local disease control rate was observed in the group of patients
treated with fixed geometry versus the group treated with variable geometry, suggesting
an advantage with this kind of electrode configuration. Even if these differences were
not statistically different, it suggests that personalized treatment planning, with multiple
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insertions with variable geometry ensuring a more complete coverage of the tumoral lesion,
may determine both an improvement in local disease control and in overall survival.

Author Contributions: Conceptualization: FI.; methodology, FI.,, VG, RE, VD, AP, SL., M.P,
V.A., A B, ST, A A, Renato Patrone; Raffaele Palaia; formal analysis, R.F.; investigation, F.I.,, V.G.,
RFE,VD,AP,SL,MP,VA, AB,S.T, A.A, Renato Patrone; formal analysis, R.F.; data curation,
V.G.; writing—original draft preparation, FI.; writing—review and editing, R.F. and V.D. Each author
have participated sufficiently in any submission to take public responsibility for its content.

Funding: No funding.

Institutional Review Board Statement: The study was approved by the local ethical committee
(research registry 60).

Informed Consent Statement: All patients enrolled have signed the informed consent.

Conflicts of Interest: The authors have no conflict of interest to be disclosed. D’Alessio V. and Fusco
R. work for Igea SpA.

References

1. Siegel, R,; Naishadham, D.; Jemal, A. Cancer statistics, 2013. CA A Cancer . Clin. 2013, 63, 11-30. [CrossRef] [PubMed]

2. Cancer Research UK. Pancreatic Cancer Statistics. 2010. Available online: http://www.cancerresearchuk.org/cancerinfo/
cancerstats/types/pancreas (accessed on 18 October 2020).

3. Granata, V.; Fusco, R.; Catalano, O.; Setola, S.V.; Castelguidone, E.D.L.D.; Piccirillo, M.; Palaia, R.; Grassi, R.; Granata, F.;
1zzo, F; et al. Multidetector computer tomography in the pancreatic adenocarcinoma assessment: An update. Infect. Agents
Cancer 2016, 11, 1-7. [CrossRef]

4. Conroy, T.; Desseigne, E.; Ychou, M.; Bouché, O.; Guimbaud, R.; Bécouarn, Y.; Adenis, A.; Raoul, J.-L.; Gourgou-Bourgade, S.;
De La Fouchardiere, C.; et al. FOLFIRINOX versus Gemcitabine for Metastatic Pancreatic Cancer. N. Engl. . Med. 2011, 364,
1817-1825. [CrossRef]

5. Von Hoff, D.D,; Ervin, T.; Arena, EP,; Chiorean, E.G.; Infante, J.; Moore, M.; Seay, T.; Tjulandin, S.A.; Ma, WW.; Saleh, M.N.; et al.
Increased Survival in Pancreatic Cancer with nab-Paclitaxel plus Gemcitabine. N. Engl. |. Med. 2013, 369, 1691-1703. [CrossRef]
[PubMed]

6. Arcidiacono, P.G.; Carrara, S.; Reni, M.; Petrone, M.C.; Cappio, S.; Balzano, G.; Boemo, C.; Cereda, S.; Nicoletti, R.;
Enderle, M.D,; et al. Feasibility and safety of EUS-guided cryothermal ablation in patients with locally advanced pancreatic
cancer. Gastrointest. Endosc. 2012, 76, 1142-1151. [CrossRef]

7. Pai, M. Endoscopic ultrasound guided radiofrequency ablation, for pancreatic cystic neoplasms and neuroendocrine tumors.
World ]. Gastrointest. Surg. 2015, 7, 52-59. [CrossRef] [PubMed]

8. Crowley, ].M. Electrical Breakdown of Bimolecular Lipid Membranes as an Electromechanical Instability. Biophys. J. 1973, 13,
711-724. [CrossRef]

9. Neumann, E.; Rosenheck, K. Permeability changes induced by electric impulses in vesicular membranes. J. Membr. Biol. 1972, 10,
279-290. [CrossRef] [PubMed]

10. Granata, V.; Castelguidone, E.D.L.D.; Fusco, R.; Catalano, O.; Piccirillo, M.; Palaia, R.; Izzo, F,; Gallipoli, A.D.; Petrillo, A.
Irreversible electroporation of hepatocellular carcinoma: Preliminary report on the diagnostic accuracy of magnetic resonance,
computer tomography, and contrast-enhanced ultrasound in evaluation of the ablated area. La Radiol. Med. 2015, 121, 122-131.
[CrossRef]

11. Granata, V.; Fusco, R.; Catalano, O.; Piccirillo, M.; De Bellis, M.; 1zzo, E.; Petrillo, A. Percutaneous Ablation Therapy of
Hepatocellular Carcinoma With Irreversible Electroporation: MRI Findings. Am. J. Roentgenol. 2015, 204, 1000-1007. [CrossRef]

12.  Zimmermann, U,; Pilwat, G.; Riemann, F. Dielectric Breakdown of Cell Membranes. Biophys. |. 1974, 14, 881-899. [CrossRef]

13. Sugar, I.; Neumann, E. Stochastic model for electric field-induced membrane pores electroporation. Biophys. Chem. 1984, 19,
211-225. [CrossRef]

14.  Mir, LM.; Orlowski, S. Mechanisms of electrochemotherapy. Adv. Drug Deliv. Rev. 1999, 35, 107-118. [CrossRef]

15.  Gehl, J. Electroporation: Theory and methods, perspectives for drug delivery, gene therapy and research. Acta Physiol. Scand.
2003, 177, 437-447. [CrossRef]

16. Jaroszeski, M.].; Dang, V.; Pottinger, C.; Hickey, J.; Gilbert, R.; Heller, R. Toxicity of anticancer agents mediated by electroporation
in vitro. Anti Cancer Drugs 2000, 11, 201-208. [CrossRef]

17. lerardi, AM.; Lucchina, N.; Petrillo, M.; Floridi, C.; Piacentino, F; Bacuzzi, A.; Fonio, P.; Fontana, F.; Fugazzola, C,;
Brunese, L.; et al. Systematic review of minimally invasive ablation treatment for locally advanced pancreatic cancer. Radiol. Med.
2014, 119, 483-498. [CrossRef]

18. Liu, Y,; Wang, Y,; Tang, W,; Jiang, M.; Li, K,; Tao, X. Multiparametric MR imaging detects therapy efficacy of radioactive seeds

brachytherapy in pancreatic ductal adenocarcinoma xenografts. Radiol. Med. 2018, 123, 481-488. [CrossRef]


http://doi.org/10.3322/caac.21166
http://www.ncbi.nlm.nih.gov/pubmed/23335087
http://www.cancerresearchuk.org/cancerinfo/cancerstats/types/pancreas
http://www.cancerresearchuk.org/cancerinfo/cancerstats/types/pancreas
http://doi.org/10.1186/s13027-016-0105-6
http://doi.org/10.1056/NEJMoa1011923
http://doi.org/10.1056/NEJMoa1304369
http://www.ncbi.nlm.nih.gov/pubmed/24131140
http://doi.org/10.1016/j.gie.2012.08.006
http://doi.org/10.4240/wjgs.v7.i4.52
http://www.ncbi.nlm.nih.gov/pubmed/25914783
http://doi.org/10.1016/S0006-3495(73)86017-5
http://doi.org/10.1007/BF01867861
http://www.ncbi.nlm.nih.gov/pubmed/4667921
http://doi.org/10.1007/s11547-015-0582-5
http://doi.org/10.2214/AJR.14.12509
http://doi.org/10.1016/S0006-3495(74)85956-4
http://doi.org/10.1016/0301-4622(84)87003-9
http://doi.org/10.1016/S0169-409X(98)00066-0
http://doi.org/10.1046/j.1365-201X.2003.01093.x
http://doi.org/10.1097/00001813-200003000-00008
http://doi.org/10.1007/s11547-014-0417-9
http://doi.org/10.1007/s11547-018-0867-6

J. Clin. Med. 2021, 10, 1305 15 of 16

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.
32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Spratt, D.E.; Spratt, E.A.G.; Wu, S.; DeRosa, A.; Lee, N.Y.; Lacouture, M.E.; Barker, C.A. Efficacy of Skin-Directed Therapy for
Cutaneous Metastases From Advanced Cancer: A Meta-Analysis. J. Clin. Oncol. 2014, 32, 3144-3155. [CrossRef]

Girelli, R.; Prejano, S.; Cataldo, I.; Corbo, V.; Martini, L.; Scarpa, A.; Claudio, B. Feasibility and safety of electrochemotherapy
(ECT) in the pancreas: A pre-clinical investigation. Radiol. Oncol. 2015, 49, 147-154. [CrossRef]

Granata, V.; Fusco, R.; Piccirillo, M.; Palaia, R.; Lastoria, S.; Petrillo, A.; Izzo, F. Feasibility and safety of intraoperative elec-
trochemotherapy in locally advanced pancreatic tumor: A preliminary experience. Eur. J. Inflamm. 2014, 12, 467-477. [CrossRef]
Granata, V.; Fusco, R.; Piccirillo, M.; Palaia, R.; Petrillo, A.; Lastoria, S.; 1zzo, F. Electrochemotherapy in locally advanced
pancreatic cancer: Preliminary results. Int. J. Surg. 2015, 18, 230-236. [CrossRef]

Tarantino, L.; Busto, G.; Nasto, A.; Fristachi, R.; Cacace, L.; Talamo, M.; Accardo, C.; Bortone, S.; Gallo, P.; Tarantino, P,; et al. Per-
cutaneous electrochemotherapy in the treatment of portal vein tumor thrombosis at hepatic hilum in patients with hepatocellular
carcinoma in cirrhosis: A feasibility study. World |. Gastroenterol. 2017, 23, 906-918. [CrossRef]

Tafuto, S.; Von Arx, C.; De Divitiis, C.; Maura, C.T.; Palaia, R.; Albino, V.; Fusco, R.; Membrini, M.; Petrillo, A.; Granata, V.; et al.
Electrochemotherapy as a new approach on pancreatic cancer and on liver metastases. Int. J. Surg. 2015, 21, 78-82. [CrossRef]
[PubMed]

Mir, LM.; Gehl, J.; Sersa, G.; Collins, C.G.; Garbay, J.-R.; Billard, V.; Geertsen, P.E; Rudolf, Z.; O’Sullivan, G.C.; Marty, M.
Standard operating procedures of the electrochemotherapy: Instructions for the use of bleomycin or cisplatin administered either
systemically or locally and electric pulses delivered by the CliniporatorTM by means of invasive or non-invasive electrodes. Eur.
J. Cancer Suppl. 2006, 4, 14-25. [CrossRef]

Gehl, J.; Sersa, G.; Matthiessen, L.W.; Muir, T.; Soden, D.; Occhini, A.; Quaglino, P.; Curatolo, P.; Campana, L.G.; Kunte, C.; et al.
Updated standard operating procedures for electrochemotherapy of cutaneous tumours and skin metastases. Acta Oncol. 2018,
57,874-882. [CrossRef]

Probst, U.; Fuhrmann, I; Beyer, L.; Wiggermann, P. Electrochemotherapy as a New Modality in Interventional Oncology: A
Review. Technol. Cancer Res. Treat. 2018, 17, €1533033818785329. [CrossRef] [PubMed]

Granata, V.; Fusco, R.; Setola, S.V.; Piccirillo, M.; Leongito, M.; Palaia, R.; Granata, F,; Lastoria, S.; Izzo, F.; Petrillo, A. Early
radiological assessment of locally advanced pancreatic cancer treated with electrochemotherapy. World |. Gastroenterol. 2017, 23,
4767-4778. [CrossRef] [PubMed]

Eisenhauer, E.A.; Therasse, P; Bogaerts, ].; Schwartz, L.H.; Sargent, D.; Ford, R.; Dancey, J.; Arbuck, S.; Gwyther, S,;
Mooney, M.; et al. New response evaluation criteria in solid tumours: Revised RECIST guideline (version 1.1). Eur. J. Cancer 2009,
45,228-247. [CrossRef]

Lencioni, R.; Llovet, J. Modified RECIST (mRECIST) Assessment for Hepatocellular Carcinoma. Semin. Liver Dis. 2010, 30, 52-60.
[CrossRef]

Choi, H. Response Evaluation of Gastrointestinal Stromal Tumors. Oncology 2008, 13, 4-7. [CrossRef] [PubMed]

Hyun, J.O.; Lodge, M.A.; Wahl, R.L. Practical PERCIST: A Simplified Guide to PET Response Criteria in Solid Tumors 1.0.
Radiology 2016, 280, 576-584. [CrossRef]

Avallone, A.; Aloj, L.; Caraco, C.; DelRio, P; Pecori, B.; Tatangelo, F; Scott, N.; Casaretti, R.; Di Gennaro, F.; Montano, M.; et al.
Early FDG PET response assessment of preoperative radiochemotherapy in locally advanced rectal cancer: Correlation with
long-term outcome. Eur. |. Nucl. Med. Mol. Imaging 2012, 39, 1848-1857. [CrossRef] [PubMed]

Defense and Veterans Pain Rating Scale. Available online: https://www.dvcipm.org/clinical-resources/defense-veterans-pain-
rating-scale-dvprs/ (accessed on 18 October 2020).

Conzo, G.; Gambardella, C.; Tartaglia, E.; Sciascia, V.; Mauriello, C.; Napolitano, S.; Orditura, M.; De Vita, F.; Santini, L. Pancreatic
fistula following pancreatoduodenectomy. Evaluation of different surgical approaches in the management of pancreatic stump.
Literature review. Int. J. Surg. 2015, 21, 4-9. [CrossRef]

Mauriello, C.; Polistena, A.; Gambardella, C.; Tartaglia, E.; Orditura, M.; De Vita, F.; Santini, L.; Avenia, N.; Conzo, G. Pancreatic
stump closure after pancreatoduodenectomy in elderly patients: A retrospective clinical study. Aging Clin. Exp. Res. 2016, 29,
35-40. [CrossRef]

Reyngold, M.; Parikh, P.; Crane, C.H. Ablative radiation therapy for locally advanced pancreatic cancer: Techniques and results.
Radiat. Oncol. 2019, 14, 95. [CrossRef] [PubMed]

Sajjad, M.; Batra, S.; Hoffe, S.; Kim, R.; Springett, G.; Mahipal, A. Use of Radiation Therapy in Locally Advanced Pancreatic
Cancer Improves Survival. Am. J. Clin. Oncol. 2018, 41, 236-241. [CrossRef]

Suker, M.; Nuyttens, ].J.; Eskens, F.A.; Haberkorn, B.C.; Coene, P-P.L.; Van Der Harst, E.; Bonsing, B.A.; Vahrmeijer, A.L.;
Mieog, J.D.; Swijnenburg, R.J.; et al. Efficacy and feasibility of stereotactic radiotherapy after folfirinox in patients with locally
advanced pancreatic cancer (LAPC-1 trial). EClinicalMedicine 2019, 17, 100200. [CrossRef] [PubMed]

Philips, P.; Hays, D.; Martin, R.C.G. Irreversible Electroporation Ablation (IRE) of Unresectable Soft Tissue Tumors: Learning
Curve Evaluation in the First 150 Patients Treated. PLoS ONE 2013, 8, €76260. [CrossRef]

Deodhar, A.; Dickfeld, T.; Single, G.W.; Hamilton, W.C.; Thornton, R.H.; Sofocleous, C.T.; Maybody, M.; Génen, M.; Rubinsky, B.;
Solomon, S.B. Irreversible Electroporation Near the Heart: Ventricular Arrhythmias Can Be Prevented with ECG Synchronization.
Am. ]. Roentgenol. 2011, 196, 330-335. [CrossRef]


http://doi.org/10.1200/JCO.2014.55.4634
http://doi.org/10.1515/raon-2015-0013
http://doi.org/10.1177/1721727X1401200308
http://doi.org/10.1016/j.ijsu.2015.04.055
http://doi.org/10.3748/wjg.v23.i5.906
http://doi.org/10.1016/j.ijsu.2015.04.095
http://www.ncbi.nlm.nih.gov/pubmed/26123385
http://doi.org/10.1016/j.ejcsup.2006.08.003
http://doi.org/10.1080/0284186X.2018.1454602
http://doi.org/10.1177/1533033818785329
http://www.ncbi.nlm.nih.gov/pubmed/29986632
http://doi.org/10.3748/wjg.v23.i26.4767
http://www.ncbi.nlm.nih.gov/pubmed/28765698
http://doi.org/10.1016/j.ejca.2008.10.026
http://doi.org/10.1055/s-0030-1247132
http://doi.org/10.1634/theoncologist.13-S2-4
http://www.ncbi.nlm.nih.gov/pubmed/18434631
http://doi.org/10.1148/radiol.2016142043
http://doi.org/10.1007/s00259-012-2229-2
http://www.ncbi.nlm.nih.gov/pubmed/23053320
https://www.dvcipm.org/clinical-resources/defense-veterans-pain-rating-scale-dvprs/
https://www.dvcipm.org/clinical-resources/defense-veterans-pain-rating-scale-dvprs/
http://doi.org/10.1016/j.ijsu.2015.04.088
http://doi.org/10.1007/s40520-016-0657-8
http://doi.org/10.1186/s13014-019-1309-x
http://www.ncbi.nlm.nih.gov/pubmed/31171025
http://doi.org/10.1097/COC.0000000000000261
http://doi.org/10.1016/j.eclinm.2019.10.013
http://www.ncbi.nlm.nih.gov/pubmed/31891135
http://doi.org/10.1371/journal.pone.0076260
http://doi.org/10.2214/AJR.10.4490

J. Clin. Med. 2021, 10, 1305 16 of 16

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

Appelbaum, L.; Ben-David, E.; Faroja, M.; Nissenbaum, Y.; Sosna, J.; Goldberg, S.N. Irreversible Electroporation Ablation:
Creation of Large-Volume Ablation Zones in in Vivo Porcine Liver with Four-Electrode Arrays. Radiology 2014, 270, 416-424.
[CrossRef]

Thomson, K.R.; Cheung, W.; Ellis, S.J.; Federman, D.; Kavnoudias, H.; Loader-Oliver, D.; Roberts, S.; Evans, P.; Ball, C.; Haydon, A.
Investigation of the Safety of Irreversible Electroporation in Humans. J. Vasc. Interv. Radiol. 2011, 22, 611-621. [CrossRef]
Bower, M.; Sherwood, L.; Li, Y.; Martin, R. Irreversible electroporation of the pancreas: Definitive local therapy without systemic
effects. J. Surg. Oncol. 2011, 104, 22-28. [CrossRef]

Weiss, M.].; Wolfgang, C.L. Irreversible electroporation: A novel pancreatic cancer therapy. Curr. Probl. Cancer 2013, 37, 262-265.
[CrossRef] [PubMed]

He, C.; Huang, X.; Zhang, Y.; Cai, Z.; Lin, X,; Li, S. Comparison of Survival Between Irreversible Electroporation Followed by
Chemotherapy and Chemotherapy Alone for Locally Advanced Pancreatic Cancer. Front. Oncol. 2020, 10, 6. [CrossRef]

He, C.; Wang, J.; Zhang, Y.; Lin, X.; Li, S. Irreversible electroporation after induction chemotherapy versus chemotherapy alone
for patients with locally advanced pancreatic cancer: A propensity score matching analysis. Pancreatology 2020, 20, 477-484.
[CrossRef] [PubMed]

Yang, P-C.; Huang, K.-W,; Pua, U,; Kim, M.-D.; Li, S.-P; Li, X.-Y.; Liang, P.-C. Prognostic factor analysis of irreversible
electroporation for locally advanced pancreatic cancer—A multi-institutional clinical study in Asia. Eur. J. Surg. Oncol. (EJSO)
2020, 46, 811-817. [CrossRef]

Martin, R.C.G.; Kwon, D.; Chalikonda, S.; Sellers, M.; Kotz, E.; Scoggins, C.; McMasters, K.M.; Watkins, K. Treatment of 200
Locally Advanced (Stage III) Pancreatic Adenocarcinoma Patients with Irreversible Electroporation. Ann. Surg. 2015, 262, 486-494.
[CrossRef]

Holland, M.M.; Bhutiani, N.; Kruse, E.J.; Weiss, M.].; Christein, ].D.; White, R.R.; Huang, K.-W.; Martin, R.C. A prospective,
multi-institution assessment of irreversible electroporation for treatment of locally advanced pancreatic adenocarcinoma: Initial
outcomes from the AHPBA pancreatic registry. HPB 2019, 21, 1024-1031. [CrossRef]

Edhemovic, I; Brecelj, E.; Gasljevic, G.; Music, M.M.; Gorjup, V.; Mali, B.; Jarm, T.; Kos, B.; Pavliha, D.; Kuzmanov, B.G.; et al.
Intraoperative electrochemotherapy of colorectal liver metastases. J. Surg. Oncol. 2014, 110, 320-327. [CrossRef]

Tirkes, T.; Hollar, M.A.; Tann, M.; Kohli, M.D.; Akisik, F.; Sandrasegaran, K. Response Criteria in Oncologic Imaging: Review of
Traditional and New Criteria. Radiographics 2013, 33, 1323-1341. [CrossRef] [PubMed]

Teissie, J.; Escoffre, ].-M.; Paganin, A.; Chabot, S.; Bellard, E.; Wasungu, L.; Rols, M.; Golzio, M. Drug delivery by electropulsation:
Recent developments in oncology. Int. J. Pharm. 2012, 423, 3-6. [CrossRef]

Maurea, S.; Caleo, O.; Mollica, C.; Imbriaco, M.; Mainenti, PP,; Palumbo, C.; Mancini, M.; Camera, L.; Salvatore, M. Comparative
diagnostic evaluation with MR cholangiopancreatography, ultrasonography and CT in patients with pancreatobiliary disease.
Radiol. Med. 2009, 114, 390-402. [CrossRef]

Manfredi, R.; Bonatti, M.; D'Onofrio, M.; Mehrabi, S.; Salvia, R.; Mantovani, W.; Pozzi Mucelli, R. Incidentally discovered benign
pancreatic cystic neoplasms not communicating with the ductal system: MR/MRCP imaging appearance and evolution. Radiol.
Med. 2013, 118, 163-180. [CrossRef]

Gusmini, S.; Nicoletti, R.; Martinenghi, C.; Caborni, C.; Balzano, G.; Zerbi, A.; Rocchetti, S.I.; Arcidiacono, P.G.; Albarello, L.; De
Cobelli, F; et al. Arterial vs pancreatic phase: Which is the best choice in the evaluation of pancreatic endocrine tumours with
multidetector computed tomography (MDCT)? Radiol. Med. 2007, 112, 999-1012. [CrossRef]

Camera, L.; Paoletta, S.; Mollica, C.; Milone, E.; Napolitano, V.; De Luca, L.; Faggiano, A.; Colao, A.; Salvatore, M. Screening of
pancreaticoduodenal endocrine tumours in patients with MEN 1: Multidetector-row computed tomography vs. endoscopic
ultrasound. Radiol. Med. 2011, 116, 595-606. [CrossRef]

Hu, S.; Huang, W,; Lin, X.; Wang, Y.; Chen, K.M.; Chai, W. Solid pseudopapillary tumour of the pancreas: Distinct patterns of
computed tomography manifestation for male versus female patients. Radiol. Med. 2014, 119, 83-89. [CrossRef]

Liu, Y,; Xu, X.Q.; Lin, X.Z.; Song, Q.; Chen, K.M. Prospective study comparing two iodine concentrations for multidetector
computed tomography of the pancreas. Radiol. Med. 2010, 115, 898-905. [CrossRef]

Hu, S.; Lin, X.; Song, Q.; Chen, K. Solid pseudopapillary tumour of the pancreas in children: Clinical and computed tomography
manifestation. Radiol. Med. 2012, 117, 1242-1249. [CrossRef] [PubMed]

Graziani, R.; Frulloni, L.; Cicero, C.; Manfredi, R.; Ambrosetti, M.C.; Mautone, S.; Pozzi Mucelli, R. Bull's-eye pattern of pancreatic-
duct stones on multidetector computed tomography and gene-mutation-associated pancreatitis (GMAP). Radiol. Med. 2012, 117,
1275-1286. [CrossRef] [PubMed]

Ametrano, G.; Riccitiello, F.; Amato, M.; Formisano, A.; Muto, M.; Grassi, R.; Valletta, A.; Simeone, M. Analisi anatomiche di
molari mandibolari pre- e post-strumentazione con Reciproc mediante uTC [uCT analysis of mandibular molars before and after
instrumentation by Reciproc files]. Recenti Prog Med. 2013, 104, 420-424. [CrossRef] [PubMed]

Nardone, V.; Reginelli, A.; Guida, C.; Belfiore, M.P,; Biondi, M.; Mormile, M.; Banci Buonamici, F.; Di Giorgio, E.; Spadafora, M.;
Tini, P; et al. Delta-radiomics increases multicentre reproducibility: A phantom study. Med. Oncol. 2020, 37, 38. [CrossRef]
Reginelli, A.; Capasso, R.; Petrillo, M.; Rossi, C.; Faella, P.; Grassi, R.; Belfiore, M.P; Rossi, G.; Muto, M.; Muto, P; et al. Looking
for Lepidic Component inside Invasive Adenocarcinomas Appearing as CT Solid Solitary Pulmonary Nodules (SPNs): CT
Morpho-Densitometric Features and 18-FDG PET Findings. Biomed Res Int. 2019, 2019, 1-9. [CrossRef] [PubMed]


http://doi.org/10.1148/radiol.13130349
http://doi.org/10.1016/j.jvir.2010.12.014
http://doi.org/10.1002/jso.21899
http://doi.org/10.1016/j.currproblcancer.2013.10.002
http://www.ncbi.nlm.nih.gov/pubmed/24331180
http://doi.org/10.3389/fonc.2020.00006
http://doi.org/10.1016/j.pan.2020.02.009
http://www.ncbi.nlm.nih.gov/pubmed/32131993
http://doi.org/10.1016/j.ejso.2019.12.006
http://doi.org/10.1097/SLA.0000000000001441
http://doi.org/10.1016/j.hpb.2018.12.004
http://doi.org/10.1002/jso.23625
http://doi.org/10.1148/rg.335125214
http://www.ncbi.nlm.nih.gov/pubmed/24025927
http://doi.org/10.1016/j.ijpharm.2011.09.038
http://doi.org/10.1007/s11547-009-0374-x
http://doi.org/10.1007/s11547-012-0837-3
http://doi.org/10.1007/s11547-007-0201-1
http://doi.org/10.1007/s11547-011-0636-2
http://doi.org/10.1007/s11547-013-0327-2
http://doi.org/10.1007/s11547-010-0544-x
http://doi.org/10.1007/s11547-012-0854-2
http://www.ncbi.nlm.nih.gov/pubmed/22744358
http://doi.org/10.1007/s11547-012-0888-4
http://www.ncbi.nlm.nih.gov/pubmed/23090249
http://doi.org/10.1701/1315.14589
http://www.ncbi.nlm.nih.gov/pubmed/24042421
http://doi.org/10.1007/s12032-020-01359-9
http://doi.org/10.1155/2019/7683648
http://www.ncbi.nlm.nih.gov/pubmed/30733967

	Introduction 
	Materials and Methods 
	Study Population 
	Treatment Protocol 
	Imaging Techniques 
	Statistical Analysis 

	Results 
	Primary Endpoint Outcome (Local Disease Control and Overall Survival) 
	Secondary Endpoints Assessment (Feasibility and Safety) 

	Discussion 
	Conclusions 
	References

