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Background. Electrochemotherapy is a treatment for tumours in the skin,
both primary and metastatic. The international Network for sharing
practices on Electrochemotherapy (InspECT) group gathers information on
treatment outcomes in a common database with defined, outcome pa-
rameters in order to improve and guide the use of Electrochemotherapy
(ECT). Over a period of 10 years we have investigated the effectiveness of
ECT in cutaneous melanoma metastasis and identified factors which affect
the outcome.
Methods. 20 treatment centers across Europe have treated and uploaded
melanoma data to the InspECT database. Patients were given intra-
tumoural or intravenous Bleomycin followed by the application of electric
pulses to the tumour nodules, under local or general anaesthesia. Up to 7
tumor lesions were registered for each patient. Response rates were
investigated in relation to tumour size, choice of electrode type, and route
of bleomycin administration, as well as previous irradiation to the treated
lesions.
Results. 246 patients with metastatic melanoma were identified from the
database, 203 of which had follow-up data of 60 days or more. 161 of these
patients (80 %) experienced an overall response (complete response +
partial response ¼ OR). 679 lesions were treated, with an overall response
seen in 571 lesions (84 %), and a complete response seen in 453 lesions (67
%). In multivariate analysis, factors positively associated with overall
response were coverage of deep margins, absence of visceral metastases,
presence of lymphoedema, and treatment of non-irradiated areas. These
factors significantly influenced treatment efficacy. Factors significant
associated with a complete response to ECT treatment were: coverage of
deep margins, previous irradiation of treated area, and tumour size (<3
cm). One-year overall survival in this cohort of patients was 67% (C.I. 95%:
57%-77%), whilst melanoma specific survival was 74% (C.I. 95%: 64%-84%).
No serious adverse events were reported, and the treatment was in general
very well tolerated.
Conclusion. ECT is a highly effective local treatment for cutaneous mela-
nomametastases, with no severe adverse effects. In the presence of certain
clinical factors, ECT may be considered for local tumour control as an
alternative to established local treatments, or as an adjunct to systemic
treatments.
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Background: The aim of this trial is to evaluate the potency of short-term
neoadjuvant cytoreductive therapy with dabrafenib and trametinib (BRAF
and MEK inhibitor respectively) to allow radical surgical resection in pa-
tients with unresectable BRAF-mutated, locally advanced stage III or oli-
gometastatic stage IV melanoma.
Patients and methods: A total of 25 patients with BRAF-mutated, unre-
sectable locally advanced stage III or oligometastatic stage IV (�3 metas-
tases) melanoma will be treated with dabrafenib and trametinib for 8
weeks. Response evaluation by positron emission tomography/computed
tomography (PET/CT) will occur at 2 and 8 weeks. If sufficient downsizing
occurs, surgical resection will be performed. Biopsies for translational
research will be taken at baseline and 2 weeks. The dissection specimen
will be stored at 8 weeks.
Results: Currently 17 patients have been included. Of these, 2 patients
showed progressive disease upon treatment and did not proceed to sur-
gery. In 14/15 (93%) patients resection was possible after neoadjuvant
treatment, of which 13 (93%) were R0 resections. Median follow-up time is
22 months with a median recurrence free survival of 9 months in patients
undergoing surgery. The 1-year overall survival (OS) was 88% and 2-year
OS 59%. Median OS was not reached.Metabolic response rates on PET/CT
after 8 weeks were: 4 (24%) CR, 11 (65%) PR, 0 (0%) SD, 2 (12%) PD. Path-
ologic response rates differed: 6 (35%) CR, 5 (29%) PR, 3 (19%) SD, 0 (0%) PD
and in 3 patients (18%) no pathologic response was measured, since no
resectionwas performed. In 6 patients a more favorable outcome was seen
in the pathologic response rates, compared to metabolic response rates.
Most patients (82%) experienced any toxicity, of which the majority (64%)
was grade 1 and the most common reported toxicity was fever. Grade 3
toxicity occurred in 2 patients (12%).
Conclusions:Neoadjuvant dabrafenib and trametinib shows to be a potent
cytoreductive treatment, allowing radical resection of metastases in 13/17
(76%) patients with prior unresectable locally advanced melanoma. Dif-
ferences were seen between metabolic response rate on PET/CT and
pathologic response rate, where in most patients pathologic response was
more favorable than metabolic response. Patients with no recurrent dis-
ease remained disease-free for a prolonged period of time. If recurrent
disease did occur, this was usually seen within months after surgery. This
may present an opportunity for further tailored adjuvant therapy, for
which we would propose continuation of dabrafenib and trametinib, or
switch to immunotherapy in case of insufficient response.
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Background: Intraperitoneal (ip) chemotherapy is a promising treatment
option for peritoneal malignancy. However, even with cytoreductive sur-
gery and hyperthermia, bolus ip chemotherapy for 30e60 minutes may
not be sufficiently effective for gastric cancer with peritoneal metastasis.
We have developed a new multidisciplinary treatment with long-term
normothermic ip and systemic chemotherapy, using paclitaxel (PTX) or
docetaxel (DOC) for ip administration via an ip port, combined with gas-
trectomy after response to chemotherapy. These drugs have pharmacoki-
netic properties that allow high local concentration, and rarely cause
adhesions in the peritoneal cavity. Here we report the results of 10 clinical
trials completed between 2006 and 2018 and a retrospective study of
surgery after response to chemotherapy.
Material and methods: We performed phase I clinical trials of five com-
bination chemotherapy regimens: S-1/PTX plus ip PTX, S-1/oxaliplatin plus
ip PTX, S-1/cisplatin plus ip PTX, capecitabine/cisplatin plus ip DOC, and
FOLFOX plus ip PTX. We completed single- or multicenter phase II clinical
trials of the first three regimens and a multicenter phase III PHOENIX-GC
trial comparing S-1/PTX plus ip PTX with standard systemic chemo-
therapy. Additionally, we retrospectively evaluated the safety and efficacy
of gastrectomy in three multicenter phase II and III trials.
Results: In phase I trials, recommended doses of weekly ip PTX and ip DOC
were determined to be 20e40 mg/m2 and 10 mg/m2, respectively, with
systemic dose-limiting toxicities. In phase II trials, the median durations of
protocol treatment were 18e33 weeks. The 1-year overall survival rates
were 72%e78%, and the negative conversion rates on peritoneal cytology
were 68%e86%. The common grade 3/4 adverse events were leukopenia
(8%e28%), neutropenia (21%e50%), anemia (9%e29%), and anorexia (0%e
25%). PHOENIX-GC trial narrowly failed to show statistical superiority of S-
1/PTX plus ip PTX over S-1 plus cisplatin (p¼0.080; hazard ratio [HR] 0.72,
95% confidence interval [CI] 0.49e1.04). However, the exploratory analysis
adjusting for the baseline imbalance in the amount of ascites between the
arms suggested clinical benefits (HR 0.59, 95% CI 0.39e0.87). Out of 222
patients treated with ip chemotherapy in three multicenter trials, 93 pa-
tients (42%) underwent gastrectomy after disappearance or marked
shrinkage of peritoneal metastasis. The median survival times of patients
with and without surgery were 26.3 months (95% CI 21.3e34.2 months)
and 12.3 months (95% CI 11.3e13.1 months), respectively. Postoperative
complications of Clavien-Dindo grade IIeIVa occurred in 10 patients, with
no treatment-related deaths.
Conclusions: Multidisciplinary treatment with long-term ip and systemic
chemotherapy combined with gastrectomy is safe and effective for gastric
cancer patients with peritoneal metastasis.
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Background. Nearly one third of esophageal cancer patients show a
pathologically complete response in their resection specimens after neo-
adjuvant chemoradiotherapy (nCRT) according to CROSS regimen. This
raises questions whether all patients benefit from surgery or if active
surveillance can be applied to patients with a clinically complete response
(cCR) after nCRT. This retrospective-multicenter propensity matched study
compared outcomes of patients with a cCR after nCRT undergoing active
surveillance or standard surgery.
Material and Methods. Patients that refused surgery after nCRT between
2012-2017 from 4 hospitals were included. For the standard surgery group,
patients from the preSANO trial were enrolled. A cCR was defined as en-
doscopies with multiple (bite-on-bite) biopsies, EUS-FNA and PET-CT
showing no residual disease 6 and 12 weeks after completion of nCRT.
Optimal propensity-score matching generated a matched cohort (1:2)
matched for age, comorbidities, cT, cN, histology of the tumor and biopsy
type. For comparison of severity of complications according to Clavien-
Dindo (CD) classification, a separate optimal propensity-score matching
cohort was generated (1:2) for all patients in the active surveillance group
that underwent surgery.
Primary outcome was overall survival, secondary outcomes were rate of
radically resected tumors, distant dissemination rate and rate of post-
operative complications according to the CD-classification.
Results. 75 patients were identified of whom 50 patients underwent
standard surgery and 25 patients underwent active surveillance. 13 of 25
patients in the active surveillance group underwent surgery for locore-
gional recurrent disease. Median follow-up was 23.7 months for the
standard surgery group and 18.8 months for the active surveillance group.
There was no statistically significant difference between the groups in
overall survival (HR¼0.48, 95%C.I. 0.10e2.2,P¼0.96). In both groups, all
tumors were radically resected. There were no statistically significant
differences in distant dissemination rate between the active surveillance
and standard surgery group (16.0% versus 22.0%,P¼0.76) or in severity of
complications (CD�3;46.2% versus 23.1%,P¼0.16).
Conclusion. There was no statistically significant difference in overall
survival, distant dissemination rate and severity of complications between
patients undergoing standard surgery or active surveillance after nCRT.
However, since sample sizes were small, especially for the severity of
complications, these results should be interpreted with caution.
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