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Abstract: The antitumor activity of chitooligosaccharides has been suggested. This phase 2 trial
evaluated the efficacy and safety of T-ChOS™, in addition to adjuvant chemotherapy, in patients after
resection of pancreatic ductal adenocarcinoma (PDAC). In this single-center, randomized, double-
blind, placebo-controlled trial using patients ≥18 years of age after complete macroscopic resection
for PDAC, patients were randomly assigned (1:1) to either a continuous oral T-ChOS group or a
placebo group, in combination with gemcitabine (GEM) and oral capecitabine (CAP), for a maximum
of six cycles. The primary endpoint was disease-free survival (DFS). Recruitment was stopped
prematurely in July 2018, with 21 of planned 180 patients included, due to poor accrual and because
modified FOLFIRINOX replaced GEM/CAP for the target population. Nine patients received T-ChOS
and twelve received the placebo. The median DFS was 10.8 months (95% CI 5.9–15.7) for the T-ChOS
arm and 8.4 months (95% CI 0–21.5) in the placebo arm. Overall, seven patients (78%) in the T-ChOS
arm and eight patients (67%) in the placebo arm experienced at least one grade 3–4 treatment-related
adverse event, most frequently neutropenia. Altogether, the addition of T-ChOS to chemotherapy in
patients after resection of PDAC seems safe. However, the clinical benefit cannot be assessed due to
the premature cessation of the trial.

Keywords: adjuvant chemotherapy; chitinase 3-like 1 protein; chitooligosaccharide; pancreatic
cancer; YKL-40

1. Introduction

Pancreatic cancer is one of the leading causes of cancer-related death in Western
countries, with an estimated number of deaths of 92,100 in Europe [1] and 47,050 in the
United States, in 2020 [2]. Resection is the only potentially curative treatment; however,
only 20% of patients present with resectable disease [3]. For patients that undergo resection
of the tumor followed by adjuvant chemotherapy, 5-year survival rates up to 29% have
been reported in randomized trials over the past two decades [4–6].
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Chitooligosaccharides (COS) are oligomers that are depolymerized from chitosan, a
natural nontoxic biopolymer produced by the deacetylation of chitin, which is a major
component of the shells of crustaceans. COS have been reported to possess a range
of beneficial biological effects, including antimicrobial, antioxidant, anti-inflammatory,
immunostimulatory, and the inhibition of tumor proliferation [7–9]. COS suppress the
growth of various cancer cells in vitro, such as prostate, lung, hepatocellular, and colon
cancer [10–12]. In vivo, COS have been shown to inhibit tumor growth of HepG2 xenografts,
and in a Lewis lung carcinoma (LLC)-bearing mouse model, COS inhibited tumor growth
as well as the development of lung metastasis [13]. In addition, COS have been reported to
inhibit tumor growth of colorectal cancer cells in mice models in vivo [14]. Thus, treatment
with COS has been the topic of several preclinical studies in the cancer field because of
their ability to reduce chronic inflammation, inhibit tumor angiogenesis, and stimulate the
immune system. In general, COS are expected to be safe for humans to consume.

Tumor-promoting inflammation, one of the conceptual hallmarks of cancer devel-
opment and progression [15], has a major role in the development and progression of
pancreatic ductal adenocarcinoma (PDAC) [16,17]. Many proteins (e.g., Interleukin-6 (IL-6)
and YKL-40/chitinase 3-like 1 protein (CHI3L1)) secreted by cancer cells, macrophages,
neutrophils, and fibroblasts stimulate inflammation. IL-6 is a pleiotropic cytokine that
plays a major role in angiogenesis, cancer cell survival, chemotherapy resistance, and
the development of liver metastases [18–22]. YKL-40 regulates the vascular endothelial
growth factor and promotes angiogenesis, protects against apoptosis, and stimulates tumor
progression and metastasis [23]. Moreover, it has also been demonstrated that YKL-40 is
a highly conserved heparin-, chitin-, and collagen-binding glycoprotein belonging to the
glycosyl hydrolase family 18, although it lacks chitinase/hydrolase activity [23]. Several
studies also demonstrated that high circulating IL-6 and YKL-40 levels in patients with
different types of cancer, including PDAC, are associated with poor prognosis [24,25].
Recently, a role of CHI3L1/YKL-40 in resistance to gemcitabine (GEM) in PDAC treatment
has been suggested [26].

In this study, we used T-ChOS™, an oral nutritional supplement that is an optimized
mixture of heterooligosaccharides derived from chitin, and composed of two monomeric
moieties, glucosamine and N-acetyl glucosamine. T-ChOS chitooligosaccharides have been
selected due to their high bioactivity in inflammatory models and strong binding affinity to
YKL-40 [27]. The binding of T-ChOS to YKL-40 involves the heparin domain of YKL-40 [27].

We aimed to investigate GEM and capecitabine (CAP) with or without T-ChOS as
adjuvant therapy in patients with resected PDAC, with disease-free survival (DFS) as the pri-
mary endpoint. The study was prematurely terminated due to slow recruitment and strong
evidence that the combination chemotherapy with fluorouracil, folinic acid, irinotecan,
and oxaliplatin (modified FOLFIRINOX, with no bolus fluorouracil and 150–180 mg/m2

dose of irinotecan) is a more effective adjuvant therapy in patients after resection of PDAC
compared to GEM-based therapy [28]. We present the results of the final analysis for
the trial.

2. Materials and Methods
2.1. Study Population

Eligible patients were ≥18 years of age with histologically confirmed PDAC after
macroscopic complete resection (R0 and R1, according to National Danish guidelines [29]).
A maximum of 12 weeks between resection and treatment initiation was allowed. Addi-
tional criteria were the Eastern Cooperative Oncology Group (ECOG) performance status
(PS) 0–1 as well as the hematology and serum biochemistry (including creatinine, bilirubin,
and liver enzymes) values appropriate to receive chemotherapy. Presence of metastatic
or locally recurrent PDAC was an exclusion criterion. Prior neoadjuvant treatment or
other systemic or radiation therapy for PDAC were not allowed. Patients with prior ma-
lignancy were allowed, provided it was adequately treated basal carcinoma or squamous
cell carcinoma of the skin, or in situ cervix carcinoma or incidental prostate cancer (T1a,
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Gleason score ≤ 6, PSA < 0.5 ng/mL), or patients had a DFS of >5 years from any other
malignancy. Other exclusion criteria were: patients with a history of serious or concurrent
illness or uncontrolled medical disorder, any medical condition that might be aggravated
by chemotherapy or that could not be controlled, known or suspected allergy to the investi-
gational agents, patients receiving other investigational agents, inability to comply with
study procedures/schedule, and pregnant or nursing women. In addition, subjects that
required the use of anticoagulation therapy (unfractionated or low molecular weighted
heparin) were also considered ineligible.

2.2. Study Design and Objectives

The study was a single-center, randomized, double-blind, placebo-controlled phase 2
trial to investigate the efficacy and safety of the nutritional supplement T-ChOS in combi-
nation with adjuvant chemotherapy GEM/CAP in patients with surgically resected PDAC,
conducted at the Department of Oncology, Herlev and Gentofte Hospital, Herlev Denmark.
Patients were randomized 1:1 using permutated block randomization with stratification
based on the nodal status (lymph node negative versus lymph node positive) and resection
status (R0—tumor-free margin versus R1—microscopically positive margin).

The trial was prematurely closed for recruitment in July 2018, with 21 out of planned
180 patients included, due to poor accrual and because modified FOLFIRINOX replaced
GEM/CAP for the target population. Ongoing patients were unblinded, and apart from
intake of placebo, treatment, including chemotherapy, if applicable, and assessments were
continued as per the protocol.

The objective of the trial was to compare the efficacy, safety, and quality of life (QoL) of
patients receiving GEM/CAP/T-ChOS versus GEM/CAP/Placebo. The primary endpoint
was DFS. Secondary endpoints were overall survival (OS), safety, and tolerability of the
combinational treatment and QoL.

This study followed the Consolidated Standards of Reporting Trials (CONSORT)
reporting guidelines (Supplemental Table S1).

2.3. Study Treatment

In a blinded fashion, patients were to receive capsules of T-ChOS, or matched placebo,
600 mg daily for continuous oral intake. T-ChOS and placebo pharmaceuticals were
provided by Genís hf, Siglufjörður, Iceland, and both were encapsulated at the Central
Pharmacy for Capital Region of Denmark, Herlev. Upon confirmation of eligibility by the
investigator, central randomization was performed at the pharmacy, Herlev Hospital, and
patient-specific, blind-labelled study drugs were dispensed to the patients. Blinding was
maintained for patients and investigators until the premature end of recruitment. Backbone
chemotherapy consisted of intravenous administration of GEM 1000 mg/m2 on day 1,
day 8, and day 15 of every 28-day cycle, and oral intake of tablet CAP 830 mg/m2 twice daily
for 21 days out of the 28 days of a treatment cycle. Patients received GEM/CAP for a
planned total of 6 months/cycles, followed by continuation of the oral T-ChOS/placebo.
Patients could continue treatment with T-ChOS/placebo for a maximum of 5 years, or until
disease recurrence, death, unacceptable toxicity, or withdrawal of consent. Chemotherapy
was to be modified (delay/interruption/dose reduction) in case of significant hematological
and/or non-hematological toxicity, according to institutional standards. Dose reduction
of T-ChOS/placebo was not allowed. T-ChOS/placebo was to be discontinued in case of
thromboembolic event or requirement to start treatment with heparin.

2.4. Study Assessments and Procedures

Complete medical history and physical examination were required at baseline, as
well as electrocardiogram and appropriate laboratory tests to assess blood count; clinical
biochemistry, including serum CA 19-9; and C-reactive protein (CRP) levels. Evaluations
at baseline also included postoperative CT and/or MRI scan and PS assessment. Prior
to the start of a new cycle, the status of the patient was assessed by means of physical
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examination, PS, complete blood counts, and blood biochemical testing. Blood counts
and adverse events were assessed prior to each treatment. CT and/or MRI scans and
measurements of serum CA 19-9 levels were repeated every 3 months in the first year,
every 4 months in the second and third year, and every 6 months in successive years up to
five years, and/or until disease progression. Adverse events were graded according to the
National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0.
After disease recurrence, patients were followed for OS via electronical records.

2.5. Translational Research

Patients participating in the trial were asked if they would participate concomitantly in
the BIOPAC study (NCT03311776), a national biomarker study for patients with pancreatic
cancer. For patients that consented to participate in BIOPAC, additional IL-6 and YKL-40
analyses were performed prospectively and blinded to clinical data. Pretreatment and
planned longitudinal (before the second cycle, and at the timepoint of each CT evaluation)
serum concentrations of IL-6 were determined in duplicate by an enzyme-linked immuno-
sorbent assay (ELISA) (Human IL-6 Quantikine HS ELISA kit, Cat. #HS600, R&D Systems,
Abingdon, Oxon, UK) according to the manufacturers’ instructions. The detection limit
of the IL-6 ELISA is 0.01 ng/L and intra- and inter-assay coefficients of variations (CVs)
are ≤8% and ≤11%. The median serum IL-6 level in healthy subjects is 1.4 ng/L (5–95%
reference levels; 0.51–4.92 ng/L) [30]. Pretreatment and planned longitudinal (before
the second cycle, and at the timepoint of each CT evaluation) serum concentrations of
YKL-40 were determined by a commercial ELISA (MicroVue YKL-40 EIA, Cat. #8040,
Quidel, CA, USA). The detection limit of the YKL-40 ELISA is 10 µg/L. The intra-assay
and inter-assay CVs are <5% and <6%, respectively [31]. Serum CA19-9 was determined
using the Immulite 2000 GI-MA assay (Cat. #L2KG12, Siemens), which is a solid-phase,
two-site sequential chemiluminescent immunometric assay. Elevated serum CA19-9 is
defined as >37 × 103 IU/L. Serum C-reactive protein (CRP) was analysed using a Sentinel
CRP Ultra ready-to-use, liquid assay reagent using an immunoturbidimetric method on a
fully automated chemistry analyser (Kit-test SENTINEL CRP Ultra (UD), 11508 UD-2.0/02
2015/09/23, SENTINEL CH. SpA, Milano, Italy). The measurement range for CRP is
0.3–640 mg/L with an intra-assay CV of 3%, and an inter-assay CV of <15%. Elevated
serum CRP is defined as >10 mg/L.

2.6. QoL

QoL was assessed using the European Organization for Research and Treatment of
Cancer quality of life questionnaire (EORTC QLQ) C-30, version 3 (EORTC Quality of Life
Group, Brussels, Belgium) [32,33]. Patients were asked to fill in the EORTC QLQ-C30 at
baseline, and every 3 months in the first year, every 4 months in the second and third
year, and every 6 months in successive years up to five years. Scores were derived and
scaled from 0 to 100 according to the EORTC scoring manual [34]. Descriptive statistics
were employed to obtain mean values at the different timepoints. Baseline assessment was
compared between groups using t-tests.

2.7. Statistical Methods

Based on the assumption that the median DFS after adjuvant treatment with con-
ventional treatment was approximately 14 months, and a true hazard ratio (HR) for the
control arm relative to the experimental arm of 0.6, we needed to study 90 patients in each
treatment arm to be able to reject the null hypothesis that the experimental and control
survival curves were equal, with a power of 90% and a 10% significance level.

The primary endpoint was DFS, measured as the time from randomization to the
date of locoregional tumor recurrence and/or distant metastases, or death from any cause.
Patients without event at the point of final analysis were censored at the date of last CT
scan. Secondary endpoint was OS, measured as the time from randomization until death
from any cause. Patients still alive at the point of final analysis were censored at the last
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date known to be alive. Median survival times were estimated using the Kaplan–Meier
method, and differences in survival times were tested using the log-rank test. Proportional
hazards regression was used to estimate the effect of treatment on DFS. Descriptive methods
were used for patient characteristics, exposure to treatment, adverse events, and QoL. All
statistical analyses were performed with SPSS version 25. A two-sided p-value < 0.05 was
considered significant.

3. Results
3.1. Patient Inclusion

The trial was opened for recruitment in December 2016 and prematurely closed in July
2018 due to low accrual rate and because modified FOLFIRINOX replaced the GEM/CAP
combination as the standard adjuvant chemotherapy for fit patients after surgical resection
of PDAC, such as the target population for this trial. During that period, 43 potential
patients were recruited. At the time the recruitment was stopped, 21 of the planned
180 patients had been enrolled and randomized to receive treatment. Additionally, four pa-
tients consented to participate and were screened, however, they were not randomized due
to ineligibility, i.e., baseline scan showed locally advanced or metastatic disease (Figure 1).

Figure 1. Study CONSORT flow diagram. AE, adverse event; FU, follow-up; ITT, intent-to-treat.
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At the time of recruitment termination, 13 of the ongoing 15 patients were still receiving
treatment. The ongoing patients were informed about the possibility of unblind treatment
allocation, and all patients consented. Patients that received treatment with T-ChOS
(n = 5) could continue treatment as planned per protocol. Patients in both treatment arms
continued to receive backbone chemotherapy with GEM/CAP for the planned six cycles if
applicable (n = 2). The disease assessment was continued for all patients as per protocol.
The final unmasking at the time of analyses revealed that 12 patients had received the
placebo and 9 patients had received treatment with T-ChOS. The demographics and disease
characteristics in both arms are comparable as shown in Table 1.

Table 1. Patient characteristics.

T-ChOS
n = 9

Placebo
n = 12

All Included Patients
n = 21

Characteristics Number of Patients (%) Number of Patients (%) Number of Patients (%)

Median age, years (range) 68 (61–72) 71 (59–80) 71 (59–80)
Gender

Male 3 (33.3) 6 (50.0) 9 (42.9)
Female 6 (66.7) 6 (50.0) 12 (57.1)

ECOG Performance status
0 6 (66.7) 10 (83.3) 16 (76.2)
1 3 (33.3) 2 (16.7) 5 (23.8)

Resection status
R0 7 (77.8) 9 (75.0) 16 (76.2)
R1 2 (22.2) 3 (25.0) 5 (23.8)

Nodal status
Lymph node negative 1 (11.1) 3 (25.0) 4 (19.0)
Lymph node positive 8 (88.9) 9 (75.0) 17 (81.0)

Tumor stage AJCC/UICC 8th edition
IB 1 (11.1) 1 (8.3) 2 (9.5)
IIA 0 2 (16.7) 2 (9.5)
IIB 5 (55.6) 5 (41.7) 10 (47.6)
III 3 (33.3) 4 (33.3) 7 (33.3)

Localization of primary tumor
Head 8 (88.9) 8 (66.7) 16 (76.2)
Other 1 (11.1) 4 (33.3) 5 (23.8)

Type of resection
Whipple resection 7 (77.8) 6 (50.0) 13 (61.9)
Distal pancreatectomy 1 (1.11) 4 (33.3) 5 (23.8)
Total pancreatectomy 1 (11.1) 2 (16.7) 3 (14.3)

Tumor grade
Well differentiated 0 1 (8.3) 1 (4.8)
Moderately differentiated 5 (55.6) 6 (50.0) 9 (42.9)
Poorly differentiated 3 (33.3) 3 (25.0) 6 (28.6)
Unknown 1 (11.1) 2 (16.7) 3 (14.3)

Local invasion
No 0 2 (16.7) 2 (9.5)
Yes 7 (77.8) 9 (75.0) 16 (76.2)
Unknown 2 (22.2) 1 (8.3) 3 (14.3)

Perineural invasion
No 3 (33.3) 1 (8.3) 4 (19.0)
Yes 6 (66.7) 10 (83.3) 16 (76.2)
Unknown 0 1 (8.3) 1 (4.8)

Postoperative complication
No 5 (55.6) 8 (66.7) 13 (61.9)
Yes 3 (33.3) 4 (33.3) 7 (33.3)
Unknown 1 (11.1) 0 1 (4.8)

Time from surgery to randomization
Median days (range) 42 (29–50) 42 (28–87) 42 (28–87)

Baseline CA19-9
Median 103 IU/L (range) 20 (3–73) 44 (4–1430) 26 (3–1430)

3.2. Treatment

At the time of unblinding, the median actual exposure for patients receiving T-ChOS
was 276 days (range 73–399 days). For patients receiving the placebo, the median actual
exposure was 143 days (range 11–558) (Table 2). For all patients in the T-ChOS arm that
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stopped treatment (n = 8), the discontinuation was due to relapse of disease. In the placebo
arm, one patient had stopped treatment due to relapse of disease, six patients stopped
treatment at the time of unblinding, and five patients had discontinued treatment due to
adverse events, i.e., thromboembolic event that required treatment with heparin (n = 3),
or generalized rash (n = 2). The median number of cycles of GEM was six (range 1–6) in
both arms, with a median relative dose intensity of 89% in the T-ChOS arm and 86% in
the placebo arm. CAP was given for a median of six cycles (range 1–6) in the T-ChOS arm
and for a median of four cycles (range 1–6) in the placebo arm. The median relative dose
intensity for CAP was 65% in the T-ChOS arm and 73% in the placebo arm (Table 2). The
permanent discontinuation of all chemotherapy due to adverse events was necessary in 1
out of 9 patients in the T-ChOS arm, and in 4 out 12 patients in the placebo arm.

Table 2. Treatment exposure.

T-ChOS
n = 9

Placebo
n = 12

All Included Patients
n = 21

Gemcitabine
Median cycles received (range) 6 (1–6) 6 (1–6) 6 (1–6)
Patients receiving 6 cycles, n (%) 7 (77.8) 7 (58.3) 14 (66.7)
Median RDI % (range) 88.9 (33.3–100) 86.1 (38.9–100) 88.9 (33.3–100)
Patients with RDI >80%, n (%) 7 (77.8) 7 (58.3) 14 (66.7)

Capecitabine
Median cycles received (range) 6 (1–6) 4 (1–6) 5 (1–6)
Patients receiving 6 cycles, n (%) 5 (55.6) 5 (41.7) 10 (47.6)
Median RDI % (range) 65.3 (4.8–100) 73.1 (31.7–100) 69.7 (4.8–100)
Patients with RDI >80%, n (%) 3 (33.3) 4 (33.3) 7 (33.3)

T-ChOS™/Placebo
At time of unblinding

Median total exposure in days (range) 279 (73–402) 143 (11–589) 212 (11–589)
Median actual exposure in days (range) 276 (73–399) 143 (11–558) 212 (11–558)

At time of data cut-off
Median total exposure in days (range) 374 (212–1078) NA 284 (11–1078)
Median actual exposure in days (range) 374 (212–1078) NA 279 (11–1078)

RDI, relative dose intensity; Total exposure = last day of treatment − first day of treatment + 1; Actual exposure = last
day of treatment − first day of treatment + 1 − days with treatment interruption.

3.3. Efficacy

At the time of data cut-off (July 2020), one patient in the T-ChOS arm and four patients
in the placebo arm were recurrence-free. The median DFS was 10.8 months (95% CI 5.9–15.7)
for the T-ChOS arm and 8.4 months (95% CI 0–21.5) in the placebo arm (log-rank p = 0.57,
HR 1.34, 95% CI 0.49–3.69) (Figure 2a). The median OS was 33.9 months (95% CI 22.3–45.6)
in the T-ChOS arm and 31.3 months (95% CI not assessable) in the placebo arm (Figure 2b).

3.4. Safety

The safety profile of the study treatment was similar in both arms. The treatment-
related adverse events (Table 3) were characterized by the known side effects from the
background adjuvant chemotherapy combination of GEM/CAP. The most common hema-
tological toxicity was neutropenia, with grade 3–4 events for 44% of patients in the T-ChOS
arm and 58% of patients in the placebo arm. Fatigue and hand-foot syndrome was reported
for at least two thirds of patients in both arms were the most common non-hematological
toxicities. In addition, gastrointestinal toxicities, i.e., diarrhea, nausea, anorexia, and mu-
cositis, were commonly reported for approximately 50% of patients in both arms. Infections
were reported for 44% in the T-ChOS arm and 42% in the placebo arm. No treatment-related
deaths were observed. One female patient in the placebo arm developed breast cancer
approximately 18 months after the randomization in the trial. The event was considered
unrelated to the study treatment.
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Figure 2. Kaplan–Meier plot for disease-free survival (a) and overall survival (b).

Table 3. Treatment-related adverse events.

Gemcitabine + Capecitabine + T-ChOS
n = 9

Gemcitabine + Capecitabine + Placebo
n = 12

All Grades Grade 3–4 All Grades Grade 3–4

Any AE 9 (100) 7 (77.8) 12 (100) 11 (91.7)
Treatment-related AE 9 (100) 7 (77.8) 12 (100) 8 (66.7)

Anemia 3 (33.3) 1 (11.1) 2 (16.7) 0
Neutropenia 7 (77.8) 4 (44.4) 8 (66.7) 7 (58.3)
Febrile neutropenia 0 0 2 (16.7) 2 (16.7)
Thrombocytopenia 4 (44.4) 1 (11.1) 2 (16.7) 0

Fatigue 6 (66.7) 0 8 (66.7) 0

Diarrhea 6 (66.7) 1 (11.1) 7 (58.3) 0
Nausea 5 (55.6) 0 5 (41.7) 0
Vomiting 2 (22.2) 0 3 (25.0) 0
Anorexia 4 (44.4) 0 7 (58.3) 0
Mucositis 5 (55.6) 1 (11.1) 7 (58.3) 0
Other GI toxicity 1 (11.1) 0 1 (8.3) 0

Hand-Foot syndrome 7 (77.8) 0 9 (75.0) 1 (8.3)
Rash 1 (11.1) 0 4 (33.3) 0
Pruritus 1 (11.1) 0 0 0
Other skin toxicity 2 (22.2) 0 1 (8.3) 0

Flu-like symptoms 2 (22.2)0 0 2 (16.7) 0
Fever 2 (22.2) 0 3 (25.0) 0
Infection 4 (44.4) 0 5 (41.7) 1 (8.3)
Pneumonitis 1 (11.1) 1 (11.1) 0 0
Thrombophlebitis 1 (11.1) 0 1 (8.3) 0
Cerebral infarction 0 0 1 (8.3) 0
Chest pain-cardiac 0 0 1 (8.3) 0
Pain 2 (22.2) 0 2 (16.7) 0
Edema limbs 2 (22.2) 0 2 (16.7) 0
Myalgia 1 (11.1) 0 1 (8.3) 0
Hypokalemia 1 (11.1) 1 (11.1) 1 (8.3) 1 (8.3)
Injection site reaction 0 0 2 (16.7) 0
Peripheral sensory neuropathy 1 (11.1) 0 0 0
Dysuria 0 0 1 (8.3) 0
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3.5. Translational Research

Concomitantly, for translational research, we aimed to collect blood samples for
longitudinal analyses of serum YKL-40 and IL-6, additional to the routinely determined
serum CRP and CA19-9 concentrations. For logistic reasons, we failed to collect the samples
continuously as planned. The median values for serum concentrations of YKL-40, IL-6,
CRP, and CA19-9, together with the number of contributing samples, are presented in
Supplemental Table S2 for the assessment during the first 6 months. The distribution of
the particular values at the different timepoints during the first 6 months are displayed in
the graphs in Supplemental Figure S1. Due to the low number of patients, further formal
analyses were not performed.

3.6. Quality of Life

The compliance regarding the return of the QoL questionnaire was unfortunately very
low, especially for the post-baseline evaluations. Whereas at baseline, EORTC QLQ-C30
was answered by 9/9 patients in the experimental T-ChOS arm and 10/12 patients in the
placebo arm, a maximum of respectively 3 and 6 answered questionnaires were retrieved
at any of the post-baseline timepoints. Supplemental Table S3 presents simple descriptive
analyses of the global health status, and the five functional scales (symptom scales omitted)
at the timepoints up to 1 year after treatment started; however, a paired analysis to compare
timepoints was not performed due to the high proportion of missing assessments within the
small sample size. A t-test revealed a significant difference (p = 0.024) in the self-assessed
global health status, with mean values at 70.4 and 55.0 for patients in the T-ChOS arm and
in the placebo arm, respectively.

4. Discussion

This trial aimed to evaluate the antitumor activity of chitooligosaccharides, in combi-
nation with chemotherapy, in a randomized clinical trial. At the time of designing the trial,
the combination of GEM/CAP was chosen as backbone therapy for the adjuvant treatment
of patients after surgical resection of PDAC, based on the first results presented for the
ESPAC-4 trial [35]. However, we decided to close the recruitment period for the trial pre-
maturely, in July 2018, due to low recruitment, and after the presentation of data showing
that modified FOLFIRINOX was significantly more effective than GEM in combination
with CAP as adjuvant chemotherapy for fit patients after surgical resection of PDAC, such
as the target population for this trial [36]; modified FOLFIRINOX had subsequently been
implemented as standard adjuvant treatment at our site as well. Thus, this single-center
trial included 21 patients out of the planned 180 patients. For ethical reasons, we informed
and unblinded the ongoing patients. Patients that had received treatment with T-ChOS
continued treatment as per protocol, including the planned chemotherapy with GEM/CAP.
For patients in the placebo arm, the ongoing chemotherapy was continued as per protocol;
however, the intake of placebo capsules was discontinued. The assessment for the primary
endpoint, DFS, was continued for all patients as planned, though the blinding of treatment
allocation was voided.

Limited conclusions from this prematurely terminated trial can be drawn. The com-
bination of chemotherapy with oral nutritional supplement COS, such as T-ChOS, seems
feasible without additional toxicities. Noteworthy, five out of nine patients underwent
T-ChOS treatment for more than a year, without reporting side effects, after completion
of the backbone chemotherapy, underlining the safety of long-term exposure to COS as a
nutritional supplement. The observed median OS of 31.3 months (95% CI 23.3–39.3) overall
for the intent-to-treat population is in line with the 28 months reported for the GEM + CAP
arm in the ESPAC-4 trial [6]. Bearing in mind the low number of patients, it remains that the
median DFS seen in this trial is shorter than the 13.9 months observed for GEM + CAP in
the ESPAC-4 trial [6], or for that matter, those of approximately 13–14 months observed for
gemcitabine alone in both the ESPAC-4 and other trials [6,28,37]. This might partly reflect
the necessity of dose reduction, or even the premature discontinuation of the chemotherapy,
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due to the relatively high proportion of patients with hand-foot syndrome, as well as grad
3–4 neutropenia, in both arms of our trial. Moreover, we had no exclusion criteria concern-
ing the baseline/postoperative serum CA19-9 level as, for example, in CONKO-001 [37].
Thus, four patients with baseline serum CA19-9 of >2.5 × ULN were included, and these
were all randomized to the placebo arm. Postoperative serum CA19-9 has been shown to
be an independent predictor for OS [6,38]. The interpretation of our findings is limited
given the substantially reduced power for formal statistical testing. Hence, the suggested
antitumor or chemopreventive activity of COS could not be investigated properly. The
preclinical research, most recently reviewed by Zhai et al., suggests a range of applications
for COS in cancer treatment; however, clinical trials are missing [9]. Considering the favor-
able safety profile of COS, clinical trials conducted to investigate their antitumor activity
are warranted. At present, T-ChOS, or its successor product SimeCOS, are mostly used
as nutritional supplements, because of their anti-inflammatory activities. At our site, we
currently have another double-blind, randomized trial (VEK no. H-18036500) ongoing to
investigate whether SimeCOS can reduce musculoskeletal side effects, such as arthralgia
and myalgia, in breast cancer patients receiving adjuvant aromatase inhibitor therapy after
surgery. Furthermore, the simultaneous targeting of CHI3L1 and the programmed cell
death of protein-1/programmed death ligand-1 axis promoted cytotoxicity of CD8+ T cells
and tumor cell death [39]. Thus, a combined COS and checkpoint blockade could represent
a potential anticancer approach.

We acknowledge that adjuvant therapy for patients surgically resected for PDAC, and
recruiting these patients for clinical trials, remains challenging. Up to half of the patients
undergoing resection for PDAC did not receive adjuvant therapy for various reasons,
including postoperative clinical conditions, poor PS, and early disease progression [40–42].
Often, patients with PDAC have comorbidities, and the time from operation to the start of
adjuvant treatment is frequently prolonged due to the extensive nature of the surgery, which
is associated with a longer recovery time and the incidence of postoperative complications.
Additionally, the completion of planned adjuvant chemotherapy is often compromised
in patients with PDAC [43]. In the current trial, only 1 of 21 patients could complete
the planned six cycles of the adjuvant chemotherapy combination at the intended full
dose; whereas the remaining patients required dose reductions of either one or both drugs
(GEM/CAP) during early treatment. Valle et al. found, based on data from the ESPAC-3
trial, that timing of adjuvant chemotherapy played less important role and thus possible
delay for up to 12 weeks after operation was of no disadvantage in terms of survivals [44].
More important, the same group and others showed that completion of the full course of
the planned adjuvant chemotherapy is an independent favorable prognostic factor [44,45].
Compared to the GEM/CAP group in the ESPAC-4 trial, that reported a median dose
intensity of 83% for GEM and 78% for CAP [6], the median relative dose intensity in this
trial was similar for GEM, 89% for the combined groups, whereas the median relative dose
intensity for CAP was considerably lower, 70% for the combined groups.

In the original protocol, we intended to additionally investigate the QoL, and whether
serum YKL-40 and IL-6 levels are associated with clinical outcome. We recognize that
the restricted number of patients, and lack of longitudinal assessments, for proper paired
analyses make drawing conclusions difficult for this part of the trial, and any statement
should be made with caution. We found that serum YKL-40 concentrations showed a
tendency to increase when patients received T-ChOS, in line with the assumption that
YKL-40 is overexpressed to compensate for molecules bound by the experimental product
(Supplementary Figure S1a). With regards to QoL, in general, an increase in self-assessed
global health status, and almost all the functional scales, were noted in both arms during
adjuvant treatment.
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5. Conclusions

In conclusion, this study demonstrated that T-ChOS seems to be safe to use in con-
junction with adjuvant chemotherapy. The clinical efficacy endpoints of DFS and OS are
inconclusive due to the premature cessation of the trial.

Supplementary Materials: The following supporting information can be downloaded at: https:
//www.mdpi.com/article/10.3390/pharmaceutics14030509/s1, Trial protocol; Figure S1: Clustered
boxplot for YKL-40 (a), IL-6 (b), CA19-9 (c) and CRP (d) through 6 months of treatment; Table S1:
CONSORT 2010 checklist; Table S2: Changes in circulating biomarkers through 6 months of treatment;
Table S3: EORTC QLQ-C30 Global health status and functional scales

Author Contributions: Conceptualization, I.M.C., J.S.J. and D.L.N.; methodology, I.M.C., J.S.J. and
D.L.N.; formal analysis, S.T.; investigation, I.M.C., J.S.J., B.V.J., C.P.H. and J.P.H.; resources, S.V.E.;
writing—original draft preparation, S.T.; writing—review and editing, S.T., J.S.J., D.L.N., B.V.J., C.P.H.,
J.P.H., S.V.E. and I.M.C.; visualization, S.T. and I.M.C.; funding acquisition, I.M.C. All authors have
read and agreed to the published version of the manuscript.

Funding: The clinical trial was supported by the Department of Oncology, Herlev and Gentofte
Hospital. Genis hf. provided T-ChOS™/placebo and funding for the trial.

Institutional Review Board Statement: The trial was approved by the Danish Medicines Agency
and the Regional Scientific Ethics Committee (VEK no. H-16024064) and was conducted ethically
in accordance with the World Medical Association Declaration of Helsinki. Trial registration: EU
Clinical Trials Register: EudraCT no. 2014-001163-12; ClinicalTrials.gov Identifier: NCT02767752.

Informed Consent Statement: Written informed consent was obtained from all patients included in
the trial.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author.

Acknowledgments: The authors would like to thank the patients, their caregivers and all the health
partners at Herlev and Gentofte Hospital. Many thanks to the biomedical laboratory scientists
Charlotte Falk, Vibeke H. Holm and PhD student Astrid Z. Johansen for their assistance. The nurses
Julie Højlund and Hanne M. Michelsen are acknowledged for their contribution to inclusions of
patients, data registration, and sample collection.

Conflicts of Interest: SVE is employed at Genis hf. involved in the development and marketing
of T-ChOS™. The remaining authors have no conflict of interest to declare. Genis hf. had no role
in the design of the study; in the collection, analyses, or interpretation of data; or in the decision
to publish the results. With regards to writing of the publication, SVE took part in review of the
prepared manuscript.

References
1. Carioli, G.; Bertuccio, P.; Boffetta, P.; Levi, F.; La Vecchia, C.; Negri, E.; Malvezzi, M. European cancer mortality predictions for the

year 2020 with a focus on prostate cancer. Ann. Oncol. 2020, 31, 650–658. [CrossRef] [PubMed]
2. Siegel, R.L.; Miller, K.D.; Jemal, A. Cancer statistics, 2020. CA Cancer J. Clin. 2020, 70, 7–30. [CrossRef] [PubMed]
3. Lau, S.C.; Cheung, W.Y. Evolving treatment landscape for early and advanced pancreatic cancer. World J. Gastrointest. Oncol. 2017,

9, 281–292. [CrossRef]
4. Neoptolemos, J.P.; Stocken, D.D.; Friess, H.; Bassi, C.; Dunn, J.A.; Hickey, H.; Beger, H.; Fernandez-Cruz, L.; Dervenis, C.;

Lacaine, F.; et al. A randomized trial of chemoradiotherapy and chemotherapy after resection of pancreatic cancer. N. Engl. J.
Med. 2004, 350, 1200–1210. [CrossRef] [PubMed]

5. Oettle, H.; Neuhaus, P.; Hochhaus, A.; Hartmann, J.T.; Gellert, K.; Ridwelski, K.; Niedergethmann, M.; Zulke, C.; Fahlke, J.;
Arning, M.B.; et al. Adjuvant chemotherapy with gemcitabine and long-term outcomes among patients with resected pancreatic
cancer: The CONKO-001 randomized trial. JAMA 2013, 310, 1473–1481. [CrossRef]

6. Neoptolemos, J.P.; Palmer, D.H.; Ghaneh, P.; Psarelli, E.E.; Valle, J.W.; Halloran, C.M.; Faluyi, O.; O’Reilly, D.A.; Cunningham, D.;
Wadsley, J.; et al. Comparison of adjuvant gemcitabine and capecitabine with gemcitabine monotherapy in patients with resected
pancreatic cancer (ESPAC-4): A multicentre, open-label, randomised, phase 3 trial. Lancet 2017, 389, 1011–1024. [CrossRef]

7. Park, B.K.; Kim, M.M. Applications of chitin and its derivatives in biological medicine. Int. J. Mol. Sci. 2010, 11, 5152–5164.
[CrossRef]

https://www.mdpi.com/article/10.3390/pharmaceutics14030509/s1
https://www.mdpi.com/article/10.3390/pharmaceutics14030509/s1
http://doi.org/10.1016/j.annonc.2020.02.009
http://www.ncbi.nlm.nih.gov/pubmed/32321669
http://doi.org/10.3322/caac.21590
http://www.ncbi.nlm.nih.gov/pubmed/31912902
http://doi.org/10.4251/wjgo.v9.i7.281
http://doi.org/10.1056/NEJMoa032295
http://www.ncbi.nlm.nih.gov/pubmed/15028824
http://doi.org/10.1001/jama.2013.279201
http://doi.org/10.1016/S0140-6736(16)32409-6
http://doi.org/10.3390/ijms11125152


Pharmaceutics 2022, 14, 509 12 of 13

8. Liang, S.; Sun, Y.; Dai, X. A Review of the Preparation, Analysis and Biological Functions of Chitooligosaccharide. Int. J. Mol. Sci.
2018, 19, 2197. [CrossRef]

9. Zhai, X.; Li, C.; Ren, D.; Wang, J.; Ma, C.; Abd El-Aty, A.M. The impact of chitooligosaccharides and their derivatives on the
in vitro and in vivo antitumor activity: A comprehensive review. Carbohydr. Polym. 2021, 266, 118132. [CrossRef]

10. Park, J.K.; Chung, M.J.; Choi, H.N.; Park, Y.I. Effects of the molecular weight and the degree of deacetylation of chitosan
oligosaccharides on antitumor activity. Int. J. Mol. Sci. 2011, 12, 266–277. [CrossRef]

11. Han, F.S.; Cui, B.H.; You, X.F.; Xing, Y.F.; Sun, X.W. Anti-proliferation and radiosensitization effects of chitooligosaccharides on
human lung cancer line HepG2. Asian Pac. J. Trop. Med. 2015, 8, 757–761. [CrossRef] [PubMed]

12. Han, F.S.; Yang, S.J.; Lin, M.B.; Chen, Y.Q.; Yang, P.; Xu, J.M. Chitooligosaccharides promote radiosensitivity in colon cancer line
SW480. World J. Gastroenterol. 2016, 22, 5193–5200. [CrossRef]

13. Shen, K.T.; Chen, M.H.; Chan, H.Y.; Jeng, J.H.; Wang, Y.J. Inhibitory effects of chitooligosaccharides on tumor growth and
metastasis. Food Chem. Toxicol. 2009, 47, 1864–1871. [CrossRef]

14. Wu, M.; Li, J.; An, Y.; Li, P.; Xiong, W.; Li, J.; Yan, D.; Wang, M.; Zhong, G. Chitooligosaccharides Prevents the Development of
Colitis-Associated Colorectal Cancer by Modulating the Intestinal Microbiota and Mycobiota. Front. Microbiol. 2019, 10, 2101.
[CrossRef] [PubMed]

15. Hanahan, D.; Weinberg, R.A. Hallmarks of cancer: The next generation. Cell 2011, 144, 646–674. [CrossRef] [PubMed]
16. Kamisawa, T.; Wood, L.D.; Itoi, T.; Takaori, K. Pancreatic cancer. Lancet 2016, 388, 73–85. [CrossRef]
17. Kleeff, J.; Korc, M.; Apte, M.; La Vecchia, C.; Johnson, C.D.; Biankin, A.V.; Neale, R.E.; Tempero, M.; Tuveson, D.A.; Hruban, R.H.; et al.

Pancreatic cancer. Nat. Rev. Dis. Primers 2016, 2, 16022. [CrossRef] [PubMed]
18. Guo, Y.; Xu, F.; Lu, T.; Duan, Z.; Zhang, Z. Interleukin-6 signaling pathway in targeted therapy for cancer. Cancer Treat. Rev. 2012,

38, 904–910. [CrossRef]
19. Hunter, C.A.; Jones, S.A. IL-6 as a keystone cytokine in health and disease. Nat. Immunol. 2015, 16, 448–457. [CrossRef]
20. Kumari, N.; Dwarakanath, B.S.; Das, A.; Bhatt, A.N. Role of interleukin-6 in cancer progression and therapeutic resistance. Tumour.

Biol. 2016, 37, 11553–11572. [CrossRef]
21. Johnson, D.E.; O’Keefe, R.A.; Grandis, J.R. Targeting the IL-6/JAK/STAT3 signalling axis in cancer. Nat. Rev. Clin. Oncol. 2018, 15,

234–248. [CrossRef] [PubMed]
22. Lee, J.W.; Stone, M.L.; Porrett, P.M.; Thomas, S.K.; Komar, C.A.; Li, J.H.; Delman, D.; Graham, K.; Gladney, W.L.; Hua, X.; et al.

Hepatocytes direct the formation of a pro-metastatic niche in the liver. Nature 2019, 567, 249–252. [CrossRef]
23. Zhao, T.; Su, Z.; Li, Y.; Zhang, X.; You, Q. Chitinase-3 like-protein-1 function and its role in diseases. Signal. Transduct. Target. Ther.

2020, 5, 201. [CrossRef] [PubMed]
24. Vainer, N.; Dehlendorff, C.; Johansen, J.S. Systematic literature review of IL-6 as a biomarker or treatment target in patients with

gastric, bile duct, pancreatic and colorectal cancer. Oncotarget 2018, 9, 29820–29841. [CrossRef] [PubMed]
25. Bian, B.; Li, L.; Yang, J.; Liu, Y.; Xie, G.; Zheng, Y.; Zeng, L.; Zeng, J.; Shen, L. Prognostic value of YKL-40 in solid tumors: A

meta-analysis of 41 cohort studies. Cancer Cell Int. 2019, 19, 259. [CrossRef] [PubMed]
26. Xavier, C.P.R.; Castro, I.; Caires, H.R.; Ferreira, D.; Cavadas, B.; Pereira, L.; Santos, L.L.; Oliveira, M.J.; Vasconcelos, M.H. Chitinase

3-like-1 and fibronectin in the cargo of extracellular vesicles shed by human macrophages influence pancreatic cancer cellular
response to gemcitabine. Cancer Lett. 2021, 501, 210–223. [CrossRef]

27. Einarsson, J.M.; Bahrke, S.; Sigurdsson, B.T.; Ng, C.H.; Petersen, P.H.; Sigurjonsson, O.E.; Jonsson, H., Jr.; Gislason, J.; Thormods-
son, F.R.; Peter, M.G. Partially acetylated chitooligosaccharides bind to YKL-40 and stimulate growth of human osteoarthritic
chondrocytes. Biochem. Biophys. Res. Commun. 2013, 434, 298–304. [CrossRef]

28. Conroy, T.; Hammel, P.; Hebbar, M.; Ben Abdelghani, M.; Wei, A.C.; Raoul, J.L.; Chone, L.; Francois, E.; Artru, P.; Biagi, J.J.; et al.
FOLFIRINOX or Gemcitabine as Adjuvant Therapy for Pancreatic Cancer. N. Engl. J. Med. 2018, 379, 2395–2406. [CrossRef]

29. Detlefsen, S. Nationale Retningslinjer—Kapitel 3—Patologisk Anatomi; Danish Pancreas Cancer Group: Odense, Denmark, 2015.
30. Knudsen, L.S.; Christensen, I.J.; Lottenburger, T.; Svendsen, M.N.; Nielsen, H.J.; Nielsen, L.; Horslev-Petersen, K.; Jensen, J.E.;

Kollerup, G.; Johansen, J.S. Pre-analytical and biological variability in circulating interleukin 6 in healthy subjects and patients
with rheumatoid arthritis. Biomarkers 2008, 13, 59–78. [CrossRef]

31. Bojesen, S.E.; Johansen, J.S.; Nordestgaard, B.G. Plasma YKL-40 levels in healthy subjects from the general population. Clin. Chim.
Acta 2011, 412, 709–712. [CrossRef]

32. Aaronson, N.K.; Ahmedzai, S.; Bergman, B.; Bullinger, M.; Cull, A.; Duez, N.J.; Filiberti, A.; Flechtner, H.; Fleishman, S.B.;
Haes, J.C.J.M.d.; et al. The European Organization for Research and Treatment of Cancer QLQ-C30: A Quality-of-Life Instrument
for Use in International Clinical Trials in Oncology. J. Natl. Cancer Inst. 1993, 85, 365–376. [CrossRef] [PubMed]

33. Bjordal, K.; de Graeff, A.; Fayers, P.M.; Hammerlid, E.; van Pottelsberghe, C.; Curran, D.; Ahlner-Elmqvist, M.; Maher, E.J.; Meyza,
J.W.; Bredart, A.; et al. A 12 country field study of the EORTC QLQ-C30 (version 3.0) and the head and neck cancer specific
module (EORTC QLQ-H&N35) in head and neck patients. EORTC Quality of Life Group. Eur. J. Cancer 2000, 36, 1796–1807.
[CrossRef]

34. Fayers, P.; Aaronson, N.K.; Bjordal, K.; Groenvold, M.; Curran, D.; Bottomley, A. EORTC QLQ-C30 Scoring Manual., 3rd ed.;
European Organisation for Research and Treatment of Cancer: Brussels, Belgium, 2001.

http://doi.org/10.3390/ijms19082197
http://doi.org/10.1016/j.carbpol.2021.118132
http://doi.org/10.3390/ijms12010266
http://doi.org/10.1016/j.apjtm.2015.07.025
http://www.ncbi.nlm.nih.gov/pubmed/26433663
http://doi.org/10.3748/wjg.v22.i22.5193
http://doi.org/10.1016/j.fct.2009.04.044
http://doi.org/10.3389/fmicb.2019.02101
http://www.ncbi.nlm.nih.gov/pubmed/31620100
http://doi.org/10.1016/j.cell.2011.02.013
http://www.ncbi.nlm.nih.gov/pubmed/21376230
http://doi.org/10.1016/S0140-6736(16)00141-0
http://doi.org/10.1038/nrdp.2016.22
http://www.ncbi.nlm.nih.gov/pubmed/27158978
http://doi.org/10.1016/j.ctrv.2012.04.007
http://doi.org/10.1038/ni.3153
http://doi.org/10.1007/s13277-016-5098-7
http://doi.org/10.1038/nrclinonc.2018.8
http://www.ncbi.nlm.nih.gov/pubmed/29405201
http://doi.org/10.1038/s41586-019-1004-y
http://doi.org/10.1038/s41392-020-00303-7
http://www.ncbi.nlm.nih.gov/pubmed/32929074
http://doi.org/10.18632/oncotarget.25661
http://www.ncbi.nlm.nih.gov/pubmed/30038723
http://doi.org/10.1186/s12935-019-0983-y
http://www.ncbi.nlm.nih.gov/pubmed/31624472
http://doi.org/10.1016/j.canlet.2020.11.013
http://doi.org/10.1016/j.bbrc.2013.02.122
http://doi.org/10.1056/NEJMoa1809775
http://doi.org/10.1080/13547500701615017
http://doi.org/10.1016/j.cca.2011.01.022
http://doi.org/10.1093/jnci/85.5.365
http://www.ncbi.nlm.nih.gov/pubmed/8433390
http://doi.org/10.1016/s0959-8049(00)00186-6


Pharmaceutics 2022, 14, 509 13 of 13

35. Neoptolemos, J.P.; Palmer, D.; Ghaneh, P.; Valle, J.W.; Cunningham, D.; Wadsley, J.; Meyer, T.; Anthoney, A.; Glimelius, B.;
Falk, S.; et al. ESPAC-4: A multicenter, international, open-label randomized controlled phase III trial of adjuvant combination
chemotherapy of gemcitabine (GEM) and capecitabine (CAP) versus monotherapy gemcitabine in patients with resected
pancreatic ductal adenocarcinoma. J. Clin. Oncol. 2016, 34, LBA4006. [CrossRef]

36. Conroy, T.; Hammel, P.; Hebbar, M.; Abdelghani, M.B.; Wei, A.C.-c.; Raoul, J.-L.; Chone, L.; Francois, E.; Artru, P.; Biagi, J.J.; et al.
Unicancer GI PRODIGE 24/CCTG PA.6 trial: A multicenter international randomized phase III trial of adjuvant mFOLFIRINOX
versus gemcitabine (gem) in patients with resected pancreatic ductal adenocarcinomas. J. Clin. Oncol. 2018, 36, LBA4001.
[CrossRef]

37. Oettle, H.; Post, S.; Neuhaus, P.; Gellert, K.; Langrehr, J.; Ridwelski, K.; Schramm, H.; Fahlke, J.; Zuelke, C.; Burkart, C.; et al.
Adjuvant chemotherapy with gemcitabine vs observation in patients undergoing curative-intent resection of pancreatic cancer: A
randomized controlled trial. JAMA 2007, 297, 267–277. [CrossRef] [PubMed]

38. Neoptolemos, J.P.; Stocken, D.D.; Bassi, C.; Ghaneh, P.; Cunningham, D.; Goldstein, D.; Padbury, R.; Moore, M.J.; Gallinger,
S.; Mariette, C.; et al. Adjuvant chemotherapy with fluorouracil plus folinic acid vs gemcitabine following pancreatic cancer
resection: A randomized controlled trial. JAMA 2010, 304, 1073–1081. [CrossRef]

39. Chen, Y.; Zhang, S.; Wang, Q.; Zhang, X. Tumor-recruited M2 macrophages promote gastric and breast cancer metastasis via M2
macrophage-secreted CHI3L1 protein. J. Hematol. Oncol. 2017, 10, 36. [CrossRef]

40. Bakens, M.J.; van der Geest, L.G.; van Putten, M.; van Laarhoven, H.W.; Creemers, G.-J.; Besselink, M.G.; Lemmens, V.E.;
de Hingh, I.H.; Dutch Pancreatic Cancer, G. The use of adjuvant chemotherapy for pancreatic cancer varies widely between
hospitals: A nationwide population-based analysis. Cancer Med. 2016, 5, 2825–2831. [CrossRef]

41. Labori, K.J.; Katz, M.H.; Tzeng, C.W.; Bjornbeth, B.A.; Cvancarova, M.; Edwin, B.; Kure, E.H.; Eide, T.J.; Dueland, S.;
Buanes, T.; et al. Impact of early disease progression and surgical complications on adjuvant chemotherapy completion rates and
survival in patients undergoing the surgery first approach for resectable pancreatic ductal adenocarcinoma—A population-based
cohort study. Acta Oncol. 2016, 55, 265–277. [CrossRef]

42. Skau Rasmussen, L.; Vittrup, B.; Ladekarl, M.; Pfeiffer, P.; Karen Yilmaz, M.; Ostergaard Poulsen, L.; Osterlind, K.; Palnaes
Hansen, C.; Bau Mortensen, M.; Viborg Mortensen, F.; et al. The effect of postoperative gemcitabine on overall survival in patients
with resected pancreatic cancer: A nationwide population-based Danish register study. Acta Oncol. 2019, 58, 864–871. [CrossRef]

43. Altman, A.M.; Wirth, K.; Marmor, S.; Lou, E.; Chang, K.; Hui, J.Y.C.; Tuttle, T.M.; Jensen, E.H.; Denbo, J.W. Completion of
Adjuvant Chemotherapy After Upfront Surgical Resection for Pancreatic Cancer Is Uncommon Yet Associated With Improved
Survival. Ann. Surg. Oncol. 2019, 26, 4108–4116. [CrossRef] [PubMed]

44. Valle, J.W.; Palmer, D.; Jackson, R.; Cox, T.; Neoptolemos, J.P.; Ghaneh, P.; Rawcliffe, C.L.; Bassi, C.; Stocken, D.D.;
Cunningham, D.; et al. Optimal Duration and Timing of Adjuvant Chemotherapy After Definitive Surgery for Ductal Ade-
nocarcinoma of the Pancreas: Ongoing Lessons From the ESPAC-3 Study. J. Clin. Oncol. 2014, 32, 504–512. [CrossRef]
[PubMed]

45. Chikhladze, S.; Lederer, A.K.; Kousoulas, L.; Reinmuth, M.; Sick, O.; Fichtner-Feigl, S.; Wittel, U.A. Adjuvant chemotherapy
after surgery for pancreatic ductal adenocarcinoma: Retrospective real-life data. World J. Surg. Oncol. 2019, 17, 185. [CrossRef]
[PubMed]

http://doi.org/10.1200/JCO.2016.34.18_suppl.LBA4006
http://doi.org/10.1200/JCO.2018.36.18_suppl.LBA4001
http://doi.org/10.1001/jama.297.3.267
http://www.ncbi.nlm.nih.gov/pubmed/17227978
http://doi.org/10.1001/jama.2010.1275
http://doi.org/10.1186/s13045-017-0408-0
http://doi.org/10.1002/cam4.921
http://doi.org/10.3109/0284186X.2015.1068445
http://doi.org/10.1080/0284186X.2019.1581374
http://doi.org/10.1245/s10434-019-07602-6
http://www.ncbi.nlm.nih.gov/pubmed/31313044
http://doi.org/10.1200/JCO.2013.50.7657
http://www.ncbi.nlm.nih.gov/pubmed/24419109
http://doi.org/10.1186/s12957-019-1732-3
http://www.ncbi.nlm.nih.gov/pubmed/31706323

	Introduction 
	Materials and Methods 
	Study Population 
	Study Design and Objectives 
	Study Treatment 
	Study Assessments and Procedures 
	Translational Research 
	QoL 
	Statistical Methods 

	Results 
	Patient Inclusion 
	Treatment 
	Efficacy 
	Safety 
	Translational Research 
	Quality of Life 

	Discussion 
	Conclusions 
	References

