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ABSTRACT

Despite oncological advances over the past years, survival outcomes for patients with pancreatic ductal adenocarcinoma
(PDAC) remain poor. For most PDAC patients, the disease is often asymptomatic at early phases and is therefore typically
diagnosed at the advanced or metastatic stage. As a result, up to 85% of the cases are unresectable, and systemic chemotherapy
is the predominant treatment modality for this patient population. While the current therapeutic strategies for the local disease
include surgical resection and adjuvant chemotherapy, FOLFIRINOX and gemcitabine plus nab-paclitaxel regimens are the
frontline standard of care in the unresectable locally advanced and metastatic settings. In Switzerland, nanoliposomal irinotecan
(nal-IRI) is currently the only regimen approved in the second line following progression on gemcitabine plus nab-paclitaxel,
based on the results from the phase II NAPOLI-1 trial. Recently, olaparib, a poly (ADP-ribose) polymerase (PARP) inhibitor,
and larotrectinib, a first-in-class tropomyosin receptor kinases (TRK) inhibitor, were added to the treatment armamentarium
of patients with a molecularly-defined subset of metastatic adenocarcinoma of the pancreas. This article provides an overview
of the current treatment landscape of pancreatic cancer in Switzerland. In addition, we report a case of a long-term survivor
with advanced pancreatic adenocarcinoma who achieved a notably good response to nal-IRI plus 5-FU/LV after progression on

gemcitabine plus nab-paclitaxel.
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INTRODUCTION

Pancreatic ductal adenocarcinoma (PDAC) is the most prevalent malignant disease of the
pancreas, accounting for about 90% of all pancreatic cancer cases.! PDAC is characterized by
low incidence and a high mortality rate. Although it accounts for only 3% of all cancers, it is
the seventh leading cause of cancer-related death, with a mortality rate of 98%.>* The highest
incidence rates of PDAC have been reported in Europe, North America and Australia/
New Zecaland (7—10 new cases/100,000 people/year).=¢ In Switzerland, the average annual
PDAC incidence between 2012 and 2016 was 715 in men and 708 in women, with an
average annual mortality of 615 and 643, respectively.”® Despite some significant treatment
advances over the past years, PDAC continues to have a poor prognosis, with a 5-year survival
rate of 5—-10% worldwide.’! In Switzerland, the S-year survival rate was about 5% in men
and 6.8% in women between 2001 and 2010."! The incidence and mortality rates correlate
with increasing age, with the most prevalent patient group comprising patients above 70 years
of age.> Other factors that considerably impact the prognosis are disease stage at the time of

diagnosis, tumor size and the presence of liver metastases.>'?

The most common modifiable lifestyle risk factors for developing pancreatic cancer are
smoking, obesity, alcohol abuse and chronic pancreatitis, while non-modifiable risk factors
includeincreased age, gender, race, diabetes mellitus, familyhistory and genetic predisposition,
Helicobacter pylori infection and blood group.>!"'>% Genetic predisposition, such as germline
mutations in the ATM, BRCAI1, BRCA2, CDKN2A, PALB2, PRSS1, STK11, TPS3, and
the Lynch syndrome (LS) mismatch repair genes, play a key role in about 10% of PDACs.!
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Metastatic Pancreatic Cancer Treatment
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Figure 1. Treatment strategy for first-,
second- and third-line therapy in patients
with metastatic pancreatic ductal
adenocarcinoma (PDAC). *“Clinical trials
investigating targeted therapies according
to the molecular profile should be preferred.
PS, performance status. Adapted from De
Dosso et al. 2021.2°

Although early disease detection may be critical to reducing
mortality, population-based screening is not considered
effective for detecting early-stage PDAC as the lifetime risk
of developing pancreatic cancer is considerably low (about
1%) in an unselected population.”” However, for screening
of targeted groups like patients with a family history of this
disease, new and more effective techniques are currently under
development, including blood markers CA19-9, CA-50,
SPAN-1, DUPAN-2, cell surface-associated mucins (MUC),
carcinoembryonic antigen and heat shock proteins.’ In patients
with LS and one first-degree relative affected with PDAC,
annual magnetic resonance imaging (MRI) and/or endoscopic
ultrasound surveillance may be considered.'®

CURRENT TREATMENT STRATEGIES FOR
PANCREATIC CANCER

The median survival for untreated PDAC patients with
metastatic disease is less than 6 months. Patients often
experience rapid symptomatic progression presenting with
cachexia, anorexia, bile duct and gastric outlet obstruction as
well as pain, underlining the importance of optimal palliative
care. According to the ASCO Clinical Practice Guideline
Update, a full assessment of symptom burden, psychological
status and social support should be performed as carly as
possible, preferably at the first visit.!” This assessment will
indicate a need for a formal palliative care consultation and
services in most metastatic PDAC patients.

FIRST-LINE PALLIATIVE SETTING

For years, gemcitabine as monotherapy has been the only
therapeutic option in patients with metastatic pancreatic
adenocarcinoma.'®* In Switzerland, both folinic acid
(leucovorin  [LV]), fluorouracil (5-FU), irinotecan and
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oxaliplatin and gemcitabine plus nab-paclitaxel are the current
standard of care in advanced PDAC patients in the first-line
setting (Figure 1). In the phase III PRODIGE/ACCORD
11 trial, FOLFIRINOX (folinic acid, 5-FU, irinotecan, and
oxaliplatin) demonstrated improved survival outcomes, as
compared with gemcitabine.”” In this study, 342 treatment-
naive patients with metastatic pancreatic cancer and an Eastern
Cooperative Oncology Group (ECOG) performance status
(PS) of 0 or 1 were randomized to receive either FOLFIRINOX
or gemcitabine. At data cutoff, FOLFIRINOX was associated
with both prolonged median overall survival (OS) (11.1
months vs 6.8 months with gemcitabine; HR: 0.57 [95%
CIL: 0.45-0.73]; p<0.001) and median progression-free
survival (PFS) (6.4 months vs 3.3 months; HR: 0.47 [95%
CI: 0.37—-0.59]; p<0.001). The objective response rate (ORR)
was 31.6% with FOLFIRINOX and 9.4% with gemcitabine
(p<0.001). Regarding safety, more adverse events (AEs) were
noted in the FOLFIRINOX group, with incidences of grade
3—4 neutropenia, febrile neutropenia, thrombocytopenia,
diarrhea, and sensory neuropathy being significantly higher
with FOLFIRINOX than gemcitabine. Due to its toxicity
profile, FOLFIRINOX is suitable only in a highly selected
population, primarily for the treatment of younger (<65 years
old) and fit patients with normal liver function.

In Switzerland, the most frequently utilized first-line drug
therapy for locally advanced unresectable or metastatic
PDAC is gemcitabine plus nab-paclitaxel?® The approval
of this combination was based on the results from the phase
III MPACT trial, which showed that gemcitabine plus
nab-paclitaxel were associated with significantly improved
long-term survival outcomes compared with gemcitabine
alone.**” In the primary analysis of the trial, treatment
with the doublet led to a significantly improved median OS
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versus gemcitabine alone (8.5 months vs 6.7 months, HR:
0.72 [95% CI: 0.62-0.83]; p<0.001).2* Also, both PES and
overall response rate (ORR) were significantly improved.
Although the combination regimen was slightly more toxic
than monotherapy, AEs were managed by dose reductions
and treatment delays.**”” The long-term survival analysis
with a median follow-up of 13.9 months confirmed that the
median OS was significantly longer in the nab-paclitaxel plus
gemcitabine versus the gemcitabine alone arm (8.7 months vs

6.6 months, HR: 0.72 [95% CI: 0.62 to 0.83]; p<0.001).25

Real-world outcomes of FOLFIRINOX versus gemcitabine
plus nab-paclitaxel in patients with advanced pancreatic
cancer were assessed in a population-based propensity score-
weighted analysis (n=1,130).® In this study, FOLFIRINOX,
as compared with gemcitabine plus nab-paclitaxel, was
associated with improved median OS, less frequent all-cause
emergency department visits and all-cause hospitalizations
but with an increased rate of febrile neutropenia-related
hospitalization. Of note, the median OS was lower than in
both the PRODIGE/ACCORD 11 study for FOLFIRINOX
(8.2 months vs 11.1 months) and the MPACT study for nab-
paclitaxel plus gemcitabine (6.1 months vs 8.7 months).

In Switzerland, a group of clinicians has built a consensus on
the treatment strategy of metastatic PDAC in the first-line
setting.”® The most used therapy is gemcitabine plus nab-
paclitaxel, while in young (age below 65 years) and fit (ECOG
PS of 0—1) patients with normal bilirubin levels, treatment
with FOLFIRINOX can also be considered (Figure 1).
As FOLFIRINOX provides a considerably higher ORR
than gemcitabine plus nab-paclitaxel (30% vs 20%), this
combination could be the preferred option in patients in whom
tumor shrinkage represents the main clinical goal. Gemcitabine
monotherapy remains an option for patients whose PS or
comorbidities preclude combination chemotherapy. Finally, in
frail patients with ECOG PS 3—4, best supportive care (BSC)

is reccommended.”’

In order to optimize the continuum of care for patients
with PDAC, first-line treatment choice should be based
on the availability and overlap with potential second-line
options.” For example, there is no clinically validated second-
line option after progression on frontline FOLFIRINOX,
while gemcitabine plus nab-paclitaxel allow for second-line
treatment with nanoliposomal irinotecan (nal-IRI) plus
S-fluorouracil and leucovorin (5-FU/LV), the only second-
line therapy for metastatic pancreatic cancer that has shown
a survival advantage in a phase III study, after progression to a
gemcitabine-based regimen.*

SECOND-LINE PALLIATIVE SETTING
Approximately half of the patients with advanced pancreatic
cancer ever reach second-line therapy! The selection of
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second-line therapy should be based on various factors such as
drug availability, patient characteristics, physician preference,
prior first-line therapy and the risk:benefit ratio.*

For the treatment of patients with metastatic PDAC whose
disease progressed on gemcitabine plus nab-paclitaxel, nal-IRI
in combination with 5-FU/LV is currently the only second-
line therapy approved by Swissmedic in this clinical setting™
(Figure 1), based on the findings from the pivotal, phase III
NAPOLI-1 trial*. In this study, 417 patients were randomly
assigned to receive cither nal-IRI plus 5-FU/LV (n=117),
nal-IRI monotherapy (n=151) or 5-FU/LV alone (n=149).**
At data cutoff, nal-IRI in combination with S-FU/LV versus
5-FU/LV alone significantly improved survival outcomes.
The median OS was 6.1 months in patients nal-IRI plus
5-FU/LV and 4.2 months in those treated with 5-FU/LV
only (p=0.012). This survival benefit was sustained across
key patient subgroups. When adjusted for prognostic factors,
a multivariate analysis showed that nal-IRI plus 5-FU/LV
remained associated with improved OS (HR: 0.58 [95% CI:
0.42-0.81]). In the final OS analysis, the survival benefit of
nal-IRI plus 5-FU/LV versus 5-FU/LV was sustained over an
extended follow-up.® Nal-IRI plus 5-FU/LV also provided a
PES benefit, with a median PFS of 3.1 months, as compared
with 1.5 months with 5-FU/LV alone (HR: 0.56 [95% CI:
0.41-0.75]; p=0.0001).3* In terms of safety, the most frequent
grade 3—4 AEs with nal-IRI plus 5-FU/LV were neutropenia
(27%), fatigue (14%) and diarrhea (13%).

A post hoc sub-analysis of NAPOLI-1 further showed
that increasing age is not prognostic of mortality or disease
progression in PDAC patients treated with nal-IRL.* Indeed,
median OS and PFS were similar across all age subgroups
indicating that treatment should not be withheld due to age
alone in eligible and sufficiently fit patients. Further subgroup
analyses identified other prognostic factors for worse clinical
outcomes including decreased appetite at baseline, no prior
curative surgery, presence of liver metastases, a greater number
of distant metastases, and higher baseline pain and analgesic
use.””*® Based on the findings from NAPOLI-1, a predictive
nomogram for OS at 6 and 12 months was developed.”
The univariate analyses identified 8 factors significantly
associated with OS, including the Karnofsky PS, presence
of liver metastasis, randomization to nal-IRI plus 5-FU/LV,
albumin, neutrophil/lymphocyte ratio, CA 19-9, disease stage
at diagnosis and body mass index. Despite several limitations
of the study, the use of this nomogram may facilitate the
decision-making process for gemcitabine-pretreated patients

with PDAC.

In metastatic PDAC patients who progressed on a gemcitabine-
containing regimen, the combination of 5-FU plus oxaliplatin
represents another treatment option.“’ In a German phase III
trial, a total of 168 patients were randomly assigned to receive
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either folinic acid and 5-FU (FF), or oxaliplatin plus FF (OFF).
At a median follow-up of 54.1 months, the median OS was
5.9 months in the OFF group and 3.3 months in the FF group
(HR: 0.66 [95% CI: 0.48—0.91]; p=0.010). OFF was also
associated with prolonged time to progression (2.9 months
vs 2.0 months with FF; HR: 0.68 [95% CI: 0.50—0.94];
p=0.019). Rates of AEs were generally similar between the
two treatment arms, except for grade 1-2 neurotoxicity, which
was more frequent among OFF-treated patients. However,
the recent randomized, phase III PANCREOX trial showed
no clinical benefit of 5-FU and oxaliplatin administered as
modified FOLFOXG6 (infusional 5-FU, LV, and oxaliplatin)
versus infusional 5-FU in patients with advanced pancreatic
cancer pretreated with gemcitabine-based therapy.* Due to
these contrasting results, the use of oxaliplatin in the second
line remains controversial.

Real-world studies provided evidence that the effectiveness
of nal-IRI may be consistent with clinical outcomes in the
NAPOLI-1 trial, despite differences in patient characteristics
and dosing patterns.?® In addition, our colleagues at the
University Hospital Zurich in Switzerland, recently published
a case report of a young, fit patient with metastatic PDAC and
liver metastases, who demonstrated an outstanding clinical
response to sequence treatment following the MPACT and
NAPOLI-1 study protocols.*

Nal-IRI may also be considered for the treatment of patients
with pancreatic cancer pretreated with irinotecan, especially
those without disease progression during previous irinotecan
treatment. A retrospective study presented at the ASCO
Gastrointestinal (GI) Cancers Symposium 2021, which aimed
to assess the potential role of nal-IRI in 64 patients who were
pretreated with IRI, showed the median OS of 5.1 months
from nal-IRI initiation. Furthermore, a post hoc analysis
demonstrated that patients without previous progression on
irinotecan had improved OS with nal-IRI, as compared with
patients who had progressed on irinotecan (median, 6.1
months vs 4.3 months; p=0.0006).

In the NAPOLI-1 trial, all patients underwent UGT1A1
genotype testing.* For 7 patients who were homozygous for
the UGT 141728 allele, the initial nal-IRI dose was reduced by
20 mg/m” and then increased to the standard dose after the first
cycle in the absence of drug-related toxic effects. Altogether,
5 patients were able to escalate to the standard starting dose,
while one patient needed a further dose reduction, and one
discontinued the treatment due to grade 3 vomiting. In Swiss
clinics, genetic testing of UGTI1AI polymorphisms prior
to nal-IRI treatment is not routinely done.?® Although it is
recommended, no clear guidelines regarding its applicability
are available and as an option, it is possible to start at a lower
dose level as a precaution, without affecting the overall efficacy.
As an example, a recent post hoc analysis demonstrated that
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an ecarly dose reduction or delay of liposomal irinotecan
plus 5-FU/LV during the first 6 weeks of treatment does
not significantly impact OS or PFS, as compared to patients
without dose modifications.*

In the clinical setting, nal-IRI plus 5-FU/LV can also be considered
as third-line therapy if previously not used (Figure 1).

After FOLFIRINOX, the

combination of gemcitabine plus nab-paclitaxel may represent

progression on  frontline
a second-line treatment option. This combination has been
more effective than gemcitabine monotherapy in small

retrospective and cohort studies. %

BEYOND CHEMOTHERAPY

About 15% of patients with pancreatic cancer have homologous
recombination deficiency (HRD) such as germline mutations
in the BRCA1/2 genes. HRD results in impaired double-strand
DNA break repair, leading to increased sensitivity to platinum-
based chemotherapeutic regimens. Patients with HRD are also
sensitive to poly-ADP ribose polymerase (PARP) inhibitors,
which increase cytotoxicity by inhibiting the repair of single-
strand DNA breaks.>® As of now, several PARP inhibitors have
been approved for the treatment of patients with BRCA1/2-
mutated advanced ovarian and breast cancers and are actively
being studied for the management of patients with BRCA1/2-
mutated pancreatic adenocarcinoma.’!

Olaparib, a PARP inhibitor, has been recently approved by
Swissmedic as maintenance therapy in adult patients with
metastatic adenocarcinoma of the pancreas with a germline
BRCA mutation whose disease has not progressed for a
minimum of 16 weeks on first-line platinum-containing
chemotherapy.’® This is based on the results of the phase III
POLO trial, which assessed maintenance olaparib in patients
with a germline BRCA1/2 mutation and metastatic pancreatic
cancer that had not progressed during first-line platinum-
based chemotherapy.® The median PFS was significantly
longer in the olaparib arm than in the placebo arm (7.4 months
vs 3.8 months; HR: 0.53 [95% CI: 0.35-0.82]; p=0.004). At
a data maturity of 46%, no difference in OS between the two
treatment groups was found. In terms of safety, the incidence
of grade >3 AEs was 40% with olaparib and 23% with placebo.
There were no significant differences in health-related quality
of life between the two arms.

Although rare (1%), NTRK gene fusions are known to be
oncogenic drivers in PDAC. Larotrectinib, an inhibitor
of tropomyosin receptor kinases TrkA, TrkB and TrkC,
demonstrated marked and durable antitumor activity in
159 adult and pediatric patients with NTRK fusion-positive
cancer, regardless of tumor type.>>>* In a pooled analysis, the
ORR accordingto investigator assessment was 79%, including
a complete response rate of 16%.* In the safety population
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(n=260), the most common grade 3—4 larotrectinib-related
AEFEs were increased alanine aminotransferase (ALT) (3%),
anemia (2%) and decreased neutrophil count (2%). The most
common larotrectinib-related serious AEs were increased
ALT and aspartate aminotransferase (AST) and nausea (each
<1%). Larotrectinib was recently approved in Switzerland
for use in patients with solid tumors that display an N7TRK
gene fusion.”

The majority of pancreatic cancer patients lack actionable
mutations.® To identify predictive biomarkers for optimal
chemotherapy selection, this patient population was studied in
the COMPASS trial.”” Fresh tumor samples underwent whole-
exome and RNA sequencing to identify predictive mutational
and transcriptional features for better chemotherapy selection.
Results showed that prospective genomic profiling of
advanced PDAC is feasible and that chemotherapy response
differs among patients with different genomic/transcriptomic
subtypes. For example, basal-like PDAC responds worse to
chemotherapy, especially FOLFIRINOX, as compared with
a classical subtype. Potentially actionable genetic alterations
were found in 30% of patients.

In the PDAC setting, immunotherapy has demonstrated
efficacy only in a subset of patients with microsatellite
instability-high (MSI-H), which is present in <1% of patients
with pancreatic cancer.”® However, the phase II KEYNOTE
158 study, which investigated pembrolizumab in patients
with noncolorectal MSI-H repair-deficient cancer, showed
that PDAC patients achieved inferior response rates, when
compared with patients with other types of cancer.”” More
specifically, of 22 patients with pancreatic cancer, 1 had a
complete response and 3 patients had a partial response. It is
hypothesized that thelowantitumor activity ofimmunotherapy
in PDAC patients stems from the low immunogenicity and the
low tumor mutational burden.®® Furthermore, the abundant
desmoplasmic stroma typical for PDAC generates a hypoxic
microenvironment. This, in turn, drives the recruitment of

immunosuppressive cells through cancer-associated fibroblast
activation and transforming growth factor (TGF) § secretion,
which is a negative prognostic factor. There are ongoing
correlative studies that aimed to assess biomarkers that may
predict immune sensitivity in this setting.

Although the KRAS mutation is the major oncogenic event
in PDAC, it was considered undruggable until only recently.
The KRAS G12C mutation occurred in about 3% of patients
with PDAC. The phase I CodeBreaK100 trial investigated
sotorasib, an oral KRAS G12C inhibitor, in heavily pretreated
patients with KRAS p.G12C-mutant advanced non-small
cell lung cancer (NSCLC), colorectal cancer and other solid
tumors including pancreatic cancer.”” At data cutoff, 6 of
8 evaluable patients with pancreatic cancer achieved stable
disease, of which 3 had a 30% reduction in tumor burden from
baseline. These results show encouraging anticancer activity in
heavily pretreated PDAC patients with KRAS G12C. Another
novel agent targeting KRAS G12C is adagrasib (MRTX849),
which also demonstrated encouraging efficacy in patients
with advanced NSCLC, colorectal cancer and other types of
tumors harboring this molecular alteration.* In the phase I/
II KRYSTAL-1 study, 1 PDAC patient treated with adagrasib
had a confirmed partial response.

Currently, molecular testing and upfront panel testing using
next-generation sequencing (NGS) are used in Swiss clinics to
identify potential oncogenic drivers.” Genomic data generated
by NGS may allow the development of personalized treatment
programs with targeted therapies within clinical trials, given
the large number of gene mutations seen in PDAC.

REAL-WORLD CLINICAL EXPERIENCE
WITH NANOLIPOSOMAL IN SWITZERLAND

The favorable results of this treatment have been illustrated
in two case reports. In the first one, as previously mentioned,
a 48-year-old patient with metastatic pancreatic cancer

Figure 2. CT scan performed in July 2019, axial plane: Liver lesions in the right and left liver lobes and an abdominal mass in the pancreatic lodge.
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Figure 3. Local recurrence of the disease in August 2019, baseline CT scan prior to the treatment with nanoliposomal irinotecan (images on the left side).
Disease stabilization according to the RECIST criteria in February 2020 (images on the right side).

demonstrated an exceptionally prolonged response to nal-IRI
plus 5-FU/LV in the third-line, following resistance to first-
line FOLFIRINOX (dose-reduced) and second-line treatment
with gemcitabine plus nab-paclitaxel leading to progression in
the liver.* Furthermore, the fact that irinotecan in the first-line
failed to induce a good response, despite leading to impressive
results in the third-line (as nal-IRI) might be explained by the
fact that the mechanism of action of irinotecan is different
between the two treatment schedules. This case further
highlights the need for more accurate predictive biomarkers
for the selection of optimal systemic treatment sequence.

Nal-IRI plus 5-FU also demonstrated a notably good response
and safety profile in another case of a long-term survivor with a
poorly differentiated advanced pancreatic cancer, as described
below.

CASE PRESENTATION

A woman born in 1953 had spleno-pancreatectomy in
February 2011 for grade 3 PDAC of 3.5 cm in diameter (pI'3)
with metastases in 5 out of 17 peripancreatic lymph nodes
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(pN1) and no distant metastases (MO). After the surgery, the
patient received adjuvant gemcitabine for 6 months.

In January 2018, 7 years from the initial diagnosis, the patient
experienced local recurrence, for which she underwent
duodeno-cefalo-pancreatectomy but was unable to receive
adjuvant chemotherapy due to post-operative complications.
She received supplementation with pancreatic enzymes, and
she suffered from chronic diarrhea.

In June 2018, 6 months after the surgery, the patient
completely recovered. At this time, a CT scan revealed another
relapse in the abdominal lymph nodes and pancreatic lodge.
Between July 2018 and August 2019, the patient was treated
with first-line gemcitabine plus nab-paclitaxel, leading to
a good response with acceptable toxicity. About 6 months
after treatment initiation, the patient had short treatment
holidays; thereafter, the treatment was restarted, and overall,
the patient was treated for around one year. During this time,
she experienced grade 2 sensitive neuropathy, which eventually
decreased to grade 1.
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At the end of July 2019, the patient experienced local disease
progression with a mass in the pancreatic lodge as well as
new liver lesions (Figure 2). In September 2019, the patient
received second-line treatment with nal-IRI plus 5-FU/LV
at a reduced dose of nal-IRI (60 mg/m?) due to a pancreatic
insufficiency as a result of the radical pancreatectomy. Since
the first cycle of therapy had been well-tolerated, the dose was
increased to 80 mg/m? in the second cycle, ultimately leading
to disease stabilization as per the RECIST criteria. There were
no significant adverse events except for steatorrhea, which
was managed with dietary improvements and the addition of
pancreatic enzymes. UGT1A41 testing was not performed. At
the first evaluation in November 2019, disease stabilization
was documented and confirmed in February 2020 (Figure
3). The treatment was carried on until June 2020, with good
tolerability and overall disease control. At that time, a CT scan
showed a slight enlargement of abdominal lymph nodes and
initial signs of peritoneal carcinomatosis such as mild ascites
and thickening and enhancement of peritoneal reflections. The
patient’s general condition quickly deteriorated accompanied
by abdominal pain, diarrhea and vomiting. The treatment was
interrupted and a palliative approach was set up. The patient
died in September 2020.
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CONCLUSION

* Due to a lack of specific symptoms and effective early detec-
tion methods, most patients with PDAC are diagnosed at
advanced stages and are mainly treated palliatively.

* Despite significant treatment advances in the past years, the
prognosis of patients with pancreatic cancer remains dismal.

* Chemotherapy is the mainstay of PDAC treatment, while
novel targeted and immunomodulatory therapies are gradu-
ally expanding the treatment landscape.

* In Switzerland, the most used frontline therapy is gem-
citabine plus nab-paclitaxel, while FOLFIRINOX can be
considered in young and fit patients with a normal liver
function, and gemcitabine monotherapy in frail patients.

* Molecular testing and upfront panel testing by next-gener-
ation sequencing (NGS) are used to identify the oncogenic
driver.

* In Switzerland, genetic testing of UGT1A1 polymorphisms
before treatment with nal-IRI is not routinely done. However,
it is possible to start at a lower dose level as a precaution.

¢ The clinical use of nanoliposomal irinotecan (nal-IRI) in
Switzerland is quite variable as it has been used both in the
second- and third-line settings based on a clinical decision
and previous lines of therapy.
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