| ProceeDpING

EUR. J. ONCOL,; Vol. 20, Suppl n. 1, pp. 21-24, 2015

| MastEr Crass 1N ONCOLOGY

© Mattioli 1885

Insights across the continuum of care for patients with

advanced gastric cancer

Giuseppe Aprile, Paola Ermacora, Cosimo Stanislao Sacco, Gianpiero Fasola
Department of Medical Oncology, University and General Hospital, Udine, Italy

Advanced gastric cancer: 2015 state of the art of a
still incurable disease

Gastric cancer (GC) is among the most impor-
tant health problems in oncology, with 25,000 new
cases expected in the US in 2015 (1), a yearly global
incidence approaching one million new cases (2) and
representing one of the most relevant causes of cancer-
caused deaths worldwide. Despite notable improve-
ments in the knowledge of its complex underpinning
disease biology (3), significant advances in the sys-
temic therapy and the introduction of targeted agents
in the clinical practice, the prognosis of patients with
advanced disease remains unacceptably poor, with a
dismal median survival of less than 12 months (4).

In general, palliative chemotherapy consisting of a
combination regimen has become the universal stand-
ard of care for patients with advanced gastric cancers
because of its efficacy in prolonging survival and im-
proving the quality of life (5). Around 40% of patients
display tumors expressing potentially druggable tar-
gets (6); only HER2, however, has been recognized as
valuable in the clinical practice so far (7). Fit patients
with HER-2 negative tumors are optimal candidates
for combination regimens including a fluoropyrimi-
dine, cisplatin, with or without a third drug (typically
an anthracycline or docetaxel), as well as irinotecan-
containing regimens (8). In case of HER-2 overexpres-
sion or amplification, trastuzumab could be added to a
standard fluoropyrimidine and cisplatin-based regimen
on the basis of the ToGA trial results (9). Other inter-
esting molecules, such as MET-inhibitors, are currently
being studied in prospective randomized trials.

After disease progression, a considerable propor-
tion of patients may be offered a second-line treat-
ment, but this proportion significantly differs between
European and Asian studies, ranging from 15% to
over 60% (10). Recent local reports have shown that
approximately 50% of patients receive a second-line
systemic treatment (11). In this setting, several ran-
domized trials have confirmed that the use of single-
agent chemotherapy (12-14), that of an antiangiogenic
alone such as ramucirumab (15, 16) or apatinib (17), or
the combination of the VEGFR2 inhibitor and a tax-
ane (18) have all enlarged the median survival of these
patients. In general, the decision to opt for supportive
care alone rather than chemotherapy relies on patients’
performance status as well as on other prognostic fac-
tors (19, 20). In the second-line setting, Catalano et al.
found five factors independently associated with poor
overall survival: declined PS (PS of 2 or lower), low he-
moglobin levels (< 11,5 g/1), presence of > 3 metastatic
sites of disease, time to progression under first-line
therapy < 6 months, and CEA level > 50 ng/ml. In the
absence of data deriving from prospective randomized
trials, these clinical factors may help to select patients
who may derive benefit from second-line therapy (21).

Timing of palliative and supportive care in the
advanced cancer phases

Unfortunately, metastatic GC patients may be
sometimes unfit for standard medical treatments and
are exclusively candidate for supportive care. While
the decision to offer supportive care alone or chemo-
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therapy depends on the patient’s medical conditions,
there is emerging evidence that early incorporation of
care principles may significantly improve patients’ out-
comes and reduce distress and aggressive measures at
the end of life (22, 23). Consequently, the prompt inte-
gration of palliative care in the treatment trajectory is
suggested whenever the treatment line is considered as
a continuum (24). In this landscape, an accurate plan
deserves to be re-discussed at each significant time-
point (25), bearing in mid that multiple issues affect-
ing physical, psychic and social aspects, as well as spir-
itual and practical activities, may cause suffering for
the patients, their families, and their caregivers along
the disease course.

Firstly appeared more than 30 years ago, the defi-
nition of palliative care has markedly changed over
time. Nowadays, its meaning is multifaceted and many
concepts lie beneath these words (26). Briefly, pallia-
tive care may current be considered a holistic field of
study and a ground of action that aims at addressing
the needs of patients with advanced, incurable cancers
and those of their family or caregivers. In the last few
years, multiple studies have demonstrated the benefit
of palliative care in terms of quality of life, symptom
improvement, prognostic understanding, patients’ sat-
isfaction, emotional burden, appropriate health ser-
vice use, and possibly survival. As a result, all major
scientific societies interested in this topic, including
ASCO, ESMO and AIOM, have spurred the integra-
tion of palliative care in the treatment of cancer pa-
tients (27-29). As said before, the soon the palliative
care is introduced, the better may be the results (30). In
fact, not only three unblinded randomized trials have
demonstrated that timely interventions may amelio-
rate symptom control, produce a higher treatment
adherence and improve the quality of life of patients
presenting with advanced disease (31-33), but also the
early adoption of a palliative program may decrease
useless in-hospital admissions during the late stage of
the disease (34). In this regards, the use of the term
“palliative care” has been replaced by “supportive care”,
which may be conductive to earlier referrals and help
to address the patients’ need for unplanned presenta-
tions, especially if the consultations take place in an
outpatient clinic (35). As a whole country, Italy has
a strong tradition of palliative care, with a total of 27

centers awarded and actively acting toward improving
cancer patients’ supportive care. Moreover, our country
has a strong commitment in palliative and simultane-
ous care, and a national commission is hardly working
on this topic (36). Importantly, along with the wide-
spread awareness that early initiation of supportive
care improves patients’ physical and spiritual well be-
ing, comes the need of innovative healthcare models
and appropriately reshaped outpatient services, with

the engagement of policy makers and all possible
stakeholders.

The paradigmatic example of nutritional problems
in gastric cancer patients

Entering into more disease-specific details, pallia-
tive interventions addressed to patients with advanced
or metastatic GC are aimed at relieving different dis-
ease-related conditions such as nutritional disturbanc-
es (which possibly have a mechanic or organic cause),
bleeding, pain, and may result in life prolongation as
well as in improved quality of life. For the purpose of
this manuscript, we will further focus on the nutri-
tional aspects of advanced GC patients, which may be
considered as a paradigmatic example that requires a
multidisciplinary approach throughout the entire dis-
ease course.

Since the early beginning, GC patients are fre-
quently affected by malnutrition, anorexia and weight
loss: the symptom burden may affect their prognosis,
and increase the length of hospital stay, healthcare costs,
reducing the quality of life, and survival. Nutritional
support is highly recommended both in the pre- and
in the postoperative period. Indeed, GC patients are
at high risk for malnutrition during the whole disease
course. Although a number of causes may play a role in
impairing the nutritional status of the GC patients, a
misbalance between energy expenditure and nutritional
supplementation is the central physiologic derange-
ment leading to cancer-induced weight loss. Many dif-
ferent scores have been proposed to assess the baseline
patients’ nutritional status (37), which may be easily
used in the clinical practice. Among these scores, On-
odera’s Prognostic Nutritional Index (38), the systemic
inflammation-based Glasgow Prognostic Score (39),
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the Nutritional Risk Indicator (40), and the Cancer
Cachexia Study Group (41) represent useful tools for a
initial evaluation and should be part of a routine evalu-
ation of patients to provide a timely nutritional support.

Patients with advanced disease frequently pre-
sent with weight loss, clinical signs of lipolysis, muscle
wasting, anorexia, chronic nausea, inflammation, and
asthenia. In particular, the cancer anorexia-cachexia
syndrome is a frequent paraneoplastic condition oc-
curring in half of all oncologic patients and it is con-
sidered as a poor prognosticator. Impaired nutritional
state during cancer treatment has also been associated
with more treatment interruptions and compromised
treatment eflicacy; consequently maintaining adequate
energy intake during therapy is mandatory and nutri-
tional counseling is very important (42).

Gastric cancer patients in whom surgical treat-
ment is not deemed a valuable option may be particu-
larly challenging: in those subjects physiological nutri-
tional support is often limited by obstruction from the
on site primary tumor; in selected cases enteral feeding
can be proposed after potential candidates are screened
appropriately to identify what causes are potentially
affecting their intake; a careful risk-benefit analysis
should be performed to justify use of parenteral nu-
trition, because of potential complications. Moreover,
self-expandable metallic stents may be placed to coun-
teract malignant gastric outlet obstruction regardless
of patients’ age, as suggested by recent endoscopic and
surgical case series.

Conclusions

The delivery of high-quality supportive and pal-
liative care is crucial in patients diagnosed with ad-
vanced gastric carcinoma, and requires cooperation
and coordination among healthcare professionals (in-
cluding medical and radiation oncologists, surgeons,
experts on rehabilitation, pain medicine, anesthesiol-
ogy, and palliative medicine), as well as nurses, social
workers, and psychologists (44). In the “continuum of
care project” for advanced cancer patients, early provi-
sion of supportive care provides evident benefits (45),
and collaborative efforts to improve its adoption are
warranted.
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