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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/l), 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 efficacy; 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.

References

  1. �Siegel RL, Miller KD, Jemal A. Cancer Statistics, 2015. CA 
Cancer J Clin 2015; 65: 5-29.

  2. �Jemal A, Bray F, Center MM, et al. Cancer. Global cancer 
statistics. CA Cancer J Clin 2011; 61: 69-90.

  3. �Cancer Genome Atlas Research Network. Comprehensive 
molecular characterization of gastric adenocarcinoma. Na-
ture 2014; 513: 202-9.

  4. �De Vita F, Di Martino N, Fabozzi A, et al. Clinical manage-
ment of advanced gastric cancer: the role of new molecular 
drugs. World J Gastroenterol 2014; 20: 1437-58.

  5. �Waddell T, Verheij M, Allum W, et al. Gastric cancer: 
ESMO – ESSO – ESTRO clinical practice guidelines for 
diagnosis, treatment and follow-up. Ann Oncol 2013; supp 
6: vi 57-63.

  6. �Deng N, Goh Lk, Wang H, et al. A comprehensive sur-
vey of genomic alterations in gastric cancer reveals systemic 
patterns of molecular esclusivity an co-occurrence among 
distinct therapeutic targets. Gut 2012; 61: 673-84.

  7. �Aprile G, Giampieri R, Bonotto M, et al. The challenge of 
targeted therapies for gastric cancer patients: the beginning 
of a long journey. Expert Opin Investig Drugs 2014; 23 (7): 
925-42.

  8. �Wagner AD, Grothe W, Haerting J, et al. Chemotherapy in 
Advanced Gastric Cancer: A Systematic Review and Meta-
Analysis Based on Aggregate Data. J Clin Oncol 2006; 24: 
2903-9.

  9. �Bang YJ, Van Cutsem E, Feyereislova A, et al. Trastuzumab in 
combination nwith chemotherapy versus chemotherapy alone 
for treatment of HER2-positive advanced gastric or gastro-
oesophageal junction cancer (ToGA): a phase 3, open-label, 
randomised controlled trial. Lancet 2010; 376: 687-97.

10. �Iacovelli R, Pietrantonio F, Farcomeni A, et al. Chemo-
therapy or Targeted Therapy as Second-line Treatment of 
Advanced Gastric Cancer. A Systematic Review and Meta-
Analysis of Published Studies. PLOS ONE, September 
2014, Volume 9, Issue 9.

11. �Uccello M, Cordio S, Mattina M. Second-and third-line 
chemotherapy in advanced gastric cancer: A real-life clinical 
picture. ESMO 2014, abs 657 P.

12. �Ford HE, Marshall A, Bridgewater JA, et al. Docetaxel ver-
sus active symptom control for refractory oesophagogastric 
adenocarcinoma (COUGAR-02):an open-label, phase 3, 
randomised controlled trial. Lancet Oncol 2014;1 5: 78-86.

13. �Kang JH, Lee SI, Lim do H, et al. Salvage chemotherapy 
for pretreated gastric cancer: a randomized phase III trial 
comparing chemotherapy plus best supportive care with 
best supportive care alone. J Clin Oncol 2012; 30: 1513-8.

14. �Thuss-Patience PC, Kretzschmar A, Bichev D, et al. Sur-
vival advantage for irinotecan versus best supportive care as 
second-line chemotherapy in gastric cancer-a randomised 
phase III study of the Arbertsgemeinschaft Internistische 
Onkologie (AIO). Eur J Cancer 2011; 47: 2306-14.

15. �Aprile G, Bonotto M, Ongaro E, et al. Critical appraisal 

11-aprile.indd   23 12/02/15   14:07



G. Aprile, P. Ermacora, C.S. Sacco, et al.24

of ramucirumab (IMC 1121-B) for cancer treatment: from 
benchside to clinical use. Drugs 2013; 73: 2003-15.

16. �Fuchs CS, Tomasek J, Yong CJ, et al. Ramucirumab mono-
therapy for previously treated advanced gastric or gastro-
oesophageal junction adenocarcinoma (REGARD): an 
international, randomised, multicenter, placebo-controlled, 
phase III trial. Lancet 2014; 383: 31-9.

17. �Li J, Qin S, Xu J, et al. Apatinib for chemotherapy-refrac-
tory advanced metastatic gastric cancer:results from a ran-
domized, placebo-controlled, parallelarm, phase II trial. J 
Clin Oncol 2013; 31: 3219-25.

18. �Wilke H, Van Cutsem E, Oh SC, et al. RAINBOW: A 
global, phase III, randomized, double-blind study of ramu-
cirumab plus paclitaxel versus placebo plus paclitaxel in the 
treatment of metastatic gastroesophageal junction (GEJ) 
and gastric adenocarcinoma following disease progression 
on first-line platinum and fluoropyrimidine-containing 
combination therapy. J ClinOncol 32; abstract LBA7.

19. �Lee J, Lim T, Uhm KW. Prognostic model to predict sur-
vival following first-line chemotherapy in patients with 
metastatic gastric adenocarcinoma. Ann Oncol 2007; 18: 
886-891.

20. �Arkenau HT, Olmos D, Ang JE, , et al.Clinical outcome and 
prognostic factors for patients treated within the context of 
a phase I study: the Royal Marsden Hospital experience. Br 
J Cancer 2008, 98: 1029-33.

21. �Catalano V, Graziano F, Santini D, et al. Second-line chem-
otherapy for patients with advanced gastric cancer: who may 
benefit? Br J Cancer 2008;99:1402-1407.

22. �Bruera E, Hui D. Integrating supportive and palliative care 
in the trajectory of cancer: establishing goals and models of 
care. J Clin Oncol 2010; 28: 4013-7.

23. �Ameno K, Morita T, Tatara R, et al. Association between 
Early Palliative Care Referrals, Inpatient Hospice Utiliza-
tion, and Aggressiveness of Care at the End of Life. J Palliat 
Med 2014, Sep 11.

24. �Bauman JR, Temel JS. The integration of early palliative care 
with oncology care: the time has come for a new tradition. J 
Natl Compr Canc Netw 2014; 12: 1763-71.

25. �Schrijvers D, Cherny NI; ESMO Guidelines Working 
Group. ESMO Clinical Practice Guidelines on palliative 
care: advanced care planning. Ann Oncol 2014; 25: 38-42.

26. �Hui D, De La Cruz M, Mori Masanori, et al. Concepts 
and definitions for “supportive care”, “best supportive care”, 
“palliative care”, and “hospice care” in the published litera-
ture, dictionaries, and textbooks. Support Care Cancer 2013 
(21): 659-85.

27. �Smith TJ, Temin S, Alesi ER, et al. ASCO provisional clini-
cal opinion:the integration of palliative care into standard 
oncology care. J Clin Oncol 2012; 30: 880-7.

28. �See comment in PubMed Commons below Cherny N, Catane 
R, Schrijvers D, Kloke M, Strasser F. European Society for 
Medical Oncology (ESMO) Program for the integration of 
oncology and Palliative Care: a 5-year review of the Designat-
ed Centers’ incentive program. Ann Oncol 2010; 21: 362-9.

29. �Zagonel V, Cavanna L, Cetto G and Task Force AIOM 

Palliative Care in Oncology. The medical oncologist’s role in 
palliative care: AIOM’s position. Tumori 2009; 95: 652-4.

30. �Howie L, Peppercorn J. Early palliative care in cancer treat-
ment: rationale, evidence and clinical implications. Ther 
Adv Med Oncol 2013 Sept.

31. �Temel JS, Greer JM, Muzi Kansky MA, et al. Early pal-
liative care for patients with metastatic non-small cell lung 
cancer. N Engl J Med 2010; 363: 733-42.

32. �Bakitas M, Lyons KD, Hegel MT, et al. Effects of a pallia-
tive care intervention on clinical outcomes in patients with 
advanced cancer. JAMA 2009; 302: 741-9.

33. �Zimmermann C, Swami N, Krzyzanowska M, et al. Early 
palliative care for patients with advanced cancer: a cluster-
randomised controlled trial. Lancet 2014; 383: 1721-30.

34. �Henson LA, Gao W, Higginson IJ, et al. Emergency De-
partment Attendance by Patients With Cancer in Their Last 
Month of Life: A Systematic Review and Meta-Analysis. J 
Clin Oncol 2014 Dec 22.

35. �Aprile G, Pisa FE, Follador A, et al. Unplanned presen-
tations of cancer outpatients: a retrospective cohort study. 
Support Care Cancer 2013; 21: 397-404.

36. �Continuità di cura in oncologia. Valutazione e trattamento dei 
sintomi nel malato oncologico per una precoce integrazione 
delle cure oncologiche e palliative. Available at http://www.
aiom.it/area+pubblica/area+medica/pubblicazioni/1,332,1 

37. �Sachlova M, Majek O, Tucek S. Prognostic value of scores 
based on malnutrition or systemic inflammatory response 
in patients with metastatic or recurrent gastric cancer. Nutr 
Cancer 2014; 66 (8): 1362-1370.

38. �Migita K, Takayama T, Saeki K, et al. The prognostic nutri-
tional index predicts long-term outcomes of gastric cancer 
patients independent of tumor stage. Ann Surg Oncol 2013; 
20: 2647-54.

39. �McMillan DC. The systemic inflammation-based Glasgow 
Prognostic Score: a decade of experience in patients with 
cancer. Cancer Treat Rev 2013; 39: 534-40.

40. �Kyle UG, Schneider SM, Pirlich M, , et al. See comment in 
PubMed Commons belowDoes nutritional risk, as assessed 
by Nutritional Risk Index, increase during hospital stay? A 
multinational population-based study. Clin Nutr 2005; 4: 
516-24.

41. �Leuenberger M, Kurmann S, Stanga Z. Nutritional screen-
ing tools in daily clinical practice: the focus on cancer. Sup-
port Care Cancer 2010;18 Suppl 2: S17-27. Epub 2010 Jan 
20.

42. �ESMO Handbook of nutrition and cancer. Henkvan Hal-
teren and Aminah Jatoi. ESMO Press 2011.

43. �Bozzetti F, Arends J, Lundholm K, et al. ESPEN Guide-
lines on Parenteral Nutrition: Non-surgical oncology. Clin 
Nutr 2009; 28: 445-54.

44. �Cherny N, Catane R, Kosmidis P, ESMO Task Force on 
Supportive and Palliative Care. ESMO takes a stand on 
supportive and palliative care. Ann Oncol 2003; 14 (9):13. 

45. �Parikh R, Kirch R, Smith TJ. Early specialty palliative care 
– translating data in oncology into practice. N Engl J Med 
2013; 369: 2347-51.

11-aprile.indd   24 12/02/15   14:07


