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Abstract Gastric adenocarcinoma is the second most
common cause of cancer death worldwide. The progno-
sis for patients with gastric adenocarcinoma depends on
the stage of the disease at the time of diagnosis and
treatment. Early gastric cancer, limited to the mucosa
and submucosa, is best treated surgically and has a five-
year survival rate of 70–95%. Surgical resection re-
mains the primary curative treatment for localised dis-
ease. Despite this, the overall survival remains poor. The
management of localised gastric adenocarcinoma is
complex, and at present there is proven benefit of both
preoperative chemotherapy and postoperative chemora-
diotherapy. There is no standard regimen of chemothera-
py for metastatic disease, although the regimen of ECF
(epirubicin, cisplatin and fluorouracil) is the most used
regimen, with a median survival of 7–9 months. With
new regimens of chemotherapy, such as DCF (docetax-
el, cisplatin and fluorouracil) or the combination of
irinotecan, cisplatin and bevacizumab, the median sur-
vival has increased. Other new agents are under investi-
gation.
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Introduction

Adenocarcinoma of the stomach was the leading cause
of cancer-related death worldwide throughout most of
the 20th century. It now ranks second only to lung can-

cer, and an estimated 875 000 new cases are diagnosed
annually worldwide [1]. Geographical differences are
not fully understood; more than half of cases occur in
China and Japan, but may be related to diets high in
salted, smoked foods an low in fruit and vegetables.
Other risk factors include male gender, Helicobacter py-
lori infection, pernicious anaemia, smoking, family his-
tory and chronic atrophic gastritis [2].

The incidence of gastric cancer has gradually de-
creased in western countries, nevertheless the incidence
of proximal gastric and oesophagogastric junction ade-
nocarcinomas has increased markedly since the mid-
1980s [3, 4]. Proximal gastric tumours are more aggres-
sive than distal tumours and more complex to treat [5].
The prognosis for gastric adenocarcinoma depends on
the stage of the disease at the time of diagnosis and
treatment [6–8]. Its prognosis is poor, except in Japan,
where this tumour is endemic and more patients are di-
agnosed at an early stage, which is reflected by higher
overall survival (OS) rates.

Complete surgical resection is the only proven, po-
tentially curative treatment for gastric cancer. Despite
this, the overall 5-year survival rate is between 15 and
35% in western countries [9]. Gastric adenocarcinoma
recurs in regional and/or distant sites in up to 67% of
patients after radical surgery. Therefore, adjuvant treat-
ment after complete surgical resection is necessary in
order to eradicate residual microscopic disease, and to
improve results of surgery alone. The major treatment
strategy during the last decades has been postoperative
chemoradiotherapy. But new strategies in the management
of localised gastric adenocarcinoma are intraperitoneal
chemotherapy (ICh) and perioperative chemotherapy.

Untreated metastatic gastric cancer is associated
with a median OS of only 3–4 months, but this can be
increased to 8–10 months, associated with improved
quality of life, with combination chemotherapy [10].

Localised gastric adenocarcinoma (M0)

The management of localised gastric cancer is complex,
and surgical resection remains the primary curative
treatment. Despite complete surgical resection, the over-
all 5-year survival rate remains poor [9]. Of patients that
relapse after curative surgery, 87% have locoregional re-
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currence. The extent of the resection is determined by
the adequacy of the resection margin, tumour location,
the amount of remaining tissue and the planned method
of reconstruction [11]. Subtotal gastrectomy is the stan-
dard surgical treatment for carcinoma of the proximal
two-thirds of the stomach. And a distal gastrectomy is a
reasonable option for an antral or pyloric carcinoma, but
splenectomy and distal pancreatectomy is not recom-
mended, except in selected cases.

The extent of lymphadenectomy is one of the most
controversial topics in gastric cancer surgery. The
Japanese developed an extensive classification system
for the regional lymph nodes and a systematic method
of dissection referred to now as the D2 resection [12].
Maruyama et al. [12] reported an improvement over this
timespan in 5-year survival for resected patients from
44.3% to 61.6%. D2 lymph-node dissection entails the
resection of all perigastric lymph nodes and some coeli-
ac, splenic or splenic-hilar, hepatic artery and cardial
lymph nodes, depending on the location of the tumour
in the stomach [13]. However in western countries D1
lymph-node dissection (removal of all perigastric lymph
nodes) is recommended, because of the results of two
randomised studies, which compared D1 with D2 dis-
section. In a study conducted in the United Kingdom
[14], similar five-year survival rates after D1 and D2
procedures were found: 35% and 33%, respectively; and
45% and 47%, respectively, in a trial in the Netherlands
[15]. Both trials found significantly increased in-hospi-
tal mortality related to the distal pancreatectomy and
splenectomy performed as part of the D2 procedure,
therefore this procedure is not routinely recommended.
A new approach in the surgical treatment of gastric can-
cer is video-assisted surgery (VAS). The study of Roig
et al. [16] presented the initial results of the use of VAS
in the curative intent treatment of gastric cancer. Mortal-
ity and morbidity of the study were 3.7% and 19%, re-
spectively. There was a reduction in post-operative anal-
gesia requirements and the mean hospital stay was 11
days. The authors concluded that gastric resection and
related lymphadenectomy can be performed using VAS
in a manner that is as safe as conventional surgery and,
further, has considerable advantages.

The high rate of relapse after resection makes it im-
portant to consider adjuvant treatment for patients with
gastric cancer. However, a meta-analysis reported by

Hermans et al. [17] concluded that adjuvant chemother-
apy did not add a survival benefit to surgery. A small
but significant benefit of postoperative chemotherapy
was found in two other meta-analyses, but these results
have not changed standard clinical practice [18, 19]. Be-
cause of the high local and regional recurrence rates, re-
gional radiation is an attractive possibility for adjuvant
therapy. A randomised trial found clinically limited but
statistically significant improvement (p=0.009) in sur-
vival after preoperative regional radiotherapy in patients
with cancer of the gastric cardia [20]. Other small trials
have suggested that survival is improved after intraoper-
ative radiation [21], and after adjuvant radiation [22].

At present both preoperative chemotherapy and
postoperative chemoradiotherapy have proven benefits.
In the study of MacDonald et al. [23], chemoradiothera-
py after surgery showed increased overall and progres-
sion-free survival (PFS) rates for the patients with high-
risk gastric adenocarcinoma (stages IB-IVM0). Of the
556 patients, 275 were randomly assigned to surgery
only and 281 to surgery plus chemoradiotherapy. Demo-
graphic factors were similar between the two groups.
More than two thirds of the patients had stage T3 or T4
tumours, and 85% had nodal metastases. Only 10% of
the patients underwent a D2 dissection, 36% had a D1
dissection and 54% had a D0 lymphadenectomy. With a
median follow-up period of 5 years, the median duration
of OS was 36 months in the chemoradiotherapy group
and 27 months in the surgery-only group. The differ-
ence in OS was significant (p=0.005; Table 1).

The hazard ratio (HR) for relapse in the surgery-only
group, as compared with the chemoradiotherapy group,
was 1.52 (95% confidence interval [95%CI], 1.23–1.86;
p<0.001). The median duration of PFS was 30 months
in the chemoradiotherapy group and 19 months in the
surgery-only group. The authors concluded that adju-
vant treatment with fluorouracil plus leucovorin and ra-
diation should be considered for all patients with high-
risk gastric cancer. Nevertheless, this study has been
criticised widely, because most patients (54%) had un-
dergone suboptimal surgery (D0 dissection), which is
less than a complete dissection of the N1 nodes.

The study conducted by Tormo Ferrero et al. [24]
evaluated the acute toxicity of the combined treatment
with chemoradiotherapy, according to the scheme of
McDonald, in patients with gastric cancer after radical

Table 1 The results of chemoradiotherapy plus surgery for gastric adenocarcinoma

Surgery only group Chemoradiotherapy group p

N 275 patients 281 patients NS
Median age 59 years 60 years NS
Median overall survival 27 months 36 months 0.005
Median relapse-free survival 19 months 30 months <0.001
3-year survival rates 41% 50% 0.005

NS, non-statistically significant (p>0.05)



curative surgery. Grade 3 toxicity or higher appeared in
12% and grade 2 in 21%. Eight percent of patients
needed to suspend treatment before the scheduled end
date of treatment due to acute toxicity. The most fre-
quent toxicity was gastrointestinal toxicity (detected in
79% of the patients). Therefore, combined chemoradio-
therapy after radical curative surgery is a well tolerated
treatment, with a low degree of acute toxicity, thus treat-
ment compliance is not difficult.

The MAGIC trial reported by Cunningham et al.
[25] showed that perioperative chemotherapy with a reg-
imen of ECF (epirubicin 50 mg/m2 body-surface area
by intravenous bolus on day 1, cisplatin 60 mg/m2 intra-
venously on day 1 and fluorouracil 200 mg/m2 daily for
21 days by continuous intravenous infusion, every 21
days) decreased stage and tumour size of the resectable
gastroesophageal cancer (Table 2), and significantly im-
proved OS and PFS. This phase 3 trial included 503 pa-
tients (250 in the perioperative chemotherapy group and
253 in the surgery group). Chemotherapy consisted of
three preoperative and three postoperative courses of
ECF. The primary end-point was OS. With a median fol-
low-up of four years, as compared with the surgery
group, the perioperative chemotherapy group had a
higher likelihood of OS (HR for death, 0.75; 95%CI,
0.60–0.93; p=0.009). The five-year survival rates were
36% in the chemotherapy group  23% in the surgery
group. The HR for progression was 0.66 (95%CI,
0.53–0.81; p<0.001) in the perioperative chemotherapy
group. Q1 An important limitation of this trial was that
only 42% of patients in the chemotherapy group complet-
ed the whole protocol treatment with 6 courses of ECF.

Advanced or metastatic gastric adenocarcinoma (M1)

Advanced gastric adenocarcinoma patients have a poor
prognosis, with a median survival time without treat-
ment of 3–4 months [26–28]. However, treatment with
chemotherapy has showed a significant improvement in

both median survival (7.5–12 months  3–4 months) and
quality of life. However, there is no clear standard
chemotherapy regimen in metastatic gastric adenocarci-
noma despite many regimens involving both a single
agent and combinations being used, achieving response
rates of 15–51%, and median survival ranging from 5.3
to 10.2 months.

The randomised trial reported by Webb et al. [29]
and Waters et al. [30] compared ECF with the combina-
tion of FAMTX (fluorouracil, doxorubicin and
methotrexate). ECF resulted in a significantly better
overall response (OR) rate (46%  21%; p<0.00003), me-
dian survival (8.7 months vs. 6.1 months; p<0.0005) and
2-year survival (14% vs. 5%; p<0.03) compared with
FAMTX. The toxicity profile also favoured ECF.

In the randomised trial reported by Ross et al. [31],
in advanced oesophagogastric cancer the regimen of
MCF (mitomycin C, cisplatin and fluorouracil) was
compared with ECF. Five hundred and eighty patients
were randomised to ECF or MCF. The OR rate (ECF
42.4% vs. MCF 44.1%), median survival (7 months for
both arms) and 1-year survival (ECF 40% vs. MCF
32.7%) were similar between the two arms. The global
quality-of-life scores favoured ECF at 3 and 6 months.

Therefore, on the basis of these trials, ECF is regard-
ed as a standard regimen for metastatic disease in Eu-
rope, but in the USA the standard regimen is cisplatin in
combination with continuous intravenous infusion of
fluorouracil for 5 days (CF regimen).

A new option for therapy for untreated advanced
gastric adenocarcinoma is the regimen of DCF (doc-
etaxel, cisplatin and fluorouracil). The V325 study re-
ported by Cutsem et al. [32] is a large randomised phase
III trial that compared DCF with the CF regimen. The
primary objective of this study was to demonstrate su-
periority in time-to-progression (TTP) for DCF over CF.
This trial showed that DCF significantly improved TTP,
OS and OR rate compared with CF, although with an in-
crease in toxicities (Table 3). Interestingly, the higher in-
cidence of toxicity seen with DCF did not appear to im-
pact quality of life and clinical benefit, which were

440 P. Khosravi Shahi et al.: Management of gastric adenocarcinoma

Table 2 Pathological results of perioperative chemotherapy for resected gastroesophageal cancer (MAGIC trial)

Variable Perioperative chemotherapy group Surgery group

Tumour stage
pT0 0% 0%
pT1 15.7% 8.3%
pT2 36.0% 28.5%
pT3 43.6% 54.9%
pT4 4.7% 8.3%

Median tumour size 3 cm 5 cm
Nodal status

pN0 (0 node involved) 31.1% 26.9%
pN1 (<7 nodes involved) 53.3% 43.6%
pN2 (7–14 nodes involved) 14.1% 21.8%
pN3 (>14 nodes involved) 1.5% 7.7%



significantly more favourable in the DCF arm. With a
median follow-up of 13.6 months, the median TTP was
5.6 months (95%CI, 4.9–5.9) for DCF and 3.7 months
(95%CI, 3.4–4.5) for CF; with a risk reduction of dis-
ease progression of 32% (p<0.001). The median OS was
significantly longer for DCF vs. CF (9.2 months; 95%
CI, 8.4–10.6; vs. 8.6 months; 95% CI, 7.2–9.5, respec-
tively; p<0.02).

Based on the encouraging results of phase II studies,
there is an emerging role for other new cytotoxic drugs
in the treatment of advanced disease, including irinote-
can, oxaliplatin [33], oral fluoropyrimidines (capecita-
bine) [34], paclitaxel [35], cetuximab and bevacizumab.

A phase II study has showed the benefit of regimens
with irinotecan for advanced gastric cancer. This trial
compared irinotecan-fluorouracil with irinotecan-cis-
platin. The OR rate in the combination of irinotecan with
5-fluorouracil and folinic acid was 42.4%, with a com-
plete response rate of 5.1%. Corresponding figures for
the irinotecan/cisplatin arm were 32.1% and 1.8%, re-
spectively. The median TTP was significantly longer for
irinotecan-fluorouracil (6.5 months) vs. irinotecan-cis-
platin (4.2 months; p<0.0001). The median survival times
were 10.7 and 6.9 months, respectively (p=0.0018) [36].

A randomised multicentre phase III trial (REAL-2)
[37, 38] with a two-by-two factorial design to compare
the efficacy of capecitabine with 5-fluorouracil, and ox-
aliplatin with cisplatin in the ECF regimen, for patients
with advanced oesophagogastric cancer, is currently un-
der way. Preliminary results of this study indicate com-
parable activity for the substitution of the newer agents
(oxaliplatin and capecitabine) with potentially less toxi-
city for oxaliplatin combination therapy (Table 4).

A recent phase II trial showed that the combination of
bevacizumab with cisplatin and irinotecan can be safely
given in patients with metastatic gastric or gastroe-
sophageal junction adenocarcinoma, even with primary
gastric tumours in place. With a median follow-up of 12.2
months, median TTP was 8.3 months (95%CI, 5.5–9.9),
the OR rate was 65% (95%CI, 46–80%) and median sur-
vival was 12.3 months (95% CI, 11.3–17.2) [39].

Intraperitoneal chemotherapy for gastric
adenocarcinoma

A new review article by Yu [40] evaluated the benefit of
ICh for resected primary gastric cancer. An update on
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Table 3 Toxicities of DCF vs. CF in V325 study

Toxicity
DCF CF

p
Grade 3–4 All grades Grade 3–4 All grades

Haematology
Neutropenia 82% 95% 57% 83% <0.05
Leukopenia 65% 96% 31% 81% <0.05
Anaemia 18% 97% 26% 93% NS
Thrombocytopenia 8% 25% 13% 39% NS
Febrile neutropenia 0% 29% 0% 12% NS

Non-haematologic
Gastrointestinal 49% 93% 47% 91% NS
Stomatitis 21% 59% 27% 60% NS
Diarrhoea 19% 75% 8% 46% <0.05
Nausea 14% 72% 17% 75% NS
Vomiting 14% 61% 17% 71% NS
Anorexia 10% 45% 9% 45% NS
Neurosensory 8% 38% 3% 24% <0.05

DCF, docetaxel, cisplatin and fluorouracil; CF, cisplatin and fluorouracil; NS, non-statistically significant (p>0.05)

Table 4 Results of REAL-2 Study

Variable ECF ECX EOF EOX

TN 249 patients 241 patients 235 patients 239 patients
OR 40.7% 46.4% 42.4% 47.9%

– p=0.2 p=0.7 p=0.1
PFS 6.2 months 6.7 months 6.5 months 7.0 months
OS 9.9 months – – 11.2 months

– p=0.02

ECF, epirubicin, cisplatin and fluorouracil; ECX, epirubicin, cisplatin and capecitabine; EOF, epirubicin, oxaliplatin and fluorouracil; EOX, epiru-
bicin, oxaliplatin and capecitabine



Taegu's phase III trial of early postoperative ICh [41],
with 248 patients with gastric cancer, showed that the
overall 5-year survival rate was 61.1% and 10-year sur-
vival 55.8%. In this study patients were randomised in-
traoperatively after resection was complete to receive
early postoperative ICh or not. All patients underwent
D2 or more extended lymphadenectomy. In patients ran-
domised to receive ICh, a 5-day course of ICh with mit-

omycin C and 5-fluorouracil was given through the
catheters placed during the operation.

Survival distributions for ICh adjusted for stage
showed statistically significant improvement, especial-
ly in patients with stage III gastric cancer (p=0.0288).
The conclusions were that patients with serosa-positive
gastric cancer are most likely to benefit from adjuvant
ICh.

442 P. Khosravi Shahi et al.: Management of gastric adenocarcinoma

References
1. Jemal A, Tiwari RC, Murray T et al (2004) Can-

cer statistics, 2004. CA Cancer J Clin 54:8–11
2. Kurtz RC, Sherlock P (1985) The diagnosis of

gastric cancer. Semin Oncol 12:11–18
3. Boring CC, Squires TS, Tong T (1991) Cancer

statistics, 1991. CA Cancer J Clin 41:19–24
4. Salvon-Harman JC, Cady B, Nikulasson S et al

(1994) Shifting proportions of gastric adenocar-
cinomas. Arch Surg 129:381–393

5. Vizcaino AP, Moreno V, Lambert R, Parkin DM
(2002) Time trends incidence of both major his-
tologic types of esophageal carcinomas in se-
lected countries, 1973–1995. Int J Cancer 99:
860–868

6. Sobin LH, Wittekind CH (2002) TNM classifi-
cation of malignant tumors, 6th Edn. Wiley-Liss,
New York

7. Hermanek P, Henson DE, Hutter RVP, Sobin LH
(1993) TNM supplement 1993. A commentary
on uniform use. Springer, Berlin

8. Hundahl SA, Phillips JL, Menck HR (2000) The
National Cancer Data Base report on poor sur-
vival of U.S. gastric carcinoma patients treated
with gastrectomy: fifth edition American Joint
Committee on Cancer staging, proximal disease,
and the “different disease” hypothesis. Cancer
88:921–932

9. Parkin D, Pisani P, Ferley J et al (1999) Global
cancer statistics. CA Cancer J Clin 49:33–64

10. Glimelius B, Ekstrom K, Hoffman K et al
(1997) Randomized comparison between che-
motherapy plus best supportive care with best
supportive care in advanced gastric cancer. Ann
Oncol 8:163–168

11. Dicken BJ, Bigam DL, Cass C et al (2005) Gas-
tric adenocarcinoma: review and considerations
for future directions. Ann Surg 241:27–39

12. Maruyama K, Okabayashi K, Kinoshita T
(1987) Progress in gastric cancer surgery in Ja-
pan and its limits of radicality. World J Surg 11:
418–425

13. Japanese Research Society for Gastric Cancer
(1995) Japanese classification of gastric carcino-
ma. Kanehara, Tokyo

14. Cuschieri A, Weeden S, Fielding J et al (1999)
Patient survival after D1 and D2 resections for
gastric cancer: long-term results of the MRC
randomized surgical trial. Br J Cancer 79:1522–
1530

15. Bonenkamp JJ, Hermans J, Sasako M, van de
Velde CJH (1999) Extended lymph-node dissec-
tion for gastric cancer. N Engl J Med 340:908–
914

16. Roig J, Girones J, Garsot E et al (2006) Video-
assisted surgery in gastric cancer. Clin Transl
Oncol 8:213–217

17. Hermans J, Bonenkamp JJ, Boon MC et al
(1993) Adjuvant therapy after curative resection
for gastric cancer: meta-analysis of randomized
trials. J Clin Oncol 11:1441–1447

18. Earle CC, Maroun JA (1999) Adjuvant chemo-
therapy after curative resection for gastric cancer
in non-Asian patients: revisiting a meta-analysis
of randomized trials. Eur J Cancer 35:1059–
1064

19. Mari E, Floriani I, Tinazzi A et al (2000) Effica-
cy of adjuvant chemotherapy after curative re-
section for gastric cancer: a metaanalysis of pub-
lished randomised trials – a study of the
GISCAD (Gruppo Italiano per lo Studio dei
Carcinomi dell’Apparato Digerente). Ann Oncol
11:837–843

20. Zhang ZX, Gu XZ, Yin WB et al (1998) Ran-
domized clinical trial on the combination of pre-
operative irradiation and surgery in the treat-
ment of adenocarcinoma of gastric cardia (AGC)
– report on 370 patients. Int J Radiat Oncol Biol
Phys 42:929–934

21. Takahashi M, Abe M (1986) Intra-operative ra-
diotherapy for carcinoma of the stomach. Eur J
Surg Oncol 12:247–250

22. Moertel CG, Childs DS, O’Fallon JR et al
(1984) Combined 5-fluorouracil and radiation
therapy as a surgical adjuvant for poor prognosis
gastric carcinoma. J Clin Oncol 2:1249–1254

23. MacDonald JS, Smalley SR, Bendetti J et al
(2001) Chemoradiotherapy after surgery com-
pared with surgery alone for adenocarcinoma of
the stomach or gastroesophageal junction. N En-
gl J Med 345:725–730

24. Tormo Ferrero V, Andreu Martinez MJ, Cardenal
Macia R, Pomares Arias A (2006) Evaluation of
the toxicity of the combined treatment of
chemoradiotherapy, according to the scheme of
Macdonald, after radical surgery in patients di-
agnosed of gastric cancer. Clin Transl Oncol 8:
611–615

25. Cunningham D, Allum WH, Stenning SP et al
(2006) Perioperative chemotherapy versus sur-
gery alone for resectable gastroesophageal can-
cer. N Engl J Med 355:11–20

26. Glimelius B, Ekstrom K, Hoffman K et al
(1997) Randomized comparison between che-
motherapy plus best supportive care with best
supportive care in advanced gastric cancer. Ann
Oncol 8:163–168

27. Murad AM, Santiago FF, Petroianu A et al
(1993) Modified therapy with 5-fluorouracil,
doxorubicin, and methotrexate in advanced gas-
tric cancer. Cancer 72:37–41

28. Pyrhönen S, Kuitunen T, Nyandoto P et al
(1995) Randomised comparison of fluorouracil,
epidoxorubicin and methotrexate (FEMTX) plus
supportive care with supportive care alone in pa-
tients with non-resectable gastric cancer. Br J
Cancer 71:58–91

29. Webb A, Cunningham D, Scarffe JH et al
(1997) Randomized trial comparing epirubicin,
cisplatin and fluorouracil versus fluorouracil,
doxorubicin and methotrexate in advanced
esophagogastric cancer. J Clin Oncol 15:261–
267

30. Waters JS, Norman A, Cunningham D et al
(1999) Long-term survival after epirubicin, cis-
platin and fluorouracil for gastric cancer: results
of a randomised trial. Br J Cancer 80:269–272

31. Ross P, Nicolson M, Cunningham D et al (2002)
Prospective randomized trial comparing mito-
mycin, cisplatin and protracted venous-infusion
fluorouracil (PVI 5-FU) with epirubicin, cis-
platin and PVI 5-FU in advanced esophagogas-
tric cancer. J Clin Oncol 20:1996–2004

32. Cutsem EV, Moiseyenko VM, Tjulandin S et al
(2006) Phase III study of docetaxel and cisplatin
plus fluorouracil compared with cisplatin and
fluorouracil as first-line therapy for advanced
gastric cancer: a report of the V325 Study
Group. J Clin Oncol 24:4991–4997

33. Kim DY, Kim JH, Lee SH et al (2003) Phase II
study of oxaliplatin, 5-fluorouracil and leucov-
orin in previously platinum treated patients with
advanced gastric cancer. Ann Oncol 14:383–387

34. Cho EK, Lee WK, Im SA et al (2004) Epiru-
bicin, cisplatin and capecitabine in f irst line
chemotherapy for patients with advanced gastric
cancer. J Clin Oncol 22[15 Suppl]:14S

35. Bokemeyer C, Lampe CS, Clemens MR et al
(1997) A phase II trial of paclitaxel and weekly
24 h infusion of 5-fluorouracil/folinic acid in pa-
tients with advanced gastric cancer. Anticancer
Drugs 8:396–399

36. Pozzo C, Barone C, Szanto J et al (2004) Irino-
tecan in combination with 5-fluorouracil and
folinic acid or with cisplatin in patients with ad-
vanced gastric or esophageal-gastric junction
adenocarcinoma: results of a randomized phase
II study. Ann Oncol 15:1773–1781

37. Sumpter KA, Harper-Wynne C, Cunningham D
et al (2005) Report of two protocol planned in-
terim analyses in a randomized multicentre
phase III study comparing capecitabine with flu-
orouracil and oxaliplatin with cisplatin in pa-
tients with advanced esophagogastric cancer re-
ceiving ECF. Br J Cancer 92:1976–1983

38. Cunningham D, Rao S, Starling N et al (2006)
Randomized multicentre phase III study com-
paring capecitabine with fluorouracil and oxali-
platin with cisplatin in patients with advanced
oesophagogastric cancer: the REAL-2 trial. J
Clin Oncol 42:182

39. Shah MA, Ramanathan RK, Ilson DH et al
(2006) Multicenter phase II study of Irinotecan,
Cisplatin, and Bevacizumab in patients with
metastatic gastric or gastroesophageal junction
adenocarcinoma. J Clin Oncol 24:5201–5206

40. Yu W (2006) A review of adjuvant therapy for
resected primary gastric cancer with an update
on Taegu's phase III trial with intraperitoneal
chemotherapy. Eur J Surg Oncol 32:655–660

41. Yu W, Whang I, Chung HY et al (2001) Indica-
tions for early postoperative intraperitoneal
chemotherapy of advanced gastric cancer: re-
sults of a prospective randomized trial, World J
Surg 25:985–990



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for journal articles and eBooks for online presentation. Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


