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Chemotherapy or support treatment in advanced gastric cancer

Chemotherapy versus support cancer
treatment in advanced gastric cancer:
a meta-analysis

Programa em Saúde e Comportamento, Psicologia Médica,
Pontifícia Universidade Católica de Pelotas, Pelotas, RS, Brasil

L. Casaretto, P.L.R. Sousa
and J.J. Mari

Abstract

The aim of the present study was to compare the efficacy of chemo-
therapy and support treatment in patients with advanced non-resect-
able gastric cancer in a systematic review and meta-analysis of ran-
domized clinical trials that included a comparison of chemotherapy
and support care treatment in patients diagnosed with gastric adeno-
carcinoma, regardless of their age, gender or place of treatment. The
search strategy was based on the criteria of the Cochrane Base, using
the following key words: 1) randomized clinical trials and antine-
oplastic combined therapy or gastrointestinal neoplasm, 2) stomach
neoplasm and drug therapy, 3) clinical trial and multi-modality thera-
py, 4) stomach neoplasm and drug therapy or quality of life, 5) double-
blind method or clinical trial. The search was carried out using the
Cochrane, Medline and Lilacs databases. Five studies fulfilled the
inclusion criteria, for a total of 390 participants, 208 (53%) receiving
chemotherapy, 182 (47%) receiving support care treatment and 6
losses (1.6%). The 1-year survival rate was 8% for support care and
20% for chemotherapy (RR = 2.14, 95% CI = 1.00-4.57, P = 0.05);
30% of the patients in the chemotherapy group and 12% in the support
care group attained a 6-month symptom-free period (RR = 2.33, 95%
CI = 1.41-3.87, P < 0.01). Quality of life evaluated after 4 months was
significantly better for the chemotherapy patients (34%; RR = 2.07,
95% CI = 1.31-3.28, P < 0.01) with tumor mass reduction (RR = 3.32,
95% CI = 0.77-14.24, P = 0.1). Chemotherapy increased the 1-year
survival rate of the patients and provided a longer symptom-free
period of 6 months and an improvement in quality of life.
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Introduction

Adenocarcinoma is the most common
kind of gastric cancer, accounting for up 90
to 95% of this type of neoplasia. About 65%
of patients with gastric cancer are over 50
years of age, with incidence peaking at age
70. According to the National Cancer Insti-
tute (INCA), 20,640 new cases of gastric

cancer were predicted to occur in Brazil
during 2003. Gastric cancer has the fourth
highest mortality rate with a predicted value
of 11,145 deaths per year (INCA, www.inca.
gov.br, Ref. 1).

During the 70’s some investigators (2-6)
mentioned an improvement in advanced gas-
tric cancer with the use of chemotherapy, but
few articles compared chemotherapy with
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supportive treatment care. A decline in the
incidence of gastric cancer has been ob-
served in developed countries such as the
United States and the United Kingdom. The
highest mortality rate is found in Latin Ame-
rica, mainly in Costa Rica, Chile and Colom-
bia. Nevertheless, Japan is the country with
the highest rate of gastric cancer, with 780
cases per 100,000 inhabitants (UICC, www.
uicc.org, 2003).

An increased number of patients are be-
ing diagnosed with gastric cancer when the
disease is in an advanced stage due to the
silent symptoms of the disease during its
early stages. According to the WHO, sup-
portive treatment is the sole care given to
patients whose disease no longer responds to
curative treatment. This consists of active
and full-time assistance in order to guaran-
tee the best possible quality of life not only
to the patients, but also to their families.
Surgery is part of the process and demands
an evaluation of clinical conditions, nature
of symptoms and therapeutic procedures that
can induce similar responses with minimum
risk (1). Nutritional, psychological and clini-
cal (hydration, analgesia) support are all part
of the palliative care. The aim of the present
study was to conduct a systematic review of
the literature to evaluate the efficacy of che-
motherapy and support treatment in patients
with advanced non-resectable gastric can-
cer.

Search strategy

The search strategy identified random-
ized clinical trials (RCTs) that compared
chemotherapy with supportive treatment in
advanced gastric cancer patients. Electronic
databases such as Cochrane Controlled Tri-
als, Lilacs, Medline, and Pain-Relief Co-
chrane Group were used, as well as the
following terms: RCT and (antineoplastic
combined therapy or gastrointestinal neo-
plasm) or stomach neoplasm or drug thera-
py; clinical trial and (multi-modality therapy

or stomach neoplasm) drug therapy or qual-
ity of life; stomach neoplasm and (combined
modality therapy) or double-blind method
or clinical trial; gastric neoplasias and (thera-
peutic procedures) or chemotherapy or pal-
liative care. There were no restrictions con-
cerning gender, age, clinical conditions, or
previous care.

An attempt to contact all authors of the
relevant reviews was made in order to obtain
information on other available clinical re-
views that had not been published as yet or
had not been retrieved by the regular re-
trieval system, or on-going studies. Searches
were made in specialized journals and in
chapters of books that mentioned the sub-
ject. In order to identify any possible new
RCTs, all cited references within these ar-
ticles, for example included and excluded
studies, were checked.

Outcomes

All RCTs comparing chemotherapy with
supportive care for the treatment of advanced
gastric cancer were included in the study.
The main outcomes of interest for this re-
view were defined as follows:

i) Survival: one of the objectives of
the antineoplastic therapy is to allow pa-
tients to survive as long as possible with the
same quality of life that they would have
had if they had not been patients with neo-
plasias. From a practical and ethical point of
view it is not possible to wait until the pa-
tients present an appropriate quality of life in
order to provide a feed-back on the efficacy
of a given treatment. Survival is used as
an objective measure of the antineoplastic
effect.

ii) Improvement in quality of life: the
subjective changes are understood to be those
that can be detected only by the patient. A
subjective improvement is frequently fol-
lowed by an objective improvement. This
outcome was demonstrated by at least 50%
of those showing symptoms of subjective
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improvement.
iii) Symptom-free period: defined as the

time during which there were no symptoms
of the disease.

iv) Objective response to treatment: de-
fined by the criteria of the World Health
Organization (WHO) (7) and referred to as
an improvement in the reduction of the di-
mensions of the tumor mass.

Quality of the studies

The criteria (A, B, C) suggested by the
Cochrane Handbook were used to evaluate
the methodological quality of the RCTs. Such
criteria are based on the evidence of a strong
correlation between bias and allocation con-
cealment (8). In this manner, three quality
groups can be defined as follows: 1) low bias
(allocation concealment performed in a cor-
rect manner), 2) moderate bias (uncertainty
about the masking of randomization), 3)
high bias (inappropriate masking of the ran-
domization process). Consequently, level C
studies were excluded. The Jadad scale was
used with the aim of determining accuracy
in the evaluation based solely on the ran-
domization process, according to the criteria
of the Cochrane Handbook. The number
three was used as the cut-off point.

Two investigators (L. Casaretto and J.J.
Mari) extracted the data concerning the char-
acteristics of the participants, details on the
interventions and the main outcomes of the
cases studied. Calculations were performed
using the statistical program RevMan 4.2.
The relative risk (RR), with random effect,
was calculated for the dichotomous vari-
ables of therapeutic response, with a result
uncertainty expressed via an estimate of the
95% confidence interval (CI) around this
measure. As an absolute measure, the num-
ber need to treat (NNT) was calculated with
a 95% CI, taking into account the estimate of
the event in the control group (9-14). The
results were evaluated in a meta-analysis
table.

Results

A total of 882 references were identified.
One of the authors (L. Casaretto) evaluated
the summary of each reference. Eight ar-
ticles (2-5,15-18) were selected. Two of them
(2,3) from references in the Clinic Oncology
book by Abeloff (19) and the remaining six
from Medline. The other references were
excluded because 1) they did not show the
RCT design, 2) the mentioned RCTs com-
pared two or more methods of chemotherapy,
3) the RCTs that compared chemotherapy
with support care included tumors other than
gastric tumors, or 4) the number of gastric
neoplasms was not stated. Finally, RCTs
that compared gastric cancer with a thera-
peutic modality other than chemotherapy
were also excluded.

Two of the eight selected articles were
excluded because they concerned the results
of the same protocol published during three
different time intervals. The article selected
was the most recently published one and
included the previous data (17,18). Conse-
quently, on completion five articles had been
included with at least one result dealing with
efficiency.

Regarding the structure of the study, all of
the articles contained two groups of patients
who either underwent chemotherapy or sup-
portive care. The randomized patients in the
five articles underwent treatment as outpa-
tients and in the fifth article inpatients were
also included. Three studies were from a single
center trial (2,3,5) and the other two were
multicenter studies (4,15). As far as random
selection was concerned, two of them men-
tioned random allocation in a double-blind
manner (3,15). The other three failed to report
their masking method. One study discontin-
ued randomization after 3 months due to the
evidence of considerable improvement within
the chemotherapy group (2). As to follow-up,
the minimum evaluation period for random-
ized patients was set at 3 months (2) and the
maximum period at 71 months (3).
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Participants

All 390 participants had histologically
proven adenocarcinoma of the stomach. The
ages of the participants were similar in all
groups, with the oldest enrolled patient be-
ing 75 years. In one article, patients who
were in the chemotherapy group were di-
vided into two subgroups, i.e., patients un-
der and over 60 years of age. In these patient
subgroups, the chemotherapy scheme var-
ied according to patient age (4).

The number of participants who showed
survival improvement was the most impor-
tant result in the papers. For the articles in
which the absolute number of patients was
not reported, this number was deduced from
the tables included in the papers (2-5,15).
The evaluation of continuous improvement
was not carried out because of data omission
in these studies.

Three studies were classified as A (3-5)
according to the Cochrane Handbook (8) cri-
teria and the other two were classified as B (2,
15). With reference to the Jadad classification
(8), two of these studies had a classification
value of 3 (2,15) and the other three scored 5
(3-5). Intention to treat was only mentioned in
three of the studies (2-4) (Table 1).

Survival

Survival was evaluated in all of the five
studies included (2-5,15) and the assessment
was made after 3, 6, and 12 months. Inten-
tion to treat was mentioned in three studies
(2-4). The survival curves were calculated
using the Kaplan-Meier method in two stud-
ies (4,15) and by the log-rank test in the
other three (2,3,5). Only one study (15) men-
tioned the use a logarithmic scale for this
evaluation.

One of the studies used the Cox propor-
tional hazards regression model (4) to com-
pensate for the differences in the clinical and
pathological characteristics among the par-
ticipants. Another study (15) used the chi-

square test and the Student t-test to compare
the characteristics of the participants. The
participants of the five studies whose rela-
tive numbers were presented in the tables
had their absolute number estimated for a
meta-analysis calculation.

The survival analysis at 3 months was
reported for all five studies and the total num-
ber of participants for this analysis was 390.
Of these, 240 survived, 110 in the supportive
care group and 130 in the chemotherapy group,
with respective survival rates of 55 and 62%
(RR = 1.08; 95% CI = 0.86-1.36; P = 0.50).
The survival analysis after 6 months was in-
cluded in case studies (3-5,15). One of them
(2) was excluded because the randomization
was discontinued after a 3-month period. A
total of 368 participants were included in this
analysis. Of these, 117 survived up to the 6th
month, 44 in supportive care and 73 in chemo-
therapy. The survival rates were 25 and 37%,
respectively (RR = 1.49; 95% CI = 0.88-2.53;
P = 0.14) showing no statistical difference
between groups and with a positive test of
heterogeneity (P < 0.05). When sensitivity
analysis was performed, homogeneity was
obtained by excluding the Kingston et al. (15)
study, since it included inpatients and outpa-
tients with performance status >2 and Karnofski
<60%. There was a statistically significant
difference favoring the chemotherapy group
(RR = 1.83; 95% CI = 1.10-3.04; P < 0.02;
NNT = 8.57; 95% CI = 6.0-15.0).

The survival analysis after 12 months
was carried out in 4 case studies (3-5,15). A
total of 368 patients were assessed in this
analysis, 172 in supportive care and 196 in
chemotherapy. The survival rates for this
period were 8 and 20%, respectively (RR =
2.14; 95% CI = 1.00-4.57; P = 0.05; NNT =
10.37; 95% CI = 6.83-21.52), favoring the
chemotherapy group (Table 2).

Quality of life

Analysis of the results was carried out
after the 4th month of accrual in all 5 case
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studies. In one article (2), quality of life was
analyzed by the toxicity outcome according
to WHO (7) criteria, but the article men-
tioned toxicity related to chemotherapy.
Pyrhonen et al. (3) mentioned evaluation of
the quality of life, but there were neither
absolute nor relative values for the calcula-
tion in the meta-analysis. Consequently, only
two articles (4,15) were included in this anal-

ysis, with the absolute number of patients
estimated from the tables. A total of 254
patients were included in the analysis, 64 of
whom improved their quality of life, 43 in
chemotherapy and 21 in supportive care (RR
= 2.07; 95% CI = 1.31-3.28; P < 0.01). This
difference showed a statistically significant
improvement in the quality of life for the
chemotherapy patients (Table 3).

Table 1. Survival.

Review: Chemotherapy versus support cancer treatment in advanced gastric cancer: a meta-analysis
Comparison: 1 chemotherapy versus supportive care treatment
Outcome: 1 survival

Study or sub-category Chemotherapy Supportive Relative risk Weight Relative risk
(n/N) care (n/N)  (random) (95% CI) (%) (random) (95% CI)

Three-month survival
Kingston et al. (15) 41/95 54/98 12.92 0.78 (0.58-1.05)
Dent et al. (5) 35/49 16/24 12.14 1.07 (0.77-1.50)
Murad et al. (2) 10/12 8/10 10.92 1.04 (0.70-1.55)
Pyrhonen et al. (3) 19/21 11/20 10.56 1.65 (1.08-2.50)
Glimelius et al. (4) 25/31 21/30 12.94 1.15 (0.86-1.54)
Subtotal (95% CI) 208 182 59.47 1.08 (0.86-1.36)
Total number of events: 130 (chemotherapy), 110 (supportive care)
Test for heterogeneity: χ² = 9.06, d.f. = 4 (P = 0.06), I² = 55.9%
Test for overall effects: Z = 0.68 (P = 0.50)

Six-month survival
Kingston et al. (15) 17/95 21/98 8.09 0.84 (0.47-1.48)
Dent et al. (5) 22/49 9/24 7.69 1.20 (0.66-2.19)
Pyrhonen et al. (3) 16/21 5/20 5.52 3.05 (1.38-6.75)
Glimelius et al. (4) 18/31 9/30 7.42 1.94 (1.04-3.61)
Subtotal (95% CI) 196 172 28.71 1.49 (0.88-2.53)
Total number of events: 73 (chemotherapy), 44 (supportive care)
Test for heterogeneity: χ² = 8.09, d.f. = 3 (P = 0.04), I² = 62.9%
Test for overall effects: Z = 1.49 (P = 0.14)

One-year survival
Kingston et al. (15) 8/95 8/98 4.38 1.03 (0.40-2.64)
Dent et al. (5) 7/49 2/24 2.07 1.71 (0.38-7.63)
Pyrhonen et al. (3) 12/21 2/20 2.41 5.71 (1.46-22.40)
Glimelius et al. (4) 9/31 3/30 2.97 2.90 (0.87-9.70)
Subtotal (95%CI) 196 172 11.82 2.14 (1.00-4.57)
Total number of events: 36 (chemotherapy), 15 (supportive care)
Test for heterogenrity: χ² = 4.63, d.f. = 3 (P = 0.20), I² = 35.2%
Test for overall effect: Z = 1.96 (P = 0.05)

Total (95% CI) 600 526 100.00 1.28 (1.02-1.61)
Total number of events: 239 (chemotherapy), 169 (supportive care)
Test for heterogeneity: χ² = 27.91, d.f. = 12 (P = 0.006), I² = 57.0%
Test for overall effect: Z = 2.12 (P = 0.03)

0.1 0.2 0.5 1 2 5 10

Favors control Favors chemotherapy
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Table 2. Improved quality of life.

Review: Chemotherapy versus support cancer treatment in advanced gastric cancer: a meta-analysis
Comparison: 1 chemotherapy versus support care treatment
Outcome: 2 improved quality of life

Study or sub-category Chemotherapy Supportive Relative risk Weight Relative risk
(n/N) care (n/N)  (random) (95% CI) (%) (random) (95% CI)

Kingston et al. (15) 29/95 15/98 68.20 1.99 (1.14-3.48)
Glimelius et al. (4) 14/31 6/30 31.80 2.26 (1.00-5.10)

Total (95% CI) 126 128 100.00 2.07 (1.31-3.28)
Total number of  events: 43 (chemotherapy), 21 (supportive care)
Test for heterogeneity: χ² = 0.06, d.f. = 1 (P = 0.80), I² = 0%
Test for overall effect: Z = 3.12 (P = 0.002)

0.1 0.2 0.5 1 2 5 10

Favors control Favors chemotherapy

Table 3. Symptom-free periods.

Review: Chemotherapy versus support care treatment in advanced gastric cancer: a meta-analysis
Comparison: 1 chemotherapy versus supportive care treatment
Outcome: 3 symptom-free period

Study or sub-category Chemotherapy Supportive Relative risk Weight Relative risk
(n/N) care (n/N)  (random) (95% CI) (%) (random) (95% CI)

Kingston et al. (15) 16/95 10/98 45.98 1.65 (0.79-3.45)
Pyrhonen et al. (3) 10/21 2/20 13.16 4.76 (1.19-19.10)
Glimelius et al. (4) 17/31 6/30 40.86 2.74 (1.25-6.00)

Total (95% CI) 147 148 100.00 2.33 (1.41-3.87)
Total number of events: 43 (chemotherapy), 18 (supportive care)
Test for heterogeneity: χ² = 2.03, d.f. = 2 (P = 0.36), I² = 1.3%
Test for overall effect: Z = 3.29 (P = 0.001)

0.1 0.2 0.5 1 2 5 10

Favors control Favors chemotherapy

Symptom-free period

The symptom-free period was mentioned
as the survival period exempt from any dis-
ease progression that could be evaluated by
measuring lesions. Three case studies (3,4,15)
were included and the absolute values for
calculation using meta-analysis were esti-
mated from the charts and tables. A total of
295 patients took part in the analysis; 104 of
them did not show progression after 6 months,
43 (29%) in the chemotherapy group and 18
(12%) in the supportive care group. The
mean time of analysis was 24 weeks (RR =
2.33; 95% CI = 1.41-3.87; P < 0.01) and was

significantly longer for the chemotherapy
group (Table 4).

Clinical response

The objective responses were evaluated as
a dichotomous variable according to the crite-
ria of the International Union Against Cancer
(UICC) (8). The clinical responses could in-
clude any of the consequences of the thera-
peutic response, but it would have been re-
ferred to as the presence or absence of any
tumor remission (objective response). Three
case studies were included in this comparison
(3,4,15). One study (5) was excluded due to
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Table 4. Objective responses.

Review: Chemotherapy versus support care treatment in advanced gastric cancer: a meta-analysis
Comparison: 1 chemotherapy versus supportive care treatment
Outcome: 4 objective responses

Study or sub-category Chemotherapy Supportive Relative risk Weight Relative risk
(n/N) care (n/N)  (random) (95% CI) (%) (random) (95% CI)

Kingston et al. (15) 5/22 0/36 19.28 17.70 (1.03-305.28)
Pyrhonen et al. (3) 6/21 4/20 51.46 1.43 (0.47-4.32)
Glimelius et al. (4) 5/31 1/30 29.25 4.84 (0.60-39.02)

Total (95% CI) 74 86 100.00 3.32 (0.77-14.24)

Test for heterogeneity: χ² = 3.57, d.f. = 2 (P = 0.17), I² = 44.0%
Test for overall effect: Z = 1.61 (P = 0.11)

0.1 0.2 0.5 1 2 5 10

Favors control Favors chemotherapy

lack of evaluation of this type of result and
another (2) due to the fact that the evaluation
of the objective responses included both ran-
domized and non-randomized patients. A to-
tal of 160 patients were included; 21 with a
positive response to the intervention, 16 (10%)
in the chemotherapy group and 5 (3%) in the
supportive care group (RR = 3.32; 95% CI =
0.77-14.24; P = 0.11). This result did not differ
significantly between groups (Table 5).

Discussion

Chemotherapy has been receiving increas-
ing attention for the treatment of gastric can-
cer, but at an advanced stage it is still only
accepted as palliative care (20-22). Some in-
vestigators (2-4) have been attempting to safe-
guard this approach as the choice of treatment
for patients with advanced disease.

This review showed that chemotherapy,
regardless of the methodology prescribed, but
considering only the use of cytotoxic agents,
provided a gain in survival detected by analy-
sis after 6 and 12 months for patients undergo-
ing chemotherapy, with a statistically signifi-
cant difference between the two groups. The
sensitivity analysis attempted to explain the
heterogeneity found among the case studies
and demonstrated that inclusion of patients

with the worst clinical conditions (performance
status >2 and Karnofski <60%) (5,15) has a
direct influence on survival when analyzed in
conjunction with patients in better clinical
condition (23). Moreover, patients undergo-
ing chemotherapy benefited from treatment,
showed significant improvement in quality of
life and had a longer symptom-free period of 6
months compared to only a maximum of 3
months for the supportive care group. The
objective responses to treatment, evaluated
after 4 months, did not show any significant
difference between the two groups; the study
of Kingston et al. (15) analyzed a subset of
patients that had a palpable mass, and this
partial analysis did not indicate any influence
of chemotherapy on the clinical response.

A strategy directed towards identifying
every RCT, either published or unpublished,
which evaluated the treatment of advanced
gastric cancer by comparing supportive care
with chemotherapy treatment regardless of
the chemotherapy protocol used, was the
objective of the present study. Overall, the
methodological quality of the studies was
appropriate. However, some methodologi-
cal flaws may be pointed out such as 1) the
absence of a detailed report of the random-
ization process and the procedures used to
conceal it; 2) the term analysis by intention



438

Braz J Med Biol Res 39(4) 2006

L. Casaretto et al.

Table 5. Characteristics of the studies surveyed.

Study Methods Participants Interventions Outcomes Notes Allocation

Dent et al. (5) Monocentric N = 142 N = 73 •Survival 90% of patients B
RCT Div. II (patients with Tiotepa, N = 26 correlated with TNM dead at 1 year unclear
allocation, advanced disease), FU+RT, N = 23 stage of disease and Not clear about
sealed N = 76 N = 49 not therapy ITT.
envelopes with CT(tiotepa), N = 26 BSC, N = 24 P > 0.5 Jadad 3
informed consent, CT(5FU)+RT, N = 24 90% dead in
Time: Jan 74 (n(CT) = 50) 1 year.
to Jun 76 BSC, N = 26 •Quality of life

Dropouts, N = 3 No difference
BSC, N = 2 between treatment
CT+RT, N = 1 groups
Only ambulatory
patients.
Mean age: 65 years
Sex (M/F): 1/1

Glimelius et al. (4) Multicentric N = 61 ELF/LvF, N = 31 •Improved quality Quality of life A
RCT allocation, ELF/LvF-31 BSC = 30 of life and survival adequate
aleatory. BSC = 30 ELF/LvF-14/31 were better in
Analysis by ITT Dropouts: 0 (45%) the chemotherapy
Time: Jan 91 Ambulatory BSC-6/31 (20%) group.
to Feb 95 Mean age: 64 years P < 0.05 Jadad 5
(4 years, 1 month) Sex (M/F): 4/1 •Survival

ELF/LvF - 6 months
BSC - 2 months
•Disease-free time in
6 months
ELF/LvF-17/55%
BSC-6/20%
P < 0.01

Kingston et al. (15) Multicentric N = 193 N = 200 •Quality of life Calculated overall B
RCT allocation, CT, N = 95 Dropouts: N = 2, placebo 33 rates did not unclear
aleatory, BSC, N = 98 follow-up, 7 5FU-21 reveal difference
double-blind, Included ambulatory patients excluded 5FU and between groups
controlled and hospital because CCNU-32 in patient survival
Time: Oct 74 with PS >2, post-mortem •One-year survival: curves.
to Feb 76 Karnofski <60%, analysis showed CT-8%, Not clear about ITT.
(1 year, 4 months) Mean age: 67 years no gastric cancer BSC-8% Jadad 3

Sex (M/F): 2/1 Dropouts: N = 7 •Objective response
5FU, N = 56 CT-5/22,
CCNU and 5FU, BSC-0/36
N = 39
Placebo, N = 98

Murad et al. (2) Monocentric N = 41 FAMTX, N = 31 •One-year survival: In this trial B
RCT allocation 22 randomized, BSC, N = 10 FAMTX-40% the patients unclear
Analysis by ITT 19 randomized Two years - were randomized
Time: Jan 88 to direct by FAMTX-10% after 22 patients,
Dec 91 chemotherapy •Overall survival direct in
(3 years, group FAMTX - 10 months chemotherapy
11 months) FAMTX-31 BSC - 3 months group.

BSC-10(GC) P < 0.001 Jadad 3
Mean age: 55 years
Sex (M/F): 2/1

Continued on next page
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Table 5 continued.

Study Methods Participants Interventions Outcomes Notes Allocation

Pyrhonen et al. (3) Monocentric, N = 41 FEMTX, N = 21 •Objective responses In this trial the A
RCT, allocation CT(FEMTX), N = 21 BSC, N = 20 CT patients were adequate
randomized by a BSC, N = 20 (UICC)-6/20(29%) allocated by a
sealed envelope Mean age: 60 years CR, N = 4 (19%) sealed envelope
method and Sex (M/F): 1/1 PR, N = 2 (10%) method and
permutated blocks •Toxicity (WHO), random
Analysis by ITT, N = 1 death permutated blocks
double-blind, CT (sepsis), were used.
with informed N = 1 stopped CT Jadad 5
consent (renal disease)
Time: Jul 86 to •Disease-free time
Jun 92 (5 years, in 6 months:
11 months). CT, N = 10 (50%)

BSC, N = 2 (10%)
•Three-month survival:
CT, N = 19 (90%)
BSC, N = 11 (55%)
Six-month survival:
CT, N = 16 (75%)
BSC, N = 5 (25%)
One-year survival:
CT, N = 12 (55%)
BSC, N = 2 (10%)

The Jadad scale was used with the aim of determining accuracy in the evaluation based solely on the randomization process. The Cochrane Handbook
criteria were used for allocation: A = adequate; B = unclear. TNM = tumor-nodulus-metastasis; ITT = intention to treat; CT = chemotherapy; FU =
fluorouracil; RT = radiotherapy; 5FU = 5-fluorouracil; BSC = best supportive care; ELF/LvF = etoposide, leucovorin, fluorouracil; RCT = randomized
clinical trial; CCNU = Lomustine; FAMTX = fluorouracil-doxorubicin-methotrexate; FEMTX = fluorouracil-epidoxorubicin-methotrexate; UICC =
International Union Against Cancer; CR = complete remission; PR = partial response. PS = performance status, Zubrod scale: PS 0 = normal activity;
PS 1 = disease symptoms, maintains daily activities; PS 2 = bedridden less than 50% of time, performs some activities; PS3 = bedridden more than
50% of time, dependent for care; PS 4 = completely bedridden, dependent on continuous care.

to treat was used, but in the final analysis
there was no mention as to whether the
losses were indeed included; 3) the absolute
number of patients at the end of the evalua-
tion of the results was not stated and had to
be computed from the charts included in the
studies; 4) the pairing methods of the com-
parison groups used were not fully speci-
fied, consequently leading to concerns about
the evaluation method of the differences in
the survival curves, a method that was de-
scribed in all of the studies. This data set
may conceal distortions, and therefore it
would have been important to show the clini-
cal and pathological characteristics of the
participants as completely as possible, to
better describe how their differences were
distributed and to present the absolute and

relative number of patients in tables and
charts.

The present meta-analysis demonstrated
that chemotherapy proved to be the treat-
ment of choice for patients with advanced
gastric cancer and the results clearly demon-
strated its efficacy, with an increase in sur-
vival of over 1 year along with an improve-
ment in the quality of life and a symptom-
free period of over 6 months. New cytotoxic
agents such as paclitaxel (24) and irinotecan
(25) are currently being tested. Biological
agents such as antiangiogenic agents (26)
and monoclonal antibodies (27) with recep-
tors for an epithelial growth factor may also
be of assistance in the future for the treat-
ment of this modality of neoplasm.
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