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Abstract

AIM: To investigate the outcome of palliative chemo​therapy in old patients with gastroesophageal cancer at the National Center for Tumor Diseases, Heidelberg. 

METHODS: Using a prospectively generated data​base, we retrospectively analyzed 55 patients ≥ 70 years under palliative chemotherapy for advanced gastroesophageal cancer at the outpatient clinic of the National Center for Tumor Diseases Heidelberg, Germany between January 2006 and December 2013. Further requirements for inclusion were (1) histologically proven diagnosis of gastroesophageal cancer; (2) advanced (metastatic or inoperable) disease; and (3) no history of radiation or radiochemotherapy. The clinical information included Eastern Cooperative Oncology Group performance status (ECOG PS), presence and site of metastases at diagnosis, date of previous surgery and perioperative chemotherapy, start and stop date of first-line treatment, toxicities and consecutive dosage reductions of first-line treatment, response to first-line therapy, date of progression, usage of second-line therapies and date and cause of death. Survival times [progression-free survival (PFS), overall survival (OS) and residual survival (RS)] were calculated. Toxicity and safety were examined. Prognostic factors including ECOG PS, age and previous perioperative treatment were analyzed. 

RESULTS: Median age of our cohort was 76 years. 86% of patients received a combination of two cytotoxic drugs. 76 percent of patients had an oxaliplatin-based first-line therapy with the oxaliplatin and 5-fluorouracil regimen being the predominantely chosen regimen (69%). Drug modifications due to toxicity were necessary in 56% of patients, and 11% of patients stopped treatment due to toxicities. Survival times of our cohort are in good accordance with the major phase Ⅲ trials that included mostly younger patients: PFS and OS were 5.8 and 9.5 mo, respectively. Survival differed significantly between patient groups with low (≤ 1) and high (≥ 2) ECOG PS (12.7 mo vs 3.8 mo, P < 0.001). Very old patients (≥ 75 years) did not show a worse outcome in terms of survival. Patients receiving second-line treatment (51%) had a significantly longer RS than patients with best supportive care (6.8 vs 1.4 mo, P = 0.001). Initial ECOG PS was a strong prognostic factor for PFS, OS and RS. 

CONCLUSION: Old patients with non-curable gastro​esophageal cancer should be offered chemotherapy, and ECOG PS is a tool for balancing benefit and harm upfront. Second-line treatment is reasonable. 

Key words: Gastroesophageal cancer; Old patients; Palliative chemotherapy; Toxicity; Eastern Cooperative Oncology Group performance status

Berger AK, Zschaebitz S, Komander C, Jäger D, Haag GM. Palliative chemotherapy for gastroesophageal cancer in old and very old patients: A retrospective cohort study at the National Center for Tumor Diseases, Heidelberg. World J Gastroenterol 2015; 21(16): 4911-4918  Available from: URL: http://www.wjgnet.com/1007-9327/full/v21/i16/4911.htm  DOI: http://dx.doi.org/10.3748/wjg.v21.i16.4911
Core tip: Data concerning efficacy and safety of palliative chemotherapy for gastroesophageal cancer in patients ≥ 70 years are scarce. Concerns about poor tolerability due to reduced functional status are common, and older patients are at risk for undertreatment. In our analysis of 55 patients ≥ 70 years, the survival times were in good accordance to the results of the landmark phase Ⅲ trials including younger patients. Except for increased polyneuropathy, toxicity rates were also comparable. Initial Eastern Cooperative Oncology Group performance status was a strong prognostic factor for PFS, OS and RS. 

INTRODUCTION

For older adults, cancer incidence rates are higher than for younger persons[1]. The current epidemiologic development in the western world will therefore result in a rising incidence of cancer, and an increasing proportion of old and very old patients among all cancer cases[2]. Despite this development for most malignancies, older cancer patients remain underrepresented in clinical studies[3], and age above 70 years often is an exclusion criterion. There is widespread critique concerning this issue, but to date, extrapolation of trial results to the older population remains questionable[4]. When treating elderly cancer patients, medical comorbidities, impaired organ function and reduced functional status are frequently found[5]. Ensuring an adequate antitumor treatment while avoiding toxicity is a pivotal question of geriatric oncology in daily routine.

Gastric cancer and cancer of the gastroesophageal junction belong to the most common cancer forms worldwide[6]. In the United States, there were diagnosed approximately 40000 new cases of esophageal and gastric cancer with estimated 26000 deaths in 2013[7]. While incidence rates for distal gastric cancer keep declining continuously over the past decades[8], the incidence for cancer of the esophagogastric junction remains increasing[9]. In the United States, the 5-year relative survival for all stages in patients aged 65 or more is 26%[8], and for metastasized disease it is less than 5% for all patients. To date, palliative chemotherapy is the accepted standard of care for patients with metastasized disease since benefits in terms of survival times and quality of life have been widely shown[10,11]. Still, there is no internationally accepted standard therapy for the first-line situation[12]. Combination therapies are considered to be more active than single-agent approaches[11]. For cytotoxic double combinations, infusional or oral fluoropyrimidines in combination with platin-derivates have been shown to be active[13-15]. The addition of docetaxel as a cytotoxic triplet combination showed improved efficacy in terms of response rate and overall survival but is associated with increased toxicity[16]. For HER2-positive patients, trastuzumab is known to significantly improve overall survival in combination with a fluoropyrimidine and cisplatin[17]. Although gastroesophageal carcinomas predominantely occur in elder patients[8], the knowledge and recommendations about an adequate first-line treatment for older persons are sparse. There is some evidence that for patients older than 65 years survival times are comparable to those of younger ones, but grade 3 or higher toxicities might be more frequent for currently used regimens[18]. Oxaliplatin-based combinations might have a better toxicity profile and seem to be associated with an improved efficacy in contrast to cisplatin based regimens[14], whereas the benefit of using three-drug cytostatic combinations in elderly patients is questionable[19].

Since most patients develop disease progression under first-line therapy, options for second-line treatment are frequently needed. Recently, the value of a second-line therapy with either docetaxel or irinotecan was shown[20]. But again, specific data for old patients are rarely found.

In our study, we retrospectively analyzed palliative chemotherapy and outcomes for old and very old patients (≥ 70 years) with advanced gastroesophageal cancer at the outpatient clinic of the National Center for Tumor Diseases (NCT) at Heidelberg University Hospital. In particular, we investigated the characteristics, toxicities and outcomes of cytotoxic treatment strategies in the first-line situation and evaluated the frequency and efficacy of second-line chemotherapy. 

MATERIALS AND METHODS
Using a prospectively maintained database (the NCT Clinical Cancer Registry), we retrospectively identified patients aged 70 years or over who started palliative first-line chemotherapy for advanced gastroesophageal cancer at the outpatient clinic of the NCT Heidelberg, Germany between January 2006 and December 2013. Further requirements for inclusion were (1) histologically proven diagnosis of gastroesophageal cancer; (2) advanced (metastatic or inoperable) disease; and (3) no history of radiation or radiochemotherapy. The observation period for each patient started with initiation of palliative first-line treatment (i.e., first systemic chemotherapy after primary diagnosis of metastatic or inoperable disease or, in resected patients, after diagnosis of recurrence). The follow-up period for this analysis ended on July 1, 2014. Survival data were available for all patients.

Via an electronic medical record, the responsible oncologists and medical staff routinely documented the clinical data. The retrieved information included Eastern Cooperative Oncology Group performance status (ECOG PS)[21], presence and site of metastases at diagnosis, date of previous surgery and periope​rative chemotherapy, start and stop date of first-line treatment, toxicities and consecutive dosage reductions of first-line treatment, response to first-line therapy, date of progression, usage of second-line therapies and date and cause of death. Toxic effects were registered according to the National Cancer Institute´s common terminology criteria for adverse events[22]. Tumor response was routinely evaluated according to the response evaluation criteria in solid tumors[23]. The attending oncologist decided about the cytotoxic regimen and the start and end of antitumor treatment.

The study was approved by the local Ethics Com​mittee (Ethics Committee University of Heidelberg; S-335/2014, 28.07.2014). According to local ethics policy for retrospective analysis of own anonymized clinical data, IC was not obtained.

Statistical analysis

Man Whitney U-Test and Fisher’s exact test were used for comparing independent samples of quantitative and binary data, respectively. Progression-free survival (PFS) was defined as time from start of palliative first-line treatment to documented tumor progression or death. Overall survival (OS) was defined as the time from start of palliative first-line treatment to death. Residual survival (RS) was defined as the time from the day of documented disease progression to death. Time-to event data were analyzed using standard methods, including Kaplan-Meier product-limit estimates. Multivariate analysis was performed using cox regression analysis. All analyses of prognostic factors were of an exploratory nature. Statistical analysis was performed using the SPSS statistical software, Version 21. The statistical methods of this study were reviewed by Georg Martin Haag, NCT Heidelberg.

RESULTS

Patients’ demographics

We identified 55 patients meeting the inclusion criteria. Median duration of observation was 9.1 mo (range 0.9-45.8). The median age at diagnosis of advanced disease was 76 years (range 70-86), 32 patients (58.2%) were 75 years or older. Fifteen patients (27.3%) with secondary metastases or local recurrent tumor had undergone prior tumor resection. Twelve of these had received perioperative chemotherapies. Thirty-seven patients (67.3%) had an ECOG PS of 0 or 1. Four patients started treatment with an ECOG PS of 3. Complete patient characteristics are outlined in Table 1. At time of analysis, 50 deaths (90.9%) had occurred. Of those, 18 patients had died during first-line treatment before documented tumor progression. In 8 of those cases, tumor-associated factors (e.g., tumor bleeding) or tumor progression were clinically assumed and documented as causes of death. One patient died from pleural empyema and one further patient died from cholangitis. In 8 cases, no further information on the exact mode of death was available.

First-line chemotherapy and toxicities

Median duration of first-line therapy was 105 d (range 6-568). Patients with an ECOG PS ≥ 2 had a median duration of therapy of 70 d compared to 146 d for ECOG PS ≤ 1 (P = 0.006). Forty-seven patients (85.5%) received a combination of two cytotoxic agents (doublet). Three patients (5.5%) were treated with a single-agent therapy (oral or infusional fluoropyrimidine), and five patients (9.1%) underwent therapy with three cytotoxic agents (triplet). Seven of our patients (12.7%) had a cisplatin containing regimen for first-line treatment. In 42 cases (76.4%), oxaliplatin-based regimens were used. Three patients were treated in a clinical trial (Cisplatin-based chemo​therapy +/- an anti EGFR antibody). 

For this analysis, we included all toxicities that led to treatment modifications (Grade 3 or worse). In total, 31 patients (56.4%) developed such side effects. In 14 of those cases (45.2% of all relevant side effects or 25.5% of all patients) polyneuropathy (PNP) and in 6 cases (19.4% or 10.9%, respectively) hematotoxicity caused dosage reductions. Six patients (10.9%) discontinued therapy due to toxicity. PNP leading to treatment modifications was significantly more common in patients receiving prolonged firstline therapy (13 of 31 patients with a first-line ≥ 80 d vs 1 of 24 patients with a duration < 80 d (P = 0.002). No significant differences in toxicities requiring discontinuation of therapy were found for patients with an ECOG PS ≥ 2 or for patients ≥ 75 years, and we also did not find significant differences for combination regimens (doublet vs triplet vs monotherapies). A summary of therapies and toxicities is given in Table 2.

Progression and survival

Progression-free survival: Median PFS was 5.8 mo (95%CI: 4.1-7.6 mo). Median PFS for patients with an ECOG PS 0 or 1 was 6.8 mo (95%CI: 5.4-8.1) compared to 2.5 mo (95%CI: 1.5-3.5) for patients with ECOG PS ≥ 2; (P < 0.001; Figure 1A). Age ≥ 75 years was not associated with significant different PFS, neither there were significant differences for metastasized compared to locally advanced tumors, previous tumor resection or not.

Overall survival: Median overall survival in our patients was 9.5 mo (95%CI: 5.8-13.2). Median OS for patients with ECOG PS 0 or 1 was 12.7 mo (95%CI: 10.8-14.7) vs 3.8 mo (95%CI: 0.9-6.7) for patients with ECOG 2 or higher, (P < 0.001, Figure 1B). There was no apparent association between age at diagnosis and OS. Patients receiving a monotherapy had a median OS of 2.1 (95%CI: 0.2-4.0) mo vs 9.5 mo for doublets (95%CI: 6.2-12.7) and 19.0 mo for triplets (95%CI: 5.5-32.5, P < 0.001). OS did not significantly differ between the groups of patients with metastasized compared to irresectable locally advanced tumors or those with or without previous tumor resection. 

Second-line chemotherapy and residual survival: Regarding the group of patients being alive at the time point of documented tumor progression, second-line chemotherapy was offered to 28 patients, whereas 7 patients received best supportive care (BSC) only. Patients receiving second-line treatment had a significantly longer RS than the BSC group (6.8 mo vs 1.4. mo, P = 0.001; Figure 2). Patients with an ECOG PS of 0 or 1 before first-line therapy had a significantly longer RS (7.4 mo vs 4.0 mo, P = 0.047; Figure 3). No significant influence on RS was found for the variables age or duration of first-line treatment.

Multivariate analysis of overall survival confirmed the prognostic role of the initial ECOG PS (Hazard Ratio for patients with an ECOG PS of 2/3 3.9) and the application of secondline therapy (Hazard Ratio for patients receiving a secondline therapy 0.44, Table 3).

DISCUSSION

Although gastroesophageal cancer predominantely occurs in patients older than 65 years[24], the landmark phase Ⅲ trials establishing the standard protocols for palliative chemotherapy usually included much younger patients. Recently, some effort has been made to evaluate cytotoxic treatment strategies for patients ≥ 65 years in the perioperative and palliative setting[19,25,26]. In our study, we analyzed a remarkably old cohort of palliative patients with a median age of 76 years (range 70-86) with the majority of patients (60%) being even older than 75 years. We did not find significant differences for survival times between the patient groups aged 70-74 years and ≥ 75 years. Our median times for PFS (5.8 mo) and for OS (9.5 mo) are in very good accordance with the results of the major phase Ⅲ trial collectives including mainly younger patients. For a study collective with a median age of 56 years, Kang et al[13] found a PFS of 5.6 mo and an OS of 10.5 mo for a doublet treatment with capecitabine and cisplatin. Concordant data for PFS (5.6 mo) and OS (10.7 mo) are recently reported for the combination of cisplatin and capecitabine[27]. Median age in the latter trial was 59 years with 30% of patients being older than 65 years. Similar results (PFS 5.8 mo, OS 10.7 mo) were described for a doublet treatment with oxaliplatin and 5-fluorouracil (FLO) in a study collective with a median age of 64 years[14]. In a subgroup analysis of this trial’s patients older than 65 years, FLO seemed to be associated with improved survival times compared to a cisplatin-containing doublet. Comparable results for a modified FOLFOX regimen (PFS 6.8 and OS 10.5 mo, respectively) are recently reported in a phase Ⅱ study with 43 patients older than 69 years[25]. In a feasibility study, a triple combination (FLOT) failed to improve survival times for patients older than 69 years[19] compared to the FLO regimen. 

Surprisingly, only 3 of our patients (5.5%) received single-agent therapy. OS was significantly shorter than for patients under combination therapy. Considering the small number, we do not have enough data to come to firm conclusions regarding the role of less intensive chemotherapies in older patients. Nevertheless, Sun et al[28] recently reported significantly reduced toxicities for single-agent treatment in a Korean geriatric collective while survival times did not differ significantly but were generally striking low (OS 6.6 mo for single-agent treatment vs 7.6 for doublet combinations). Median age for single-agent treatment was 77 years, and 73 years for patients receiving doublet combinations in this analysis[28]. 90% of our patients initially received cytotoxic doublet combinations. Platin-derivates were used in 90% of all regimens with the FLO regimen being predominant (oxaliplatin usage 76%, FLO regimen 69%). Notably, more than half of our patients needed dose adjustments due to toxicities. One third of the oxaliplatin group developed relevant PNP leading to treatment modifications. This is clearly more than expected from the trials so far that described grade 3/4 PNP in 14%[14], 2%[25] or 20%[19]. Relevant PNP in our cohort was found significantly more frequent when treatment duration exceeded 80 d. Cessation of therapy was necessary in 11% of our patients with 4% caused by PNP. Rates for grade 3/4 hematotoxicity (11%), nausea (7%) and fatigue (7%) were found to be comparable to the results from phase Ⅲ trials. 

Thus, in terms of survival, we did not find any evidence that old and even very old patients that have been deemed fit enough for palliative chemotherapy do have an inferior outcome compared to younger patients in clinical studies. These findings are consistent with current own data concerning palliative chemotherapy in old patients with pancreatic cancer[29] and with previous analysis of other solid malignancies[30,31]. Based on the convincing survival times, in our opinion doublet combinations should be considered for first-line treatment whenever possible in old and even very old patients. However, oncologists should be aware that toxicities might appear more frequent. Symptoms of PNP should be monitored closely, and patients and their relatives should be informed in advance. In case of successful and prolonged treatment with oxaliplatin, planning dose reductions upfront might be reasonable.

In our cohort, residual survival after first progression was significantly longer for patients who received second-line therapy than for the BSC group. One possible explanation for this advantage is that only patients in good condition were offered second-line therapy. However, given that our results are comparable to the recent randomized phase Ⅲ trial on second-line therapy[20], we strongly believe that second-line strategies should be offered to old and very old patients in good performance status after first progression.

Fear of increased toxicities and uncertainty concerning both clinical value and physiological resources may cause withholding or limitation of tumor-specific therapies by the attending oncologist. Therefore, old cancer patients are at risk for therapeutic disparity and undertreatment. In our analysis of unselected old patients, higher age was not significantly associated with impaired survival times. Thus, the feasibility and efficacy of systemic treatment in advanced gastroesophageal cancer in the old population seems to be independent of chronological age. The evaluation of the “functional age” rather than biological age is known as more appropriate for assessing the eligibility for chemotherapy, and the usefulness of comprehensive geriatric assessments (CGA) in this setting has been demonstrated[32-34]. CGA has not been established in our outpatient setting yet, and rather in our patients we use the ECOG PS as the initial classification system. In our study population, all survival times were significantly depending on the initial ECOG PS. An ECOG PS ≥ 2 was strongly associated with a poor clinical outcome with a median OS of only 3.8 mo. Thus, systemic cytotoxic treatment for old patients in reduced performance status should only be offered cautiously. In contrast, treatment decisions based on chronological age only would reflect a form of “ageism” and should be avoided.

COMMENTS

Background

Palliative chemotherapy is the preferred treatment for metastatic esopha​gogastric cancer. Superiority regarding overall survival and quality of life compared to best supportive care alone has been shown in several trials. Despite the fact that esophagogastric cancer occurs more often in old patients, this group of patients is underrepresented in clinical trials. When treating old and very old cancer patients, medical comorbidities, impaired organ function and reduced functional status are frequently found. Concerns about poor tolerability might prevent physicians from initiating a tumorspecific therapy. 

Research frontiers

Within clinical trials representing old patients in a good general state, there is some evidence that for patients older than 65 years survival times are comparable to those of younger ones, but grade 3 or higher toxicities might be more frequent for currently used regimens. Oxaliplatin-based combinations seem to have a better toxicity profile and seem to be associated with an improved efficacy in contrast to cisplatin-based regimens, whereas the additional benefit of using three-drug cytostatic combinations in elderly patients is questionable. Secondline therapy might be an option in selected patients with a good general condition after progression on first-line therapy. In general, data from clinical trials represent a selected cohort of old patients, whereas real-life data of elderly patients are scarce. 

Innovations and breakthroughs

In this study, the authors analyzed efficacy and toxicity in old patients with metastatic esophagogastric cancer. The applied chemotherapeutical regimens were documented, patterns of toxicity were analyzed. Eastern Cooperative Oncology Group (ECOG)-Score and age were analyzed as potential prognostic factors. Within this real-life setting, efficacy in terms of PFS, OS and residual survival after tumorprogression (RS), was comparable to major phase Ⅲ trials with younger patients. Toxicity was within the expected range. Initial ECOG-Score is a strong prognostic marker regarding overall survival and RS.

Applications

Tumorspecific treatment should be offered to old and very old patients in a good general condition regardless of chronological age. Initial ECOG-Score is a major prognostic marker which could help selecting patients for chemotherapeutical treatment. 

Terminology

PFS: Progression-free survival is defined as the time between initiation of systemic therapy and tumor progression or death from any course. Overall Survival is defined as the time between initiation of systemic therapy and death from any cause. The ECOG Scale of Performance Status is widely used to quantify the functional status of cancer patients, and is an important factor determining prognosis in a number of malignant conditions. 

Peer-review

The manuscript has a high significance and novelty. Generally speaking, the presentation and organization of the manuscripts good, the quality of language is good. This manuscript describes a single-center clinical study on the effects of palliative chemotherapy in old patients with gastroesophageal cancer. The technique is not novel but the subject of research is ignored by academic world.
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Figure 1  Progression-free survival (A), overall survival (B) by Eastern Cooperative Oncology Group performance status.
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Figure 2  Residual survival by second-line therapy.
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Figure 3  Residual survival by Eastern Cooperative Oncology Group performance status.
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Table 1  Patients demographics


Patient characteristics�
n (%)�
�
Number of patients�
55�
�
Median age (range), yr�
    76 (70-86)�
�
Gender�
�
�
   Female�
  16 (29.1)�
�
   Male�
  39 (70.9)�
�
ECOG PS�
�
�
   0�
  10 (18.2)�
�
   1�
  27 (49.1)�
�
   2�
  14 (25.5)�
�
   3�
  4 (7.3)�
�
Metastatic disease�
  52 (94.5)�
�
Locally advanced tumor�
  3 (5.5)�
�
Primary palliative treatment�
  40 (72.7)�
�
Secondary palliative treatment�
  15 (27.3)�
�
Prior (neo) adjuvant CTX�
  12 (21.8)�
�
Histology�
�
�
   Adenocarcinoma�
  52 (94.5)�
�
   Sqaumous cell carcinoma�
  3 (5.5)�
�
Site of Tumor�
�
�
   Stomach, distal�
   25 (45.5)�
�
   Cardia �
   15 (27.3)�
�
   Esophagus, distal�
     9 (16.4)�
�
   Other�
   2 (3.6)�
�
   NA�
   4 (7.3)�
�
Number of deaths�
   50 (90.9)�
�
Cause of death�
�
�
   Tumor�
40 (80)�
�
   Infection�
2 (4)�
�
   Unknown�
  8 (16)�
�
ECOG PS: Eastern Cooperative Oncology Group performance status.





Table 2  Characteristics of chemotherapy


Treatment characteristics�
n (%)�
�
Median duration of first-line therapy (range), d�
105 (6-568)�
�
First-line therapy�
�
�
Single-agent (Fluoropyrimidine)�
3 (5.5)�
�
Doublet�
47 (85.5)�
�
   FLO�
38 (69.1)�
�
   FLP�
2 (3.6)�
�
   XP�
2 (3.6)�
�
   FOLFIRI�
2 (3.6)�
�
   Other�
3 (5.5)�
�
Triplet�
5 (9.1)�
�
EOX�
2 (3.6)�
�
FLOT�
2 (3.6)�
�
TFLP�
1 (1.8)�
�
Oxaliplatin-based therapy�
42 (76.4)�
�
   Cisplatin-based therapy�
  7 (12.7)�
�
Other therapy�
  6 (10.9)�
�
Trastuzumab containing therapy�
5 (9.1)�
�
Participation in clinical trial�
3 (5.5)�
�
Toxicities with dosage reduction�
31 (56.4)�
�
   Polyneuropathy   HematotoxicityLeucopeniaThrombopenia�
14 (25.5)  6 (10.9)3 (5.5)3 (5.5)�
�
   Fatigue�
4 (7.3)�
�
   Nausea�
4 (7.3)�
�
   Other�
3 (5.5)�
�
Toxicities with interruption of treatment�
  6 (10.9)�
�
   Polyneuropathy�
2 (3.6)�
�
   Fatigue�
2 (3.6)�
�
   Anaphylaxia�
1 (1.8)�
�
   Infection�
1 (1.8)�
�
Second-line treatment�
28 (50.9)�
�
FLO: 5-Fluorouracil (5-FU), leucovorin, oxaliplatin; FLP: 5-FU, leucovorin, cisplatin; XP: Capecitabine, cisplatin; FOLFIRI: 5-FU, leucovorin, irinotecan; EOX: Epirubicin, oxaliplatin, capecitabine; FLOT: 5-FU, leucovorin, oxaliplatin, docetaxel; TFLP: Docetaxel, 5-FU, leucovorin, cisplatin.





Table 3  Multivariate analysis of overall survival


Prognostic factor�
Hazard ratio�
95%CI�
Significance�
�
Initial ECOG (2/3 vs 0/11)�
3.9�
2.0-7.5�
P < 0.001�
�
Secondline (Yes vs No1)�
  0.44�
0.2-0.8�
P = 0.006�
�
Very old (≥ 75 yr vs < 75 yr1)�
  1.36�
0.7-2.5�
P = 0.314�
�
1Reference. ECOG: Eastern Cooperative Oncology Group.








