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ABSTRACT

BACKGROUND Gastric cancer has a high incidence in the elderly in the UK, with a significant number of patients aged 75 years or
more. While surgery forms the mainstay of treatment, evidence pertaining to the management of gastric cancer in the Western pop-
ulation in this age group is scarce.

METHODS We retrospectively reviewed the outcomes of laparoscopy-assisted total and distal gastrectomies at our centre from
2005 to 2015. Patients aged 70 years or above were included in the elderly group.

RESULTS A total of 60 patients underwent laparoscopy-assisted gastrectomy over a 10-year period, with a predominance of male
patients. There was no significant difference in the rate of overall surgical and non-surgical complications, in-hospital mortality,
operation time and length of hospital stay, between the elderly and non-elderly groups. Univariate analysis, performed for risk fac-
tors relating to anastomotic leak and surgical complications, showed that age over 70 years and higher American Association of
Anesthesiologists grades are associated with a higher, though not statistically significant, number of anastomotic leaks (P=1.000
and P= 0.442, respectively) and surgical complications (P = 0.469 and P= 0.162, respectively). The recurrence rate within the
first 3 years of surgery was significantly higher in the non-elderly group compared with the elderly group (Log Rank test,
P=0.002). There was no significant difference in survival between the two groups (Log Rank test, P=0.619).

CONCLUSIONS  Laparoscopy-assisted gastrectomy is safe and feasible in an elderly population. There is a need for well-designed,
prospective, randomised studies with quality of life data to inform our practice in future.
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Introduction have shown laparoscopic distal and total gastrectomy to be
safe in the elderly.'®'! However, the evidence pertaining to
the management of gastric cancer in this age group in the
Western population is relatively sparse.'>'®> We retrospec-
tively reviewed the outcomes of laparoscopy-assisted total
and distal gastrectomies at our centre, with a view to assess-
ing the potential benefits of this approach in the UK
population.

Gastric cancer is the fifth most common cancer and the third
most common cause of cancer-related deaths worldwide.' In
the UK, it is the 16th most common cancer, with a male pre-
dominance, and accounts for 2% of all new cases of cancer
diagnosed.? There has been a decreasing trend in the inci-
dence of gastric cancer recently, which may be attributed to
a decrease in the incidence of Helicobacter pylori and life-
style changes?’5 The laparoscopic approach to the treat-
ment of gastric cancer, in the form of a laparoscopy-assisted Methods
distal gastrectomy, was first described by Kitano et al. in
1994.° Laparoscopic total gastrectomy with lymph node dis-
section, which was first reported by Uyama et al. in 1999,”
while being technically more demanding, is being increas-
ingly used to treat gastric cancer.* A number of studies

Data collection

A retrospective review of a prospectively maintained data-
base of laparoscopic distal and total gastrectomy for adeno-
carcinoma undertaken from 2005 to 2015 at University
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Hospital Aintree was performed. The Hospital Episode Sta-
tistics data were inspected for any missing patients from our
database. The study was approved by the hospital’s research
and development department. Written, informed consent
was obtained from all the patients.

Data including patient demographics, American Society of
Anesthesiologists (ASA) physical status grade, preoperative
diagnosis and perioperative outcomes, including operating
time, type of resection, intra- and postoperative complica-
tions, hospital stay and 30-day mortality, were collected.
Oncological outcomes, including resection margins, lymph
node status, stage of tumour, recurrence and survival, were
noted. Patients 70 years and above were included in the eld-
erly group.

Operative technique

All cases had a preoperative histological diagnosis of gastric
adenocarcinoma on endoscopy and were discussed at the
hospital multidisciplinary team meeting prior to surgery. All
patients underwent a staging laparoscopy prior to definitive
surgery, in keeping with the British Society of Gastroenterol-
ogy guidelines for the management of gastric cancers.'*
Laparoscopic gastrectomy, together with either D1 or D2
Ilymph node dissection was performed. Port positions rou-
tinely used in the procedure are shown in Fig 1. Roux-en-Y
oesophagojejunal, retrocolic end to side anastomosis was
performed laparoscopically using a stapling gun (Covidien
EEA™, Minneapolis, MN), in the case of total gastrectomy.
The rigid anvil was broken by removing the spring to con-
vert it into a flip-top and was passed orally using a nasogas-
tric tube (as in the later Orvil™ by Covidien) that was pulled
out through a hole made in the cross-stapled oesophagus.
The Orvil™ was trialled in three cases but there were tech-
nical issues relating to its use (the anvil edge popped out,
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Figure 1 Port positions used in laparoscopic assisted
gastrectomies
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with a possibility of perforating the oesophagus) and hence
its use was discontinued.

In patients undergoing distal gastrectomy, a Billroth II ret-
rocolic side-to-side (Roux-en-Y) gastrojejunostomy was per-
formed with a laparoscopic linear stapler. Enterotomies
were closed by intracorporeal stitches and the staple line
was reinforced with intracorporeal nonabsorbable sutures.
A retrieval bag was used to extract the specimen, through a
5-cm utility incision, by extending the left sided 12-mm port
site. The same incision was used to perform an extracorpor-
eal jejuno-jejunal side-to-side anastomosis using a linear
stapling device.

Postoperative care

Patients were admitted to the high dependency unit for 24—
48 hours after resection. Oral water-soluble contrast swal-
low was performed on the fourth day following total gastrec-
tomy and the next day following distal gastrectomy. Patients
were started on oral liquids if the contrast swallow did not
show an anastomotic leak. Patients were reviewed routinely
by a physiotherapist and a dietician during the postoperative
period.

Follow-up

Patients were followed up at two weeks in clinic, following
discharge from hospital. Subsequent follow-ups were
arranged at three-monthly intervals in the first year, six-
monthly intervals in the second year and on an annual basis
thereafter. There was a very low threshold for investigating
patients with cross-sectional imaging and endoscopy where
there were any symptoms suspicious of recurrence identi-
fied in the history and clinical examination during follow up.
All patients were followed up for five years after surgery for
gastric cancer.

Statistical methods

Data were analysed using the SPSS statistical software pro-
gram (SPSS Inc., Chicago, IL). The unpaired t-test was used
to compare quantitative variables if they were normally dis-
tributed and the Mann-Whitney U test was used when the
distribution of variables was skewed. Patient demographics
and operative characteristics were compared using the Fish-
er’s exact test or the Chi-square test. Survival and recur-
rence were calculated using the Kaplan-Meier method and
compared using the log-rank (Mantel-Cox) test. A P value
less than 0.005 was considered to be statistically significant.

Results

A total of 60 patients underwent laparoscopy-assisted gas-
trectomy over a 10-year period (2005-2015) at a university
hospital in the UK. Of these, 39 were male and 21 were
female, with a mean age of 71.71 years (range 44-90 years);
39 patients (65%) were 70 years or above and 16 (26.7%)
were 80 years or above. Patient characteristics are summar-
ised in Table 1. Patients 70 years or older were grouped as
elderly and those of less than 70 years were grouped as non-
elderly in our study. Both groups were comparable in most
characteristics. There were more patients with high-grade
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Characteristic Elderly Non-elderly P value?
Age > 70 Age > 80 Age < 70
(n=39) (n=16) (n=21)
Age in years (SD) 78.5 (4.9) 83.25 (3.2) 59.1 (8.1) < 0.0001°
Sex: 0.088°
Male n (%) 22 (56.4) 8 (50) 17 (80.9)
Female n (%) 17 (43.6) 8 (50) 4 (19.0)
ASA grade: 0.063°
3,4 n (%) 25 (64.1) 10 (62.5) 8(38.1)
1,2 n (%) 14 (35.9) 6 (37.5) 13 (61.9)
Body mass index 25.9 (4.7) 25.8 (4.9) 26 (4.7) 0.938¢
Histology: 0.009°
Well differentiated n (%) 8 (20.5) 1(6.3) 9 (42.9)
Moderately differentiated n (%) 16 (41) 77 (43.7) 1(4.8)
Poorly differentiated n (%) 15 (38.5) 8 (50) 11 (52.4)
TNM stage: 0.930°
High-grade dysplasia 1 (2.6) 0 1 (4.8)
I 22 (56.4) 9 (56.2) 11 (52.4)
[l 12 (30.8) 5(31.3) 7 (33.3)
11 3(7.7) 2 (12.5) 2 (9.5)
1% 1 ((2.6) 0 0
ASA, American Association of Anesthesiologists; SD, standard deviation; ?P value represents comparison between elderly and non-elderly age
group; b Mann-Whitney U test; ¢ Fisher’s exact test; d Unpaired t-test; © Chi-square test

tumours in the elderly group as compared with the non-eld-
erly group. Age and histology were significantly different
between elderly and non-elderly groups (P < 0.05). A major-
ity (62.5%) of patients in the 80 years or above age group
were ASA grade 3 or 4 . All patients in this age group under-
went D2 gastrectomy. None of these patients developed
chest infection, one patient had an anastomotic leak, one
patient had a duodenal stump leak, and there was one mor-
tality following a myocardial infarction.

There was no significant difference between the two
groups with respect to the type of gastrectomy, mean opera-
tion time and intraoperative complications (Table 2). How-
ever, there was a significantly higher number of D2 lymph
node dissections performed in the elderly group as com-
pared with the non-elderly group (38 vs 16, P = 0.017).
Median lymph node harvest for the non-elderly group was
27 (range 4-96) and for the elderly group was 25.5 (range 4-
74). Median lymph node harvest for D1 gastrectomy cases
was 29 (5-60) and for D2 gastrectomy cases was 25.5 (4-96).

There were no conversions to an open procedure. The
resection margin was positive in one patient in whom a
metastatic nodule from the peritoneum was also excised.
Frozen sections for both specimens, performed intraopera-
tively, did not show any evidence of neoplasia.

There was no significant difference in the rate of overall
surgical and non-surgical complications between the two
groups (Table 3). There was no significant difference in the
rate of anastomotic leak and duodenal stump leak in the two
groups. Of the seven patients with anastomotic leaks, three
had to return to theatre for a laparotomy, one patient was
managed conservatively, one had an abdominal drain that
had perforated through the anastomosis, which settled when
the drain was withdrawn, and two had radiological guided
drainage of the leaks, which settled with time.

There was no significant difference in the hospital mortal-
ity rate between the two groups (Table 3). There were three
mortalities in the elderly group: one patient had a massive
haemorrhage postoperatively from coeliac axis. This patient
also had an anastomotic leak. Another patient died after suf-
fering two consecutive myocardial infarctions within a two-
week interval. The third patient died from respiratory failure
following a severe chest infection and was diagnosed with a
late anastomotic leak, 22 days after surgery. This patient also
had a bile duct injury during surgery, which was managed
with t-tube drainage. A water-soluble oral contrast swallow
on the fifth day postoperatively did not detect a leak. Subse-
quent computed tomography with oral contrast did not show
contrast leak or any significant intraabdominal collection.
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Operative outcome Elderly Non-elderly P value?
Age > 70 Age > 80 Age <70
(n=39) (n=16) (n=21)

Gastrectomy: 0.287°
Distal n (%) 21 (53.8) 9 (566.3) 8 (38.1)

Total n (%) 18 (46.2) 7 (43.6) 13 (61.9)

Lymph node dissection: 0.017°
D1 (%) 1 (2.6) 0 5 (23.8)

D2 (%) 38 (97.4) 16 (100) 16 (76.2)

Median operating time in minutes (range) 510.5 (339-815) 510 (339-670) 510 (382-690) 0.092°

Complications: 0.537°
Small bowel injury 1(2.6) 1(6.3)

Common bile duct injury 1(2.6) 0
2 Comparison between elderly and non-elderly age group; ° Fisher exact test; © Mann-Whitney U test
Postoperative outcome Elderly Non-elderly P value®
Age > 70 Age > 80 Age < 70
(n = 39) (n=16) (n=21)

Surgical complications n (%) 8 (20.5) 3(18.8) 2 (4.8) 0.469°
Anastomotic leak n (%) 5(12.8) 1(6.3) 2 (4.8) 1.000°
Duodenal stump leak n (%) 1 (2.6) 1(6.3) 0 1.000°

Nonsurgical complications: 4 (10.2) 1(6.3) 2 (9.5) 1.000°
Chest infection n (%) 1(2.6) 0 2 (9.5)

Cardiac n (%) 2(5.1) 1(6.3) 0
Acute pancreatitis n (%) 1(2.6) 0 0

Median hospital stay in days (range) 9 (6-95) 9 (6-72) 8 (5-99) 0.0784°

In-hospital mortality n (< 30 days) 3(7.7) 1(6.3) 0 0.545P

2 Comparison between elderly and non-elderly age group; ° Fisher exact test; ¢ Mann-Whitney U test

The leak was identified using oral methylene blue, which
was seen leaking in the abdominal drain. There was no sig-
nificant difference in the rate of non-surgical complications
between the two groups (Table 3).

In total, 10 patients had recurrence of cancer. All recur-
rences occurred within the first three years following sur-
gery. There were eight recurrences in the non-elderly group
as compared with two in elderly group (Fig 2, log rank test
P = 0.002). Patients were followed up at our centre every
three months in the first year following gastrectomy, every
six months in the second year and once a year subsequently.
There was a very low threshold for investigating patients
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with cross-sectional imaging and endoscopy where were
any symptoms suspicious of recurrence identified in the his-
tory and clinical examination during follow-up. However, it
is challenging to ascertain the cause of death of patients who
have died in the community, with no hospital admission in
the follow-up period. There were no recurrences identified
in the elderly age group other than the two patients identi-
fied within the first three years.There was no significant dif-
ference in survival between the two groups (Fig 3, log rank
test, P =0.619).

Univariate analysis was performed for risk factors relating
to anastomotic leaks specifically and overall surgical (intra-
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Figure 2 Kaplan—Meir chart comparing recurrence in the
elderly (age > 70) and non-elderly (age < 70) groups

Figure 3 Kaplan—Meir chart comparing survival in the elderly
(age = 70) and non-elderly (age < 70) groups

and postoperative) complications (Tables 4 and 5). Patients
in the elderly group and those with higher ASA grades had a
higher number of anastomotic leaks and surgical complica-
tions but this difference was not statistically significant.
While all anastomotic leaks and surgical complications
occurred following D2 resections, there was no significant
difference when compared with D1 resections (P = 1.000).

Six patients in each group received neoadjuvant chemo-
therapy but none of these 12 patients completed adjuvant
chemotherapy because they were not considered to be fit
enough for this after surgery.

Discussion

Life expectancy continues to rise in the UK.'> Age is associ-
ated with a decrease in functional reserve, making elderly
individuals less able to withstand the trauma and stress of
surgery, which may result in a higher rate of complications
and mortality.'® Age greater than 70 years has been shown
to be an independent predictor of increased postoperative
complications, in-hospital mortality and longer hospital
stay.!” More than half the number of patients diagnosed with
gastric cancer in 2011-2013 in the UK were aged 75 years or
more.? Surgical resection continues to form the mainstay of
treatment for patients with gastric cancer. However, there is
a dearth of evidence relating to the management of gastric
cancer in the elderly in the Western population.'®!? In this
study, we have shown that laparoscopy-assisted gastrectomy
in the elderly population, which was defined as 70 years and
above, is feasible and safe, with outcomes that are compara-
ble to those in a non-elderly population.

Laparoscopic distal gastrectomy has been shown to be a
safe procedure, associated with a shorter hospital stay and
fewer complications as compared with open surgery.'!?
Laparoscopic total gastrectomy, while being technically
more demanding, has also been described to be safe and
effective in experienced hands, with fewer postoperative

complications and a shorter hospital stay as compared with
open surgery.2° Laparoscopic gastrectomy thus offers poten-
tial benefits that would be particularly relevant in elderly
patients.

The patient selection and the choice of the operation, in
our study, were made through the local multidisciplinary
team in keeping with nationally recommended guidelines.'*
However, data about the decision to palliate surgically or
endoscopically were not available. While it has been shown
that the more extensive the surgery for gastric cancer and
lymph nodal dissection, the higher is the morbidity,?* our
study has shown that there is no significant added risk in
performing curative D2 resections in the elderly, which is in
keeping with existing studies.'®'??225 Recent evidence sup-
ports a modified D2 resection, sparing the spleen and pan-
creatic lymph nodes in the elderly and might expand its
suitability in this group of patients.?* In our study, a signifi-
cantly higher number of D2 resections were performed in
the elderly group of patients. There was no significant differ-
ence in the rate of complications and mortality between the
two groups in our study. Age greater than 65 years, male sex
and the extent of nodal dissection were reported by the
Dutch Gastric Cancer Trial to be important risk factors for
mortality.2’ The recurrence rate was significantly lower in
the elderly as compared with the non-elderly in this study,
which might be due to the fact that the number of D2 resec-
tions was significantly higher in this group. There was no
significant difference in survival between the two groups,
which is in keeping with a number of studies.>*?% Coniglio
et al.found that cancer stage correlated with survival in the
elderly (= 80 years) and non-elderly (< 80 years) popula-
tions,2® which is similar to the findings of Pisanu et al.'> The
study by Endo et al.showed that sex, the extent of gastric
resection, the extent of lymph node dissection and blood
loss were significant prognostic factors for overall
survival.?’
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Risk factor Anastomotic leak P value
Yes No
(n=7) (n=53)
Age (years): 1.000°7
>70 n (%) 5(71.4) 34 (64.2)
<70 n (%) 2 (28.6) 19(35.8)
Sex: 0.687°
Male n (%) 4 (57.1) 35 (66)
Female n (%) 3 (42.9) 18 (34)
ASA grade: 0.4422
3,4 n (%) 5(71.4) 28(52.8)
1,2 n (%) 2 (28.6) 25 (47.2)
Histology: 0.448°
Well differentiated n (%) 1(14.3) 16 (30.2)
Moderately differentiated n (%) 2 (28.6) 15 (28.3)
Poorly differentiated n (%) 3 (42.9) 23 (43.4)
TNM staging: 0.282°
High-grade dysplasia 0 2(3.8)
I 4 (57.1) 29 (54.7)
Il 1(14.3) 18(33.9)
11 2(28.6) 3(5.7)
% 0 1(1.9)
Type of gastrectomy: 0.426°
Distal n (%) 2 (28.6) 27 (50.9)
Total n (%) 5(71.4) 26 (49.1)
Lymph node dissection: 1.0007
D1 0 6(11.3)
D2 7 (100) 47 (88.7)
Operation time: 0.221°
< 360 minutes (%) 1(14.3) 1(1.9)
> 360 minutes (%) 6 (85.7) 52(98.1)
2 Fisher exact test; ® Chi-square test

In our study, there was no significant association between
age, sex, ASA grade, histological grade of tumour, tumour
stage, type of gastrectomy, type of lymph node dissection
and operation time and anastomotic leak or overall surgical
complications. Higher Charlson comorbidity index (CCI)
score (= 5) has been shown to be associated with a higher
postoperative morbidity and in-hospital mortality in the eld-
erly, defined as being 80 years or above, in a study by Hsu et
al.?® In a study by Fujisaki et al., CCI of > 3, ASA grade and
intraoperative blood loss of > 50 ml were found to be

6 Ann R Coll Surg Engl 2016; 00: 1-7

Risk factor Surgical P value
complications
Yes No
(n=10) (n=50)
Age (years): 0.469°
>70 n (%) 8 (80) 31 (62)
<70 n (%) 2 (20) 19 (28)
Sex: 0.729%
Male n (%) 6 (60) 33 (66)
Female n (%) 4 (40) 17 (34)
ASA grade: 0.162%
3, 4 n (%) 8 (80) 25 (50)
1,2 n (%) 2 (20) 25 (50)
Histology: 0.179°
Well differentiated n (%) 1(10) 16 (32)
Moderately differentiated n (%) 5 (50) 12 (24)
Poorly differentiated n (%) 4 (40) 22 (44)
TNM staging: 0.536°
High-grade dysplasia 0 2 (4)
I 6 (60) 27 (54)
Il 2 (20) 17 (34)
1 2 (20) 3 (6)
1% 0 1(2)
Type of gastrectomy: 0.732°
Distal n (%) 4 (40) 25 (50)
Total n (%) 6 (60) 25 (50)
Lymph node dissection: 0.577°2
D1 0 6 (12)
D2 10 (100) 44 (88)
Operation time: 0.308%
< 360 minutes (%) 1 (10) 1(2)
> 360 minutes (%) 9 (90) 49 (98)
2 Fisher exact test; ® Chi-square test

independent risk factors for postoperative complications on
multivariate analysis.?° However, age was not found to sig-
nificantly affect the risk of postoperative complications in
this study investigating laparoscopic gastrectomy in the eld-
erly (= 75 years).?® In a study by Yamada et al., wherein the
elderly group was defined as being 85 years and above, ASA
grade, CCI, forced expiratory volume at 1 second (FEV1)
and serum albumin concentration correlated with the occur-
rence of postoperative pneumonia.’® Tran et al. reported
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that age (= 80 years defined as elderly), blood transfusion,
serum albumin and creatinine were independent predictors
of 90-day mortality rate and tumour stage. Tumour grade,
race, blood transfusion and adjuvant therapy were inde-
pendently associated with disease-specific survival.'?

This study has some limitations. It was conducted retro-
spectively and had a relatively small sample size. It also
lacked postoperative quality of life data reporting, which is
seen as an accurate marker of patient-centred care and
which would be particularly useful information in an elderly
population.?!

Conclusions

Laparoscopy-assisted gastrectomy for gastric cancer is safe
and feasible in the elderly in the UK, with results compara-
ble with the non-elderly population. There is a need for
prospective, well-designed randomised studies, with quality
of life data to better inform future practice.

References

1. Ferlay J, Soerjomataram |, Dikshit R et al. Cancer incidence and mortality
worldwide: sources, methods and major patterns in GLOBOCAN 2012. Int J
Cancer 2015; 136(5): E359-E386.

2. Mudge M, Hughes LE. Incisional hernia: a 10 year prospective study of
incidence and attitudes. Br J Surg 1985; 72(1): 70-71.

3. Vyse AJ, Gay NJ, Hesketh LM et al. The burden of Helicobacter pylori infection
in England and Wales. Epidemiol Infect 2002; 128(3): 411-417.

4. Coupland VH, Allum W, Blazeby JM et al. Incidence and survival of oesophageal
and gastric cancer in England between 1998 and 2007, a population-based
study. BMC Cancer 2012; 12: 11.

5. Tsugane S. Salt, salted food intake, and risk of gastric cancer: epidemiologic
evidence. Cancer Sci 2005; 96(1): 1-6.

6. Kitano S, Iso Y, Moriyama M et al. Laparoscopy-assisted Billroth | gastrectomy.
Surg Laparosc Endosc 1994; 4(2): 146-148.

7. Uyama |, Sugioka A, Fujita J et al. Laparoscopic total gastrectomy with distal
pancreatosplenectomy and D2 lymphadenectomy for advanced gastric cancer.
Gastric Cancer 1999; 2(4): 230-234.

8. Topal B, Leys E, Ectors N et al. Determinants of complications and adequacy of
surgical resection in laparoscopic versus open total gastrectomy for
adenocarcinoma. Surg Endosc 2008; 22(4): 980-984.

9. Usui S, Nagai K, Hiranuma S et al. Laparoscopy-assisted esophagoenteral
anastomosis using endoscopic purse-string suture instrument ‘Endo-PSI (1) and
circular stapler. Gastric Cancer 2008; 11(4): 233-237.

10. Mobhri Y, Yasuda H, Ohi M et al. Short- and long-term outcomes of laparoscopic
gastrectomy in elderly patients with gastric cancer. Surg Endosc 2015; 29(6):
1,627-1,635.

11. Kunisaki C, Akiyama H, Nomura M et al. Comparison of surgical outcomes of
gastric cancer in elderly and middle-aged patients. Am J Surg 2006; 191(2):
216-224.

12. Pisanu A, Montisci A, Piu S et al. Curative surgery for gastric cancer in the
elderly: treatment decisions, surgical morbidity, mortality, prognosis and quality
of life. Tumori 2007; 93(5): 478-484.

13. Tran TB, Worhunsky DJ, Squires MH Il et al. Outcomes of gastric cancer
resection in octogenarians: a multi-institutional study of the US gastric cancer
collaborative. Ann Surg Oncol 2015; 22(13): 4,371-4,379.

14. Allum WH, Blazeby JM, Griffin SM et al. Guidelines for the management of
oesophageal and gastric cancer. Gut 2011; 60(11): 1,449-1,472.

15. Bennett JE, Li G, Foreman K et al. The future of life expectancy and life
expectancy inequalities in England and Wales: Bayesian spatiotemporal
forecasting. Lancet 2015; 386(9989): 163-170.

16. Evers BM, Townsend CM Jr, Thompson JC. Organ physiology of aging. Surg Clin
North Am 1994; 74(1): 23-39.

17. Polanczyk CA, Marcantonio E, Goldman L et al. Impact of age on perioperative
complications and length of stay in patients undergoing noncardiac surgery. Ann
Intern Med 2001; 134(8): 637-643.

18. Kim HH, Hyung WJ, Cho GS et al. Morbidity and mortality of laparoscopic
gastrectomy versus open gastrectomy for gastric cancer: an interim report: a
phase Il multicenter, prospective, randomized Trial (KLASS Trial). Ann Surg
2010; 251(3): 417-420.

19. Ryu KW, Kim YW, Lee JH et al. Surgical complications and the risk factors of
laparoscopy-assisted distal gastrectomy in early gastric cancer. Ann Surg Oncol
2008; 15(6): 1,625-1,631.

20. Xiong JJ, Nunes QM, Huang W et al. Laparoscopic vs open total gastrectomy for
gastric cancer: a meta-analysis. World J Gastroenterol 2013; 19(44):
8114-8132.

21. Wu CW, Chang IS, Lo SS et al. Complications following D3 gastrectomy: post
hoc analysis of a randomized trial. World J Surg 2006; 30(1): 12-16.

22. Mochiki E, Ohno T, Kamiyama Y et al. Laparoscopy-assisted gastrectomy for
early gastric cancer in young and elderly patients. World J Surg 2005; 29(12):
1,5685-1,591.

23. Qiu JF, Yang B, Fang L et al. Safety and efficacy of laparoscopy-assisted
gastrectomy for advanced gastric cancer in the elderly. Int J Clin Exp Med
2014; 7(10): 3,562-3,567.

24. Mocellin S, McCulloch P, Kazi H et al. Extent of lymph node dissection for
adenocarcinoma of the stomach. Cochrane Database Syst Rev 2015; 8:
CD001964.

25. Sasako M. Risk factors for surgical treatment in the Dutch Gastric Cancer Trial.
Br J Surg 1997; 84(11): 1,567-1,571.

26. Coniglio A, Tiberio GA, Busti M et al. Surgical treatment for gastric carcinoma
in the elderly. J Surg Oncol 2004; 88(4): 201-205.

27. Endo S, Yoshikawa Y, Hatanaka N et al. Prognostic factors for gastrectomy in
elderly patients. /nt Surg 2014; 99(2): 166-173.

28. Hsu JT, Liu MS, Wang F et al. Standard radical gastrectomy in octogenarians
and nonagenarians with gastric cancer: are short-term surgical results and long-
term survival substantial? J Gastrointest Surg 2012; 16(4): 728-737.

29. Fujisaki M, Shinohara T, Hanyu N et al. Laparoscopic gastrectomy for gastric
cancer in the elderly patients. Surg Endosc 2016; 30(4): 1,380-1,387.

30. Yamada H, Shinohara T, Takeshita M et al. Postoperative complications in the
oldest old gastric cancer patients. Int J Surg 2013; 11(6): 467-471.

31. Jarral OA, Kidher E, Patel VM et al. Quality of life after intervention on the
thoracic aorta. Eur J Cardiothorac Surg 2016; 49(2): 369-389.

Ann R Coll Surg Engl 2016; 00: 1-7 7




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


