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Publication characteristics 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in subject 
heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 0 

 
I: intervention (s) 

2/2 
(1+1 of 2 interv.) 

1/2 
(1+0 af 2 interv.) 

2/2 
(1+1 of 2 interv.) 

2/2 
(1+1 of 2 interv.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1 of 2 primary 
outcomes) 

0/2 
(0+0+0+0 of 2 
primary outcomes) 

2/2 
(1+1 of 2 primary 
outcomes) 

2/2 
(1+1 of 2 primary 
outcomes) 

 
2. outcome (s) 

3/5 
(1+ 1+1+0+0 - the 
publication is 
included in 5 
secondary 
outcomes) 

1/5 
(0+0+1+0+0 of 5 
secondary 
outcomes) 

3/5 
(1+1+1+0+0 of 5 
secondary outcomes) 

2/5 
(1+0+1+0+0 of 5 
secondary outcomes) 

 

Data extraction and validation information 

Date (initial data extraction) 28.8.2019 Date (validation) 16.12.2019 

Publication no. 
 

#1 
 

Publication title 

Reconstruction by pancreaticojejunostomy versus pancreaticogastrostomy following pancreatectomy: results of a 
comparative study. 

Publication authors 

Bassi C, Falconi M, Molinari E, Salvia R, Butturini G, Sartori N, et al. 

Publication journal and year 

Annals of Surgery 2005;242(6):767‐71. 
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Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any 
pancreatic/duodenal disease requiring this surgical treatment (although we expect 
that most if not all participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

 Pancreaticojejunostomy reconstruction. 

 Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 
Length of hospital stay (days). 
 
Rate of surgical re‐intervention 
(time point closest to 30 days; to 
repair a pancreatic fistula, drain an 
intra‐abdominal abscess, or stop 
bleeding). 
 
Overall rate of surgical 
complications (time point closest to 
30 days; classified by the Clavien‐
Dindo classification of surgical 
complications (Clavien 2009; Dindo 
2004). 
 
Rate of postoperative bleeding (time 
point closest to 30 days). 
 
Rate of intra‐abdominal abscess 
(time point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

 
 
Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: Yes. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: Yes. 

Rate of intra‐abdominal abscess: Yes. 

Quality of life: No. 

Cost analysis: No. 
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PubMed bibliographic information 

Title 

Reconstruction by pancreaticojejunostomy versus pancreaticogastrostomy following pancreatectomy: results of a 
comparative study. 

PMID 

16327486 

Abstract and author keywords 

OBJECTIVE: 
To compare the results of pancreaticogastrostomy versus pancreaticojejunostomy following 
pancreaticoduodenectomy in a prospective and randomized setting. 
 
SUMMARY BACKGROUND DATA: 
While several techniques have been proposed for reconstructing pancreatico-digestive continuity, only a limited 
number of randomized studies have been carried out. 
 
METHODS: 
A total of 151 patients undergoing pancreaticoduodenectomy with soft residual tissue were randomized to receive 
either pancreaticogastrostomy (group PG) or end-to-side pancreaticojejunostomy (group PJ). 
 
RESULTS: 
The 2 treatment groups showed no differences in vital statistics or underlying disease, mean duration of surgery, 
and need for intraoperative blood transfusion. Overall, the incidence of surgical complications was 34% (29% in PG, 
39% in PJ, P = not significant). Patients receiving PG showed a significantly lower rate of multiple surgical 
complications (P = 0.002). Pancreatic fistula was the most frequent complication, occurring in 14.5% of patients 
(13% in PG and 16% in PJ, P = not significant). Five patients in each treatment arm required a second surgical 
intervention; the postoperative mortality rate was 0.6%. PG was favored over PJ due to significant differences in 
postoperative collections (P = 0.01), delayed gastric emptying (P = 0.03), and biliary fistula (P = 0.01). The mean 
postoperative hospitalization period stay was comparable in both groups. 
 
CONCLUSIONS: 
When compared with PJ, PG did not show any significant differences in the overall postoperative complication rate 
or incidence of pancreatic fistula. However, biliary fistula, postoperative collections and delayed gastric emptying 
are significantly reduced in patients treated by PG. In addition, pancreaticogastrostomy is associated with a 
significantly lower frequency of multiple surgical complications. 
 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Analysis of Variance 
Chi-Square Distribution 
Female 
Gastrostomy* 
Humans 
Incidence 
Intraoperative Complications/epidemiology 
Male 
Middle Aged 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy* 
Pancreaticojejunostomy* 
Postoperative Complications/epidemiology 
Prospective Studies 
Treatment Outcome 
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Embase bibliographic information 

Title  

Reconstruction by pancreaticojejunostomy versus pancreaticogastrostomy following pancreatectomy: Results of a 
comparative study 

Publication accession no. 

41715244 

Abstract and author keywords 

Objective: To compare the results of pancreaticogastrostomy versus pancreaticojejunostomy following 
pancreaticoduodenectomy in a prospective and randomized setting. Summary Background Data: While several 
techniques have been proposed for reconstructing pancreatico-digestive continuity, only a limited number of 
randomized studies have been carried out. Methods: A total of 151 patients undergoing pancreaticoduodenectomy 
with soft residual tissue were randomized to receive either pancreaticogastrostomy (group PG) or end-to-side 
pancreaticojejunostomy (group PJ). Results: The 2 treatment groups showed no differences in vital statistics or 
underlying disease, mean duration of surgery, and need for intraoperative blood transfusion. Overall, the incidence 
of surgical complications was 34% (29% in PG, 39% in PJ, P = not significant). Patients receiving PG showed a 
significantly lower rate of multiple surgical complications (P = 0.002). Pancreatic fistula was the most frequent 
complication, occurring in 14.5% of patients (13% in PG and 16% in PJ, P = not significant). Five patients in each 
treatment arm required a second surgical intervention; the postoperative mortality rate was 0.6%. PG was favored 
over PJ due to significant differences in postoperative collections (P = 0.01), delayed gastric emptying (P = 0.03), 
and biliary fistula (P = 0.01). The mean postoperative hospitalization period stay was comparable in both groups. 
Conclusions: When compared with PJ, PG did not show any significant differences in the overall postoperative 
complication rate or incidence of pancreatic fistula. However, biliary fistula, postoperative collections and delayed 
gastric emptying are significantly reduced in patients treated by PG. In addition, pancreaticogastrostomy is 
associated with a significantly lower frequency of multiple surgical complications. 

Subject headings, drug index terms & other index terms 

adult 
bile duct fistula / co [Complication] 
clinical trial 
comparative study 
conference paper 
controlled clinical trial 
controlled study 
female 
*gastrostomy 
hospitalization 
human 
length of stay 
major clinical study 
male 
operation duration 
pancreas fistula / co [Complication] 
*pancreas resection 
*pancreaticojejunostomy 
postoperative complication / co [Complication] 
priority journal 
randomized controlled trial 
stomach emptying 
surgical mortality 
surgical technique 
treatment outcome 
*pancreaticogastrostomy 
 
Other Index Terms: 
adult; bile duct fistula / complication; clinical trial; comparative study; conference paper; controlled clinical trial; 
controlled study; female; *gastrostomy; hospitalization; human; length of stay; major clinical study; male; 
operation duration; pancreas fistula / complication; *pancreas resection; *pancreaticojejunostomy; postoperative 
complication / complication; priority journal; randomized controlled trial; stomach emptying; surgical mortality; 
surgical technique; treatment outcome 
 
Candidate Terms: *pancreaticogastrostomy 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 interv.) 

1/2 
(1+0 of 2 interv.) 

2/2 
(1+1 of 2 interv.) 

1/2 
(1+0 of 2 interv.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1 of 2 primary 
outcomes) 

0/2 
(0+0 of 2 primary 
outcomes) 

2/2 
(1+1 of 2 primary 
outcomes) 
 

2/2 
(1+1 of 2 primary 
outcomes) 

 
2. outcome (s) 

2/5 
(1+1+0+0+0).  
The study/pub. Is 
included in 5 sec. 
Outcomes. 

1/5 
(0+1+0+0+0) 
The study/pub. Is 
included in 5 sec. 
Outcomes. 

2/5 
(1+1+0+0+0) 
The study/pub. Is 
included in 5 sec. 
Outcomes. 

3/5 
(1+1+1+0+0) 
The study/pub. Is 
included in 5 sec. 
Outcomes. 

 

Data extraction and validation information 

Date (initial data extraction) 28.8.2019 Date (validation) 16.12.2019 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

Publication nr. 
  

#2 
 

Publication title 

A controlled randomized multicenter 
trial of pancreatogastrostomy or pancreatojejunostomy after pancreatoduodenectomy. 

Publication authors 

Duffas JP, Suc B, Msika S, Fourtanier G, Muscari F, Hay JM, et al. 

Publication journal and year 

American Journal of Surgery 2005;189(6):720‐9. 
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I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
Se “Characteristics of 
studies” – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med I pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 

• Overall rate of surgical complications 
(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 

• Rate of intra‐abdominal abscess 
(time point closest to 30 days). 

 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: Yes. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: Yes. 

Rate of intra‐abdominal abscess: Yes. 

Quality of life: No. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

A controlled randomized multicenter 
trial of pancreatogastrostomy or pancreatojejunostomy after pancreatoduodenectomy. 

PMID 

15910726 

Abstract and author keywords 

Abstract 
BACKGROUND: 
Only 2 large (more than 100 patients) prospective trials comparing pancreatogastrostomy (PG) with 
pancreatojejunostomy (PJ) after pancreatoduodenectomy (PD) have been reported until now. One nonrandomized 
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study showed that there were less pancreatic and digestive tract fistula with PG, whereas the other, a randomized 
trial from a single high-volume center, found no significant differences between the two techniques. 
 
METHODS: 
Single blind, controlled randomized, multicenter trial. The main endpoint was intra-abdominal complications (IACs). 
 
RESULTS: 
Of 149 randomized patients, 81 underwent PG and 68 PJ. No significant difference was found between the two 
groups concerning pre- or intraoperative patient characteristics. The rate of patients with one or more IACs was 
34% in each group. Twenty-seven patients sustained a pancreatoenteric fistula (18%), 13 in PG (16%; 95% 
confidence interval [CI] 8-24%) and 14 in PJ (20%; 95% CI 10.5-29.5%). No statistically significant difference was 
found between the 2 groups concerning the mortality rate (11% overall), the rate of reoperations and/or 
postoperative interventional radiology drainages (23%), or the length of hospital stay (median 20.5 days). 
Univariate analysis found the following risk factors: (1) age > or =70 years old, (2) extrapancreatic disease, (3) 
normal consistency of pancreas, (4) diameter of main pancreatic duct <3 mm, (5) duration of operation >6 hours, 
and (6) a center effect. Significantly more IAC, pancreatoenteric fistula, and deaths occurred in one center (that 
included the most patients) (P = .05), but there were significantly more high-risk patients in this center (normal 
pancreas consistency, extrapancreatic pathology, small pancreatic duct, higher transfusion requirements, and 
duration of operation >6 hours) compared with the other centers. In multivariate analysis, the center effect 
disappeared. Independent risk factors included duration of operation >6 hours for IAC and for pancreatoenteric 
fistula (P = .01), extrapancreatic disease for pancreatoenteric fistulas (P < .04), and age > or =70 years for mortality 
(P < .02). 
 
CONCLUSIONS: 
The type of pancreatoenteric anastomosis (PJ or PG) after PD does not significantly influence the rate of patients 
with one or more IAC and/or pancreatic fistula or the severity of complications. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Multicenter Study 
Randomized Controlled Trial 
MeSH terms 
Adult 
Age Factors 
Aged 
Drainage 
Female 
France/epidemiology 
Gastrostomy* 
Humans 
Male 
Middle Aged 
Multivariate Analysis 
Pancreatectomy* 
Pancreaticoduodenectomy* 
Pancreaticojejunostomy* 
Postoperative Complications/epidemiology* 
Reoperation 
Risk Factors 
Single-Blind Method 
Time Factors 

 

Embase bibliographic information 

Title  

A controlled randomized multicenter 
trial of pancreatogastrostomy or pancreatojejunostomy after pancreatoduodenectomy. 

Publication accession no. 

40725744 

Abstract and author keywords 

Abstract:  
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Background: Only 2 large (more than 100 patients) prospective trials comparing pancreatogastrostomy (PG) with 
pancreatojejunostomy (PJ) after pancreatoduodenectomy (PD) have been reported until now. One nonrandomized 
study showed that there were less pancreatic and digestive tract fistula with PG, whereas the other, a randomized 
trial from a single high-volume center, found no significant differences between the two techniques. Methods: 
Single blind, controlled randomized, multicenter trial. The main endpoint was intra-abdominal complications (IACs). 
Results: Of 149 randomized patients, 81 underwent PG and 68 PJ. No significant difference was found between the 
two groups concerning pre- or intraoperative patient characteristics. The rate of patients with one or more IACs 
was 34% in each group. Twenty-seven patients sustained a pancreatoenteric fistula (18%), 13 in PG (16%; 95% 
confidence interval [CI] 8-24%) and 14 in PJ (20%; 95% CI 10.5-29.5%). No statistically significant difference was 
found between the 2 groups concerning the mortality rate (11% overall), the rate of reoperations and/or 
postoperative interventional radiology drainages (23%), or the length of hospital stay (median 20.5 days). 
Univariate analysis found the following risk factors: (1) age <70 years old, (2) extrapancreatic disease, (3) normal 
consistency of pancreas, (4) diameter of main pancreatic duct <3 mm, (5) duration of operation >6 hours, and (6) a 
center effect. Significantly more IAC, pancreatoenteric fistula, and deaths occurred in one center (that included the 
most patients) (P = .05), but there were significantly more high-risk patients in this center (normal pancreas 
consistency, extrapancreatic pathology, small pancreatic duct, higher transfusion requirements, and duration of 
operation >6 hours) compared with the other centers. In multivariate analysis, the center effect disappeared. 
Independent risk factors included duration of operation >6 hours for IAC and for pancreatoenteric fistula (P = .01), 
extrapancreatic disease for pancreatoenteric fistulas (P < .04), and age <70 years for mortality (P < .02). 
Conclusions: The type of pancreatoenteric anastomosis (PJ or PG) after PD does not significantly influence the rate 
of patients with one or more IAC and/or pancreatic fistula or the severity of complications. © 2005 Excerpta 
Medica Inc. All rights reserved. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
abdominal disease / co [Complication] 
adult 
aged 
anastomosis 
article 
blood transfusion 
chronic pancreatitis 
clinical trial 
confidence interval 
controlled clinical trial 
controlled study 
disease severity 
female 
high risk patient 
histopathology 
hospitalization 
human 
interventional radiology 
intestine fistula / co [Complication] 
intraoperative period 
length of stay 
major clinical study 
male 
multicenter study 
operation duration 
pancreas carcinoma 
pancreas disease / co [Complication] 
pancreas duct 
pancreas fistula / co [Complication] 
pancreas tumor 
*pancreaticoduodenectomy 
*pancreaticojejunostomy 
postoperative complication / co [Complication] 
postoperative period 
preoperative period 
priority journal 
randomized controlled trial 
reoperation 
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risk factor 
statistical model 
statistical significance 
surgical drainage 
surgical mortality 
surgical patient 
 
Other Index Terms:  
abdominal disease / complication; adult; aged; anastomosis; article; blood transfusion; chronic pancreatitis; clinical 
trial; confidence interval; controlled clinical trial; controlled study; disease severity; female; high risk patient; 
histopathology; hospitalization; human; interventional radiology; intestine fistula / complication; intraoperative 
period; length of stay; major clinical study; male; multicenter study; operation duration; pancreas carcinoma; 
pancreas disease / complication; pancreas duct; pancreas fistula / complication; pancreas tumor; 
*pancreaticoduodenectomy; *pancreaticojejunostomy; postoperative complication / complication; postoperative 
period; preoperative period; priority journal; randomized controlled trial; reoperation; risk factor; statistical model; 
statistical significance; surgical drainage; surgical mortality; surgical patient 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 interven.) 

1/2 
(1+0 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1 of 2 primary 
outcomes) 

2/2 
(1+1 of 2 primary 
outcomes) 

2/2 
(1+1 of 2 primary 
outcomes) 

2/2 
(1+1 of 2 primary 
outcomes) 

 
2. outcome (s) 

0/4 
(0+0+0+0) 

0/4 
(0+0+0+0) 

0/4 
(0+0+0+0) 

0/4 
(0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 9.9.2019 Date (validation) 16.12.2019 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

• Pancreaticogastrostomy reconstruction. 

Publication nr. 
  

#3 
 

Publication title 

Isolated Roux loop pancreaticojejunostomy versus pancreaticogastrostomy after pancreaticoduodenectomy: a 
prospective randomized study. 

Publication authors 

Nakeeb A, Hamdy E, Sultan AM, Salah T, Askr W, Ezzat H, et al. 

Publication journal and year 

HPB : the Official Journal of the International Hepato Pancreato Biliary Association 2014;16(8):713‐22. 
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C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 

• Overall rate of surgical complications 
(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: Yes. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: Yes. 

Rate of intra‐abdominal abscess: No. 

Quality of life: No. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

Isolated Roux loop pancreaticojejunostomy versus pancreaticogastrostomy after pancreaticoduodenectomy: a 
prospective randomized study. 

PMID 

24467711 

Abstract and author keywords 

Abstract 
OBJECTIVES: 
The optimal strategy for the reconstruction of the pancreas following pancreaticoduodenectomy (PD) is still 
debated. The aim of this study was to compare the outcomes of isolated Roux loop pancreaticojejunostomy (IRPJ) 
with those of pancreaticogastrostomy (PG) after PD. 
 
METHODS: 
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Consecutive patients submitted to PD were randomized to either method of reconstruction. The primary outcome 
measure was the rate of postoperative pancreatic fistula (POPF). Secondary outcomes included operative time, day 
to resumption of oral feeding, postoperative morbidity and mortality, and exocrine and endocrine pancreatic 
functions. 
 
RESULTS: 
Ninety patients treated by PD were included in the study. The median total operative time was significantly longer 
in the IRPJ group (320 min versus 300 min; P = 0.047). Postoperative pancreatic fistula developed in nine of 45 
patients in the IRPJ group and 10 of 45 patients in the PG group (P = 0.796). Seven IRPJ patients and four PG 
patients had POPF of type B or C (P = 0.710). Time to resumption of oral feeding was shorter in the IRPJ group (P = 
0.03). Steatorrhea at 1 year was reported in nine of 42 IRPJ patients and 18 of 41 PG patients (P = 0.029). Albumin 
levels at 1 year were 3.6 g/dl in the IRPJ group and 3.3 g/dl in the PG group (P = 0.001). 
 
CONCLUSIONS: 
Isolated Roux loop PJ was not associated with a lower rate of POPF, but was associated with a decrease in the 
incidence of postoperative steatorrhea. The technique allowed for early oral feeding and the maintenance of oral 
feeding even if POPF developed. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Randomized Controlled Trial 
MeSH terms 
Adolescent 
Adult 
Aged 
Anastomosis, Roux-en-Y*/adverse effects 
Anastomosis, Roux-en-Y*/mortality 
Child 
Eating 
Egypt 
Female 
Gastrostomy/adverse effects 
Gastrostomy/methods* 
Gastrostomy/mortality 
Humans 
Male 
Middle Aged 
Operative Time 
Pancreatic Diseases/diagnosis 
Pancreatic Diseases/mortality 
Pancreatic Diseases/surgery* 
Pancreatic Fistula/etiology 
Pancreaticoduodenectomy*/adverse effects 
Pancreaticoduodenectomy*/mortality 
Pancreaticojejunostomy/adverse effects 
Pancreaticojejunostomy/methods* 
Pancreaticojejunostomy/mortality 
Prospective Studies 
Recovery of Function 
Risk Factors 
Time Factors 
Treatment Outcome 
Young Adult 

 

Embase bibliographic information 

Title  

Isolated Roux loop pancreaticojejunostomy versus pancreaticogastrostomy after pancreaticoduodenectomy: A 
prospective randomized study. 

Publication accession no. 

52986156 

Abstract and author keywords 
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Objectives The optimal strategy for the reconstruction of the pancreas following pancreaticoduodenectomy (PD) is 
still debated. The aim of this study was to compare the outcomes of isolated Roux loop pancreaticojejunostomy 
(IRPJ) with those of pancreaticogastrostomy (PG) after PD.  
 
Methods Consecutive patients submitted to PD were randomized to either method of reconstruction. The primary 
outcome measure was the rate of postoperative pancreatic fistula (POPF). Secondary outcomes included operative 
time, day to resumption of oral feeding, postoperative morbidity and mortality, and exocrine and endocrine 
pancreatic functions.  
 
Results Ninety patients treated by PD were included in the study. The median total operative time was significantly 
longer in the IRPJ group (320 min versus 300 min; P = 0.047). Postoperative pancreatic fistula developed in nine of 
45 patients in the IRPJ group and 10 of 45 patients in the PG group (P = 0.796). Seven IRPJ patients and four PG 
patients had POPF of type B or C (P = 0.710). Time to resumption of oral feeding was shorter in the IRPJ group (P = 
0.03). Steatorrhea at 1 year was reported in nine of 42 IRPJ patients and 18 of 41 PG patients (P = 0.029). Albumin 
levels at 1 year were 3.6 g/dl in the IRPJ group and 3.3 g/dl in the PG group (P = 0.001).  
 
Conclusions Isolated Roux loop PJ was not associated with a lower rate of POPF, but was associated with a 
decrease in the incidence of postoperative steatorrhea. The technique allowed for early oral feeding and the 
maintenance of oral feeding even if POPF developed. 

Subject headings, drug index terms & other index terms 

adult 
aged 
article 
child 
controlled study 
endocrine function 
exocrine secretion 
feeding 
female 
*gastrostomy 
human 
intermethod comparison 
major clinical study 
male 
morbidity 
mortality 
operation duration 
pancreas fistula / co [Complication] 
pancreas function 
*pancreas surgery 
*pancreaticoduodenectomy 
*pancreaticojejunostomy 
postoperative complication / co [Complication] 
preschool child 
prospective study 
randomized controlled trial 
*Roux Y anastomosis 
school child 
steatorrhea / co [Complication] 
treatment outcome 
albumin / ec [Endogenous Compound] 
*pancreaticogastrostomy 
postoperative pancreatic fistula / co [Complication] 
 
Other Index Terms:  
adult; aged; article; child; controlled study; endocrine function; exocrine secretion; feeding; female; *gastrostomy; 
human; intermethod comparison; major clinical study; male; morbidity; mortality; operation duration; pancreas 
fistula / complication; pancreas function; *pancreas surgery; *pancreaticoduodenectomy; 
*pancreaticojejunostomy; postoperative complication / complication; preschool child; prospective study; 
randomized controlled trial; *Roux Y anastomosis; school child; steatorrhea / complication; treatment outcome 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 
interventions) 

1/2 
(1+0 of 2 
interventions) 

2/2 
(1+1 of 2 
interventions) 

2/2 
(1+1 of 2 
interventions) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/2 
(1+0) 

1/2 
(1+0) 

1/2 
(1+0) 

1/2 
(1+0) 

 
2. outcome (s) 

2/5 
(1+0+1+0+0) 

2/5 
(1+0+1+0+0) 

2/5 
(1+0+1+0+0) 

1/5 
(0+0+1+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 18.9.2919 Date (validation) 16.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

Publication nr. 
  

#4 
 

Publication title 

Pancreatogastrostomy with gastric partition after pylorus‐preserving pancreatoduodenectomy versus conventional 
pancreatojejunostomy: a prospective randomized study. 

Publication authors 

Fernández‐Cruz L, Cosa R, Blanco L, López‐Boado MA, Astudillo E. 

Publication journal and year 

 Annals of Surgery 2008;248(6):930‐8. 
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• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 

• Overall rate of surgical complications 
(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: Yes. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: Yes. 

Rate of intra‐abdominal abscess: Yes. 

Quality of life: No. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

Pancreatogastrostomy with gastric partition after pylorus-preserving pancreatoduodenectomy versus conventional 
pancreatojejunostomy: a prospective randomized study. 

PMID 

19092337 

Abstract and author keywords 

OBJECTIVE: 
To compare the results of postoperative morbidity rate of a new pancreatogastrostomy technique, pylorus-
preserving pancreaticoduodenectomy (PPPD) with gastric partition (PPPD-GP) with the conventional technique of 
pancreaticojejunostomy (PJ). 
 
SUMMARY AND BACKGROUND DATA: 
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Pancreatojejunostomy and pancreatogastrostomy (PG) are the commonly preferred methods of anastomosis after 
pancreatoduodenectomy (PD). All randomized controlled trials failed to show advantage of a particular technique, 
suggesting that both PJ and PG provide equally results. However, postoperative morbidity remains high. The best 
technique in pancreatic anastomosis is still debated. 
 
METHOD: 
Described here is a new technique, PPPD-GP; in this technique the gastroepiploic arcade is preserved. Gastric 
partition was performed using 2 endo-Gia staplers along the greater curvature of the stomach, 3 cm from the 
border. This gastric segment, 10 to 12 cm in length is placed in close proximity to the cut edge of the pancreatic 
stump. An end-to-side, duct-to-mucosa anastomosis (with pancreatic duct stent) is constructed. One hundred eight 
patients undergoing PPPD for benign and malignant diseases of the pancreatic head and the periampullary region 
were randomized to receive PG (PPPD-GP) or end-to-side PJ (PPPD-PJ). 
 
RESULTS: 
The two treatment groups showed no differences in preoperative parameters and intraoperative factors. The 
overall postoperative complications were 23% after PPPD-GP and 44% after PPPD-PJ (P < 0.01). The incidence of 
pancreatic fistula was 4% after PPPD-GP and 18% after PPPD-PJ (P < 0.01). The mean + SD hospital stay was 12 +/- 2 
days after PPPD-GP and 16 +/- 3 days after PPPD-PJ. 
 
CONCLUSIONS: 
This study shows that PPPD-GP can be performed safely and is associated with less complication than PPPD-PJ. The 
advantage of this technique over other PG techniques is that the anastomosis is outside the area of the stomach 
where the contents empty into the jejunum, but pancreatic juice drains directly into the stomach. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Randomized Controlled Trial 
MeSH terms 
Aged 
Anastomosis, Surgical/methods 
Female 
Gastrostomy/methods* 
Humans 
Length of Stay 
Male 
Middle Aged 
Pancreatic Fistula/epidemiology 
Pancreaticoduodenectomy/methods* 
Pancreaticojejunostomy* 
Postoperative Complications/epidemiology 
Prospective Studies 
Treatment Outcome 

Embase bibliographic information 

Title  

Pancreatogastrostomy with gastric partition after pylorus-preserving pancreatoduodenectomy versus conventional 
pancreatojejunostomy a prospective randomized study. 

Publication accession no. 

354644019 

Abstract and author keywords 

Objective: To compare the results of postoperative morbidity rate of a new pancreatogastrostomy technique, 
pylorus-preserving pancreaticoduodenectomy (PPPD) with gastric partition (PPPD-GP) with the conventional 
technique of pancreaticojejunostomy (PJ). Summary and Background Data: Pancreatojejunostomy and 
pancreatogastrostomy (PG) are the commonly preferred methods of anastomosis after pancreatoduodenectomy 
(PD). All randomized controlled trials failed to show advantage of a particular technique, suggesting that both PJ 
and PG provide equally results. However, postoperative morbidity remains high. The best technique in pancreatic 
anastomosis is still debated. Described here is a new technique, PPPD-GP; in this technique the gastroepiploic 
arcade is preserved. Gastric partition was performed using 2 endo-Gia staplers along the greater curvature of the 
stomach, 3 cm from the border. This gastric segment, 10 to 12 cm in length is placed in close proximity to th 
Method:e cut edge of the pancreatic stump. An end-to-side, duct-to-mucosa anastomosis (with pancreatic duct 
stent) is constructed. One hundred eight patients undergoing PPPD for benign and malignant diseases of the 
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pancreatic head and the periampullary region were randomized to receive PG (PPPD-GP) or end-to-side PJ (PPPD-
PJ).  
Results: The two treatment groups showed no differences in preoperative parameters and intraoperative factors. 
The overall postoperative complications were 23% after PPPD-GP and 44% after PPPD-PJ (P - 0.01). The incidence of 
pancreatic fistula was 4% after PPPD-GP and 18% after PPPD-PJ (P - 0.01). The mean - SD hospital stay was 12 - 2 
days after PPPD-GP and 16 - 3 days after PPPD-PJ. Conclusions: This study shows that PPPD-GP can be performed 
safely and is associated with less complication than PPPD-PJ. The advantage of this technique over other PG 
techniques is that the anastomosis is outside the area of the stomach where the contents empty into the jejunum, 
but pancreatic juice drains directly into the stomach. 

Subject headings, drug index terms & other index terms 

abdominal bleeding / co [Complication] 
adult 
article 
bile duct fistula / co [Complication] 
clinical trial 
controlled clinical trial 
controlled study 
end to side anastomosis 
female 
gastroepiploic artery 
hospital personnel 
human 
incidence 
intermethod comparison 
intraoperative period 
lung infection / co [Complication] 
major clinical study 
male 
morbidity 
*organ preservation 
pancreas disease / su [Surgery] 
pancreas duct 
pancreas fistula / co [Complication] 
*pancreaticoduodenectomy 
*pancreaticojejunostomy 
postoperative complication 
postoperative period 
preoperative evaluation 
priority journal 
prospective study 
pylorus 
randomized controlled trial 
stapler 
stent 
*stomach partitioning 
*stomach surgery 
treatment outcome 
wound infection / co [Complication] 
*pancreaticogastrostomy 
 
Candidate Terms: *pancreaticogastrostomy [other term] 
Other Index Terms: 
abdominal bleeding / complication; adult; article; bile duct fistula / complication; clinical trial; controlled clinical 
trial; controlled study; end to side anastomosis; female; gastroepiploic artery; hospital personnel; human; 
incidence; intermethod comparison; intraoperative period; lung infection / complication; major clinical study; male; 
morbidity; *organ preservation; pancreas disease / surgery; pancreas duct; pancreas fistula / complication; 
*pancreaticoduodenectomy; *pancreaticojejunostomy; postoperative complication; postoperative period; 
preoperative evaluation; priority journal; prospective study; pylorus; randomized controlled trial; stapler; stent; 
*stomach partitioning; *stomach surgery; treatment outcome; wound infection / complication 

 

  



Retrieval of PICO elements in Cochrane-included studies 

18 

 

Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 
interventions) 

1/2 
(1+0 of 2 
interventions) 
 

2/2 
(1+1 of 2 
interventions) 

0/2 

 
C: comparison (s) 

1 1 1 0 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/2 
(1+0) 

1/2 
(1+0) 

1/2 
(1+0) 

1/2 
(1+0) 

 
2. outcome (s) 

1/5 
(0+0+1+0+0) 

1/5 
(1+0+0+0+0) 

1/5 
(0+0+1+0+0) 

1/5 
(1+0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 18.9.2919 Date (validation) 16.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

Publication nr. 
  

#5 
 

Publication title 

Randomized clinical trial of pancreaticogastrostomy versus pancreaticojejunostomy on the rate and severity of 
pancreatic fistula after pancreaticoduodenectomy. 

Publication authors 

Figueras J, Sabater L, Planellas P, Muñoz‐Forner E, Lopez‐Ben S, Falgueras L, et al.  

Publication journal and year 

British Journal of Surgery 2013;100(12):1597‐605. 
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• Pancreaticojejunostomy reconstruction. 

• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 
Overall rate of surgical complications 

(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes 

Postoperative mortality: Yes 

Length of hospital stay: Yes 

Rate of surgical re‐intervention: No 

Overall rate of surgical complications: Yes 

Rate of postoperative bleeding: Yes 

Rate of intra‐abdominal abscess: Yes 

Quality of life: No 

Cost analysis: No 
 

 

PubMed bibliographic information 

Title 

Randomized clinical trial of pancreaticogastrostomy versus pancreaticojejunostomy on the rate and severity of 
pancreatic fistula after pancreaticoduodenectomy. 

PMID 

24264781 

Abstract and author keywords 

BACKGROUND: 
Anastomotic leakage of pancreaticojejunostomy (PJ) remains the single most important source of morbidity after 
pancreaticoduodenectomy (PD). The primary aim of this randomized clinical trial comparing PG with PJ after PD 
was to test the hypothesis that invaginated PG would result in a lower rate and severity of pancreatic fistula. 
METHODS: 
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Patients undergoing PD were randomized to receive either a duct-to-duct PJ or a double-layer invaginated PG. The 
primary endpoint was the rate of pancreatic fistula, using the definition of the International Study Group on 
Pancreatic Fistula. Secondary endpoints were the evaluation of severe abdominal complications (Clavien-Dindo 
grade IIIa or above), endocrine and exocrine function. 
RESULTS: 
Of 123 patients randomized, 58 underwent PJ and 65 had PG. The incidence of pancreatic fistula was significantly 
higher following PJ than for PG (20 of 58 versus 10 of 65 respectively; P = 0.014), as was the severity of pancreatic 
fistula (grade A: 2 versus 5 per cent; grade B-C: 33 versus 11 per cent; P = 0.006). The hospital readmission rate for 
complications was significantly lower after PG (6 versus 24 per cent; P = 0.005), weight loss was lower (P = 0.025) 
and exocrine function better (P = 0.022). 
CONCLUSION: 
The rate and severity of pancreatic fistula was significantly lower with this PG technique compared with that 
following PJ. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Adult 
Aged 
Aged, 80 and over 
Drainage/methods 
Female 
Gastrostomy/adverse effects* 
Gastrostomy/methods 
Humans 
Length of Stay 
Male 
Middle Aged 
Pancreatectomy/adverse effects* 
Pancreatectomy/methods 
Pancreatic Fistula/prevention & control* 
Pancreaticoduodenectomy/adverse effects* 
Pancreaticoduodenectomy/methods 
Postoperative Complications/prevention & control 
Prospective Studies 
Treatment Outcome 

Embase bibliographic information 

Title  

Randomized clinical trial of pancreaticogastrostomy versus pancreaticojejunostomy on the rate and severity of 
pancreatic fistula after pancreaticoduodenectomy. 

Publication accession no. 

370003559 

Abstract and author keywords 

Background Anastomotic leakage of pancreaticojejunostomy (PJ) remains the single most important source of 
morbidity after pancreaticoduodenectomy (PD). The primary aim of this randomized clinical trial comparing PG 
with PJ after PD was to test the hypothesis that invaginated PG would result in a lower rate and severity of 
pancreatic fistula. Methods Patients undergoing PD were randomized to receive either a duct-to-duct PJ or a 
double-layer invaginated PG. The primary endpoint was the rate of pancreatic fistula, using the definition of the 
International Study Group on Pancreatic Fistula. Secondary endpoints were the evaluation of severe abdominal 
complications (Clavien-Dindo grade IIIa or above), endocrine and exocrine function. Results Of 123 patients 
randomized, 58 underwent PJ and 65 had PG. The incidence of pancreatic fistula was significantly higher following 
PJ than for PG (20 of 58 versus 10 of 65 respectively; P = 0.014), as was the severity of pancreatic fistula (grade A: 2 
versus 5 per cent; grade B-C: 33 versus 11 per cent; P = 0.006). The hospital readmission rate for complications was 
significantly lower after PG (6 versus 24 per cent; P = 0.005), weight loss was lower (P = 0.025) and exocrine 
function better (P = 0.022). Conclusion The rate and severity of pancreatic fistula was significantly lower with this 
PG technique compared with that following PJ. 

Subject headings, drug index terms & other index terms 

adult 
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aged 
article 
comparative study 
controlled clinical trial 
controlled study 
female 
*gastrostomy / ae [Adverse Drug Reaction] 
human 
length of stay 
male 
methodology 
middle aged 
multicenter study 
*pancreas fistula / pc [Prevention] 
*pancreas resection / ae [Adverse Drug Reaction] 
*pancreaticoduodenectomy / ae [Adverse Drug Reaction] 
postoperative complication / pc [Prevention] 
prospective study 
randomized controlled trial 
treatment outcome 
very elderly 
wound drainage 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 intervent.) 

1/2 
(1 of 2 intervent.) 

2/2 
(2 of 2 intervent.) 

1/2 
(1 of 2 intervent.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1) 

1/2 
(1+0) 

2/2 
(1+1) 

1/2 
(1+0) 

 
2. outcome (s) 

1/2 
(0+1) 

1/2 
(0+1) 

1/2 
(0+1) 

1/2 
(0+1) 

 

Data extraction and validation information 

Date (initial data extraction) 18.9.2919 Date (validation) 17.12.2019 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

Publication nr. 
  

#6 
 

Publication title 

In search of the best reconstructive technique after pancreaticoduodenectomy: pancreaticojejunostomy versus 
pancreaticogastrostomy.  

Publication authors 

Grendar J, Ouellet JF, Sutherland FR, Bathe OF, Ball CG, Dixon E. 

Publication journal and year 

Canadian Journal of Surgery. Journal Canadien de Chirurgie 2015;58(3):154‐9. 
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O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 
Overall rate of surgical complications 

(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: No. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: No. 

Rate of intra‐abdominal abscess: No. 

Quality of life: No. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

In search of the best reconstructive technique after pancreaticoduodenectomy: pancreaticojejunostomy versus 
pancreaticogastrostomy. 

PMID 

25799130 

Abstract and author keywords 

BACKGROUND: 
It has been suggested that pancreaticogastrostomy (PG) is a safer reconstruction than pancreaticojejunostomy (PJ), 
resulting in lower morbidity, including lower pancreatic leak rates and decreased postoperative mortality. We 
compared PJ and PG after pancreaticoduodenectomy (PD). 
METHODS: 
A randomized clinical trial was designed. It was stopped with 50% accrual. Patients underwent either PG or PJ 
reconstruction. The primary outcome was the pancreatic fistula rate, and the secondary outcomes were overall 
morbidity and mortality. We used the Student t, Mann-Whitney U and χ(2) tests for intention to treat analysis. The 
effect of randomization, American Society of Anesthesiologists score, soft pancreatic texture and use of pancreatic 
stent on overall complications and fistula rates was calculated using logistic regression. 
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RESULTS: 
Our trial included 98 patients. The rate of pancreatic fistula formation was 18% in the PJ and 25% in the PG groups 
(p = 0.40). Postoperative complications occurred in 48% of patients in the PJ and 58% in the PG groups (p = 0.31). 
There were no significant predictors of overall complications in the multivariate analysis. Only soft pancreatic gland 
predicted the occurrence of pancreatic fistula (odds ratio 5.89, p = 0.003). 
CONCLUSION: 
There was no difference in the rates of pancreatic leak/fistula, overall complications or mortality between patients 
undergoing PG and and those undergoing PJ after PD. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Adolescent 
Adult 
Aged 
Aged, 80 and over 
Anastomosis, Surgical 
Female 
Humans 
Intention to Treat Analysis 
Logistic Models 
Male 
Middle Aged 
Multivariate Analysis 
Pancreas/surgery* 
Pancreatic Fistula/epidemiology 
Pancreatic Fistula/etiology 
Pancreatic Fistula/prevention & control* 
Pancreaticoduodenectomy* 
Pancreaticojejunostomy* 
Postoperative Complications/epidemiology 
Postoperative Complications/prevention & control* 
Stomach/surgery* 
Treatment Outcome 
Young Adult 

 

Embase bibliographic information 

Title  

In search of the best reconstructive technique after pancreaticoduodenectomy: pancreaticojejunostomy versus 
pancreaticogastrostomy. 

Publication accession no. 

613405644 

Abstract and author keywords 

BACKGROUND: It has been suggested that pancreaticogastrostomy (PG) is a safer reconstruction than 
pancreaticojejunostomy (PJ), resulting in lower morbidity, including lower pancreatic leak rates and decreased 
postoperative mortality. We compared PJ and PG after pancreaticoduodenectomy (PD). 
METHODS: A randomized clinical trial was designed. It was stopped with 50% accrual. Patients underwent either PG 
or PJ reconstruction. The primary outcome was the pancreatic fistula rate, and the secondary outcomes were 
overall morbidity and mortality. We used the Student t, Mann-Whitney U and chi(2) tests for intention to treat 
analysis. The effect of randomization, American Society of Anesthesiologists score, soft pancreatic texture and use 
of pancreatic stent on overall complications and fistula rates was calculated using logistic regression. 
RESULTS: Our trial included 98 patients. The rate of pancreatic fistula formation was 18% in the PJ and 25% in the 
PG groups (p = 0.40). Postoperative complications occurred in 48% of patients in the PJ and 58% in the PG groups (p 
= 0.31). There were no significant predictors of overall complications in the multivariate analysis. Only soft 
pancreatic gland predicted the occurrence of pancreatic fistula (odds ratio 5.89, p = 0.003). 
CONCLUSION: There was no difference in the rates of pancreatic leak/fistula, overall complications or mortality 
between patients undergoing PG and and those undergoing PJ after PD. 

Subject headings, drug index terms & other index terms 

adolescent 
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adult 
aged 
anastomosis 
comparative study 
controlled study 
female 
human 
intention to treat analysis 
male 
middle aged 
multivariate analysis 
pancreas 
*pancreaticoduodenectomy 
*pancreaticojejunostomy 
randomized controlled trial 
statistical model 
stomach 
*surgery 
treatment outcome 
very elderly 
young adult 
Pancreatic Fistula / ep [Epidemiology] 
Pancreatic Fistula / et [Etiology] 
Pancreatic Fistula / pc [Prevention] 
Postoperative Complications / ep [Epidemiology] 
Postoperative Complications / pc [Prevention] 
Candidate Terms:Pancreatic Fistula / epidemiology / etiology / prevention [other term]; Postoperative 
Complications / epidemiology / prevention [other term] 
Other Index Terms: 
adolescent; adult; aged; anastomosis; comparative study; controlled study; female; human; intention to treat 
analysis; male; middle aged; multivariate analysis; pancreas; *pancreaticoduodenectomy; 
*pancreaticojejunostomy; randomized controlled trial; statistical model; stomach; *surgery; treatment outcome; 
very elderly; young adult 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 interv.) 

1/2 
(1+0 of 2 interv.) 

2/2 
(1+1 of 2 interv.) 

2/2 
(1+1 of 2 interv.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1 of 2 
outcomes) 

2/2 
(1+1 of 2 
outcomes) 

2/2 
(1+1 of 2 outcomes) 

2/2 
(1+1 of 2 outcomes) 

 
2. outcome (s) 

1/5 
(0+0+0+1+0) 

2/5 
(1+0+1+0+0) 

1/5 
(0+0+0+1+0) 

1/5 
(0+0+0+1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 18.9.2919 Date (validation) 17.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

Publication nr. 
  

#7 
 

Publication title 

Pancreatogastrostomy versus Pancreatojejunostomy for RECOnstruction after PANCreatoduodenectomy 
(RECOPANC, DRKS 00000767): perioperative and long‐term results of a multicenter randomized controlled trial. 

Publication authors 

Keck T, Wellner UF, Bahra M, Klein F, Sick O, Niedergethmann M, et al.  

Publication journal and year 

Annals of Surgery 2016;263(3):440‐9. 
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• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 
Overall rate of surgical complications 

(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: Yes. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: Yes. 

Rate of intra‐abdominal abscess: No. 

Quality of life: Yes. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

Pancreatogastrostomy Versus Pancreatojejunostomy for RECOnstruction After PANCreatoduodenectomy 
(RECOPANC, DRKS 00000767): Perioperative and Long-term Results of a Multicenter Randomized Controlled Trial. 

PMID 

26135690 

Abstract and author keywords 

OBJECTIVES: 
To assess pancreatic fistula rate and secondary endpoints after pancreatogastrostomy (PG) versus 
pancreatojejunostomy (PJ) for reconstruction in pancreatoduodenectomy in the setting of a multicenter 
randomized controlled trial. 
BACKGROUND: 
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PJ and PG are established methods for reconstruction in pancreatoduodenectomy. Recent prospective trials 
suggest superiority of the PG regarding perioperative complications. 
METHODS: 
A multicenter prospective randomized controlled trial comparing PG with PJ was conducted involving 14 German 
high-volume academic centers for pancreatic surgery. The primary endpoint was clinically relevant postoperative 
pancreatic fistula. Secondary endpoints comprised perioperative outcome and pancreatic function and quality of 
life measured at 6 and 12 months of follow-up. 
RESULTS: 
From May 2011 to December 2012, 440 patients were randomized, and 320 were included in the intention-to-treat 
analysis. There was no significant difference in the rate of grade B/C fistula after PG versus PJ (20% vs 22%, P = 
0.617). The overall incidence of grade B/C fistula was 21%, and the in-hospital mortality was 6%. Multivariate 
analysis of the primary endpoint disclosed soft pancreatic texture (odds ratio: 2.1, P = 0.016) as the only 
independent risk factor. Compared with PJ, PG was associated with an increased rate of grade A/B bleeding events, 
perioperative stroke, less enzyme supplementation at 6 months, and improved results in some quality of life 
parameters. 
CONCLUSIONS: 
The rate of grade B/C fistula after PG versus PJ was not different. There were more postoperative bleeding events 
with PG. Perioperative morbidity and mortality of pancreatoduodenectomy seem to be underestimated, even in 
the high-volume center setting. 

Publication types, MeSH terms, Substances 

Publication types 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Adult 
Aged 
Aged, 80 and over 
Female 
Germany/epidemiology 
Hemorrhage/epidemiology 
Hospital Mortality 
Humans 
Length of Stay/statistics & numerical data 
Male 
Middle Aged 
Pancreatic Diseases/mortality 
Pancreatic Diseases/surgery* 
Pancreatic Fistula/epidemiology 
Pancreaticoduodenectomy* 
Pancreaticojejunostomy* 
Postoperative Complications/epidemiology* 
Postoperative Complications/mortality 
Prospective Studies 
Quality of Life 
Risk Factors 

 

Embase bibliographic information 

 

Title  

Pancreatogastrostomy versus pancreatojejunostomy for reconstruction after PANCreatoduodenectomy 
(RECOPANC, DRKS 00000767): Perioperative and long-term results of a multicenter randomized controlled trial. 

Publication accession no. 

608793488 

Abstract and author keywords 

To assess pancreatic fistula rate and secondary endpoints after pancreatogastrostomy (PG) versus 
pancreatojejunostomy (PJ) for reconstruction in pancreatoduodenectomy in the setting of a multicenter 
randomized controlled trial. Background: PJ and PG are established methods for reconstruction in 
pancreatoduodenectomy. Recent prospective trials suggest superiority of the PG regarding perioperative 
complications. Methods: A multicenter prospective randomized controlled trial comparing PG with PJ was 
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conducted involving 14 German high-volume academic centers for pancreatic surgery. The primary endpoint was 
clinically relevant postoperative pancreatic fistula. Secondary endpoints comprised perioperative outcome and 
pancreatic function and quality of life measured at 6 and 12 months of follow-up. Results: From May 2011 to 
December 2012, 440 patients were randomized, and 320 were included in the intention-to-treat analysis. There 
was no significant difference in the rate of grade B/C fistula after PG versus PJ (20% vs 22%, P=0.617). The overall 
incidence of grade B/C fistula was 21%, and the inhospital mortality was 6%. Multivariate analysis of the primary 
endpoint disclosed soft pancreatic texture (odds ratio: 2.1, P=0.016) as the only independent risk factor. Compared 
with PJ,PGwas associatedwith an increased rate of grade A/B bleeding events, perioperative stroke, less enzyme 
supplementation at 6 months, and improved results in some quality of life parameters. Conclusions: The rate of 
grade B/C fistula after PG versus PJ was not different. There were more postoperative bleeding events with PG. 
Perioperative morbidity and mortality of pancreatoduodenectomy seem to be underestimated, even in the high-
volume center setting. 

Subject headings, drug index terms & other index terms 

adult 
aged 
article 
cerebrovascular accident / co [Complication] 
controlled study 
female 
human 
incidence 
intermethod comparison 
major clinical study 
male 
mortality 
multicenter study 
pancreas fistula / co [Complication] 
pancreas function 
*pancreaticoduodenectomy 
*pancreaticojejunostomy 
postoperative hemorrhage / co [Complication] 
priority journal 
quality of life 
randomized controlled trial 
surgical technique 
treatment outcome 
*pancreatogastrostomy 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 intervent.) 

1/2 
(1+0 of 2 interv.) 

2/2 
(1+1 of 2 intervent.) 

2/2 
(1+1 of 2 intervent.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/2 
(1+o of 2 
outcomes) 

1/2 
(1+0 of 2 
outcomes) 

1/2 
(1+0 of 2 outcomes) 

2/2 
(1+1 of 2 outcomes) 

 
2. outcome (s) 

1/5 
(0+0+1+0+0) 

1/5 
(0+0+1+0+0) 

1/5 
(0+0+1+0+0) 

5/5 
(1+1+1+1+1) 

 

Data extraction and validation information 

Date (initial data extraction) 20.9.2919 Date (validation) 17.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

Publication nr. 
  

#8 
 

Publication title 

Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction after pancreaticoduodenectomy for 
pancreatic or periampullary tumours: a multicentre randomised trial.  

Publication authors 

Topal B, Fieuws S, Aerts R, Weerts J, Feryn T, Roeyen G, et al. 

Publication journal and year 

Lancet Oncology 2013;14(7):655‐62. 
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• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 
Overall rate of surgical complications 

(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: Yes. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: Yes. 

Rate of intra‐abdominal abscess: Yes. 

Quality of life: No. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction after pancreaticoduodenectomy for 
pancreatic or periampullary tumours: a multicentre randomised trial. 

PMID 

23643139 

Abstract and author keywords 

BACKGROUND: 
Postoperative pancreatic fistula is the leading cause of death and morbidity after pancreaticoduodenectomy. 
However, the best reconstruction method to reduce occurrence of fistula is debated. We did a multicentre, 
randomised superiority trial to compare the outcomes of different reconstructive techniques in patients 
undergoing pancreaticoduodenectomy for pancreatic or periampullary tumours. 
 
METHODS: 
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Patients aged 18-85 years with confirmed or suspected neoplasms of the pancreas, distal bile duct, ampulla vateri, 
duodenum, or periampullary tumours were eligible for inclusion. An internet-based platform was used to randomly 
assign patients to either pancreaticojejunostomy or pancreaticogastrostomy as reconstruction after 
pancreaticoduodenectomy, using permuted blocks with six patients per block. Within each centre the 
randomisation was stratified on the pancreatic duct diameter (≤3 mm vs >3 mm) measured at the time of surgery. 
The primary endpoint was the occurrence of clinical postoperative pancreatic fistula (grade B or C) as defined by 
the International Study Group on Pancreatic Fistula. The study was not masked and analyses were done by 
intention to treat. Patient follow-up was closed 2 months after discharge from the hospital. This study is registered 
with ClinicalTrials.gov, number NCT00830778. 
 
FINDINGS: 
Between June, 2009, and August, 2012, we randomly allocated 167 patients to receive pancreaticojejunostomy and 
162 to receive pancreaticogastrostomy. 33 (19.8%) patients in the pancreaticojejunostomy group and 13 (8.0%) in 
the pancreaticogastrostomy group had clinical postoperative pancreatic fistula (OR 2.86, 95% CI 1.38-6.17; 
p=0.002). The overall incidence of postoperative complications did not differ significantly between the groups (99 
in the pancreaticojejunostomy group vs 100 in the pancreaticogastrostomy group), although more events in the 
pancreaticojejunostomy group were of grade ≥3a than in the pancreaticogastrostomy group (39 vs 35). 
 
INTERPRETATION: 
In patients undergoing pancreaticoduodenectomy for pancreatic head or periampullary tumours, 
pancreaticogastrostomy is more efficient than pancreaticojejunostomy in reducing the incidence of postoperative 
pancreatic fistula. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Adolescent 
Adult 
Aged 
Aged, 80 and over 
Ampulla of Vater/pathology 
Ampulla of Vater/surgery* 
Common Bile Duct Neoplasms/complications 
Common Bile Duct Neoplasms/pathology 
Common Bile Duct Neoplasms/surgery* 
Duodenal Neoplasms/complications 
Duodenal Neoplasms/pathology 
Duodenal Neoplasms/surgery* 
Female 
Follow-Up Studies 
Gastrostomy/adverse effects* 
Humans 
Male 
Middle Aged 
Neoplasm Staging 
Pancreatic Fistula/diagnosis* 
Pancreatic Fistula/etiology 
Pancreatic Neoplasms/complications 
Pancreatic Neoplasms/pathology 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/adverse effects* 
Pancreaticojejunostomy/adverse effects* 
Postoperative Complications* 
Prognosis 
Reconstructive Surgical Procedures 
Young Adult 
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Embase bibliographic information 

Title  

Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction after pancreaticoduodenectomy for 
pancreatic or periampullary tumours: A multicentre randomised trial. 

Publication accession no. 

52563748 

Abstract and author keywords 

Background: Postoperative pancreatic fistula is the leading cause of death and morbidity after 
pancreaticoduodenectomy. However, the best reconstruction method to reduce occurrence of fistula is debated. 
We did a multicentre, randomised superiority trial to compare the outcomes of different reconstructive techniques 
in patients undergoing pancreaticoduodenectomy for pancreatic or periampullary tumours. Methods: Patients 
aged 18-85 years with confirmed or suspected neoplasms of the pancreas, distal bile duct, ampulla vateri, 
duodenum, or periampullary tumours were eligible for inclusion. An internet-based platform was used to randomly 
assign patients to either pancreaticojejunostomy or pancreaticogastrostomy as reconstruction after 
pancreaticoduodenectomy, using permuted blocks with six patients per block. Within each centre the 
randomisation was stratified on the pancreatic duct diameter (<=3 mm vs >3 mm) measured at the time of surgery. 
The primary endpoint was the occurrence of clinical postoperative pancreatic fistula (grade B or C) as defined by 
the International Study Group on Pancreatic Fistula. The study was not masked and analyses were done by 
intention to treat. Patient follow-up was closed 2 months after discharge from the hospital. This study is registered 
with ClinicalTrials.gov, number NCT00830778. Findings: Between June, 2009, and August, 2012, we randomly 
allocated 167 patients to receive pancreaticojejunostomy and 162 to receive pancreaticogastrostomy. 33 (19.8%) 
patients in the pancreaticojejunostomy group and 13 (8.0%) in the pancreaticogastrostomy group had clinical 
postoperative pancreatic fistula (OR 2.86, 95% CI 1.38-6.17; p=0.002). The overall incidence of postoperative 
complications did not differ significantly between the groups (99 in the pancreaticojejunostomy group vs 100 in the 
pancreaticogastrostomy group), although more events in the pancreaticojejunostomy group were of grade >=3a 
than in the pancreaticogastrostomy group (39 vs 35). Interpretation: In patients undergoing 
pancreaticoduodenectomy for pancreatic head or periampullary tumours, pancreaticogastrostomy is more efficient 
than pancreaticojejunostomy in reducing the incidence of postoperative pancreatic fistula. 

Subject headings, drug index terms & other index terms 

abdominal abscess / co [Complication] 
adult 
aged 
article 
biliary tract tumor / su [Surgery] 
controlled study 
duodenum tumor / su [Surgery] 
female 
follow up 
*gastrostomy 
hospital readmission 
human 
length of stay 
major clinical study 
male 
multicenter study 
pancreas adenocarcinoma / su [Surgery] 
pancreas fistula / co [Complication] 
*pancreas tumor / su [Surgery] 
*pancreaticoduodenectomy 
*pancreaticojejunostomy 
postoperative complication / co [Complication] 
postoperative hemorrhage / co [Complication] 
priority journal 
randomized controlled trial 
reoperation 
surgical mortality 
surgical technique 
*Vater papilla tumor / su [Surgery] 
*pancreaticogastrostomy 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(2 of 2 intervent.) 

1/2 
(1 of 2 interv.) 

2/2 
(2 of 2 intervent.) 

1/2 
(1 of 2 interv.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1 of 2 
outcomes) 

0/2 
(0+0 of 2 
outcomes) 

2/2 
(1+1 of 2 outcomes) 

0/2 
(0+0 of 2 outcomes) 

 
2. outcome (s) 

1/5 
(1+0+0+0+0) 

0/5 
(0+0+0+0+0) 

1/5 
(1+0+0+0+0) 

0/5 
(0+0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 20.9.2919 Date (validation) 17.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

Publication nr. 
  

#9 
 

Publication title 

Randomized controlled single‐center trial comparing pancreatogastrostomy versus pancreaticojejunostomy after 
partial pancreatoduodenectomy.  

Publication authors 

Wellner UF, Sick O, Olschewski M, Adam U, Hopt UT, Keck T. 

Publication journal and year 

Journal of Gastrointestinal Surgery 2012;16(9):1686‐95. 
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• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 
Overall rate of surgical complications 

(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: Yes. 

Overall rate of surgical complications: No. 

Rate of postoperative bleeding: Yes. 

Rate of intra‐abdominal abscess: Yes. 

Quality of life: No. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

Randomized controlled single-center trial comparing pancreatogastrostomy versus pancreaticojejunostomy after 
partial pancreatoduodenectomy 

PMID 

22744638 

Abstract and author keywords 

BACKGROUND: 
The aim of this single-center randomized trial was to compare the perioperative outcome of 
pancreatoduodenectomy with pancreatogastrostomy (PG) vs pancreaticojejunostomy (PJ). 
 
METHODS: 
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Randomization was done intraoperatively. PG was performed via anterior and posterior gastrotomy with 
pursestring and inverting seromuscular suture; control intervention was PJ with duct-mucosa anastomosis. The 
primary endpoint was postoperative pancreatic fistula (POPF). 
 
RESULTS: 
From 2006 to 2011, n = 268 patients were screened and n = 116 were randomized to n = 59 PG and n = 57 PJ. There 
was no statistically significant difference regarding the primary endpoint (PG vs PJ, 10 % vs 12 %, p = 0.775). The 
subgroup of high-risk patients with a soft pancreas had a non-significantly lower pancreatic fistula rate with PG (PG 
vs PJ, 14 vs 24 %, p = 0.352). Analysis of secondary endpoints demonstrated a shorter operation time (404 vs 443 
min, p = 0.005) and reduced hospital stay for PG (15 vs 17 days, p = 0.155). Delayed gastric emptying (DGE; PG vs PJ, 
27 vs 17 %, p = 0.246) and intraluminal bleeding (PG vs PJ, 7 vs 2 %, p = 0.364) were more frequent with PG. 
Mortality was low in both groups (<2 %). 
 
CONCLUSIONS: 
Our randomized controlled trial shows no difference between PG and PJ as reconstruction techniques after partial 
pancreatoduodenectomy. POPF rate, DGE, and bleeding were not statistically different. Operation time was 
significantly shorter in the PG group. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Adult 
Aged 
Aged, 80 and over 
Anastomosis, Surgical 
Female 
Gastrostomy/adverse effects* 
Humans 
Male 
Middle Aged 
Pancreas/surgery* 
Pancreaticoduodenectomy/methods* 
Pancreaticojejunostomy/adverse effects* 
Retrospective Studies 
Young Adult 

 

Embase bibliographic information 

Title  

Randomized Controlled Single-Center Trial Comparing Pancreatogastrostomy Versus Pancreaticojejunostomy After 
Partial Pancreatoduodenectomy. 

Publication accession no. 

52086730 

Abstract and author keywords 

Background: The aim of this single-center randomized trial was to compare the perioperative outcome of 
pancreatoduodenectomy with pancreatogastrostomy (PG) vs pancreaticojejunostomy (PJ). Methods: 
Randomization was done intraoperatively. PG was performed via anterior and posterior gastrotomy with 
pursestring and inverting seromuscular suture; control intervention was PJ with duct-mucosa anastomosis. The 
primary endpoint was postoperative pancreatic fistula (POPF).  
Results: From 2006 to 2011, n = 268 patients were screened and n = 116 were randomized to n = 59 PG and n = 57 
PJ. There was no statistically significant difference regarding the primary endpoint (PG vs PJ, 10 % vs 12 %, p = 0. 
775). The subgroup of high-risk patients with a soft pancreas had a non-significantly lower pancreatic fistula rate 
with PG (PG vs PJ, 14 vs 24 %, p = 0. 352). Analysis of secondary endpoints demonstrated a shorter operation time 
(404 vs 443 min, p = 0. 005) and reduced hospital stay for PG (15 vs 17 days, p = 0. 155). Delayed gastric emptying 
(DGE; PG vs PJ, 27 vs 17 %, p = 0. 246) and intraluminal bleeding (PG vs PJ, 7 vs 2 %, p = 0. 364) were more frequent 
with PG. Mortality was low in both groups (<2 %).  
Conclusions: Our randomized controlled trial shows no difference between PG and PJ as reconstruction techniques 
after partial pancreatoduodenectomy. POPF rate, DGE, and bleeding were not statistically different. Operation time 
was significantly shorter in the PG group 

Subject headings, drug index terms & other index terms 
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adult 
aged 
anastomosis 
article 
clinical trial 
comparative study 
controlled clinical trial 
controlled study 
female 
*gastrostomy / ae [Adverse Drug Reaction] 
human 
male 
methodology 
middle aged 
*pancreas / su [Surgery] 
*pancreaticoduodenectomy 
*pancreaticojejunostomy / ae [Adverse Drug Reaction] 
randomized controlled trial 
retrospective study 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#12 

Cochrane review title Pancreaticojejunostomy versus pancreaticogastrostomy reconstruction for the 
prevention of postoperative pancreatic fistula following pancreaticoduodenectomy 

Cochrane PMID 28898386 Cochrane accession no. 618231769 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(2 of 2 interv.) 

1/2 
(1 of 2 interv.) 

2/2 
(2 of 2 interv.) 

1/2 
(1 of 2 interv.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1 of 2 
outcomes) 

1/2 
(1+0 of 2 
outcomes) 

2/2 
(1+1 of 2 outcomes) 

1/2 
(1+0 of 2 outcomes) 

 
2. outcome (s) 

1/3 
(1+0+0) 

1/3 
(0+1+0) 

1/3 
(1+0+0) 

1/3 
(0+1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 20.9.2919 Date (validation) 17.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Types of participants 
We included adults undergoing pancreatoduodenectomy for any pancreatic/duodenal 
disease requiring this surgical treatment (although we expect that most if not all 
participants were diagnosed with pancreatic cancer). 

I: intervention (s) Types of interventions 

• Pancreaticojejunostomy reconstruction. 

Publication nr. 
  

#10 
 

Publication title 

A prospective randomized trial of pancreaticogastrostomy versus pancreaticojejunostomy after 
pancreaticoduodenectomy. 

Publication authors 

Yeo CJ, Cameron JL, Maher MM, Sauter PK, Zahurak ML, Talamini MA, et al.  

Publication journal and year 
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• Pancreaticogastrostomy reconstruction. 

C: comparison (s) Pancreaticogastrostomy compared to pancreaticojejunostomy 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. outcome 
Primary outcomes 
 
1. Postoperative pancreatic fistula (time 
point closest to 30 days; defined by the 
International Study Group on Pancreatic 
Fistula (Bassi 2005a; Bassi 2017). 
 
     - Overall rate of postoperative  
       pancreatic fistula (Grade A, B or C). 
    -  Rate of clinically significant  
       pancreatic fistula (Grade B or C). 
 
2. Postoperative mortality (time point 
closest to 90 days). 

2. outcome 
Secondary outcomes 

• Length of hospital stay (days). 
 

• Rate of surgical re‐intervention (time 
point closest to 30 days; to repair a 
pancreatic fistula, drain an intra‐
abdominal abscess, or stop bleeding). 

 
Overall rate of surgical complications 

(time point closest to 30 days; 
classified by the Clavien‐Dindo 
classification of surgical 
complications (Clavien 2009; Dindo 
2004). 

 

• Rate of postoperative bleeding (time 
point closest to 30 days). 

 
Rate of intra‐abdominal abscess (time 

point closest to 30 days). 
 
Quality of life. 
 
Cost analysis. 

Følgende er angivet i 
reviewet 

Outcomes Postoperative pancreatic fistula: Yes. 

Postoperative mortality: Yes. 

Length of hospital stay: Yes. 

Rate of surgical re‐intervention: No. 

Overall rate of surgical complications: Yes. 

Rate of postoperative bleeding: No. 

Rate of intra‐abdominal abscess: Yes. 

Quality of life: No. 

Cost analysis: No. 
 

 

PubMed bibliographic information 

Title 

A prospective randomized trial of pancreaticogastrostomy versus pancreaticojejunostomy after 
pancreaticoduodenectomy. 

PMID 

7574936 

Abstract and author keywords 

OBJECTIVE: 
The authors hypothesized that pancreaticogastrostomy is safer than pancreaticojejunostomy after 
pancreaticoduodenectomy and less likely to be associated with a postoperative pancreatic fistula. 
 
SUMMARY BACKGROUND DATA: 
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Pancreatic fistula is a leading cause of morbidity and mortality after pancreaticoduodenectomy, occurring in 10% to 
20% of patients. Nonrandomized reports have suggested that pancreaticogastrostomy is less likely than 
pancreaticojejunostomy to be associated with postoperative complications. 
 
METHODS: 
Between May 1993 and January 1995, the findings for 145 patients were analyzed in this prospective trial at The 
Johns Hopkins Hospital. After giving their appropriate preoperative informed consent, patients were randomly 
assigned to pancreaticogastrostomy or pancreaticojejunostomy after completion of the pancreaticoduodenal 
resection. All pancreatic anastomoses were performed in two layers without pancreatic duct stents and with closed 
suction drainage. Pancreatic fistula was defined as drainage of greater than 50 mL of amylase-rich fluid on or after 
postoperative day 10. 
 
RESULTS: 
The pancreaticogastrostomy (n = 73) and pancreaticojejunostomy (n = 72) groups were comparable with regard to 
multiple parameters, including demographics, medical history, preoperative laboratory values, and intraoperative 
factors, such as operative time, blood transfusions, pancreatic texture, length of pancreatic remnant mobilized, and 
pancreatic duct diameter. The overall incidence of pancreatic fistula after pancreaticoduodenectomy was 11.7% 
(17/145). The incidence of pancreatic fistula was similar for the pancreaticogastrostomy (12.3%) and 
pancreaticojejunostomy (11.1%) groups. Pancreatic fistula was associated with a significant prolongation of 
postoperative hospital stay (36 +/- 5 vs. 15 +/- 1 days) (p < 0.001). Factors significantly increasing the risk of 
pancreatic fistula by univariate logistic regression analysis included ampullary or duodenal disease, soft pancreatic 
texture, longer operative time, greater intraoperative red blood cell transfusions, and lower surgical volume (p < 
0.05). A multivariate logistic regression analysis revealed the factors most highly associated with pancreatic fistula 
to be lower surgical volume and ampullary or duodenal disease in the resected specimen. 
 
CONCLUSIONS: 
Pancreatic fistula is a common complication after pancreaticoduodenectomy, with an incidence most strongly 
associated with surgical volume and underlying disease. These data do not support the hypothesis that 
pancreaticogastrostomy is safer than pancreaticojejunostomy or is associated with a lower incidence of pancreatic 
fistula. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Randomized Controlled Trial 
Research Support, U.S. Gov't, P.H.S. 
MeSH terms 
Anastomosis, Surgical/adverse effects 
Female 
Humans 
Male 
Middle Aged 
Pancreas/surgery* 
Pancreatic Fistula/etiology 
Pancreaticoduodenectomy* 
Pancreaticojejunostomy*/adverse effects 
Postoperative Complications 
Prospective Studies 
Stomach/surgery* 

 

Embase bibliographic information 

Title  

A prospective randomized trial of pancreaticogastrostomy versus pancreaticojejunostomy after 
pancreaticoduodenectomy. 

Publication accession no. 

25304117 

Abstract and author keywords 

Objective: The authors hypothesized that pancreaticogastrostomy is safer than pancreaticojejunostomy after 
pancreaticoduodenectomy and less likely to be associated with a postoperative pancreatic fistula. Summary 
Background Data: Pancreatic fistula is a leading cause of morbidity and mortality after pancreaticoduodenectomy, 
occurring in 10% to 20% of patients. Nonrandomized reports have suggested that pancreaticogastrostomy is less 
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likely than pancreaticojejunostomy to be associated with postoperative complications. Methods: Between May 
1993 and January 1995, the findings for 145 patients were analyzed in this prospective trial at The Johns Hopkins 
Hospital. After giving their appropriate preoperative informed consent, patients were randomly assigned to 
pancreaticogastrostomy or pancreaticojejunostomy after completion of the pancreaticoduodenal resection. All 
pancreatic anastomoses were performed in tWO layers without pancreatic duct stents and with closed suction 
drain age. Pancreatic fistula was defined as drainage of greater than 50 mL of amylase-rich fluid on or after 
postoperative day 10.  
Results: The pancreaticogastrostomy (n = 73) and pancreaticojejunostomy (n = 72) groups were comparable with 
regard to multiple parameters, including demographics, medical history, preoperative laboratory values, and 
intraoperative factors, such as operative time, blood transfusions, pancreatic texture, length of pancreatic remnant 
mobilized, and pancreatic duct diameter. The overall incidence of pancreatic fistula after 
pancreaticoduodenectomy was 11.7% (17/145). The incidence of pancreatic fistula was similar for the 
pancreaticogastrostomy (12.3%) and pancreaticojejunostomy (11.1%) groups. Pancreatic fistula was associated 
with a significant prolongation of postoperative hospital stay (36 +/- 5 vs 15 +/- 1 days) (p < 0.001). Factors 
significantly increasing the risk of pancreatic fistula by univariate logistic regression analysis included ampullary or 
duodenal disease, soft pancreatic texture, longer operative time, greater intraoperative red blood cell transfusions, 
and lower surgical volume (p < 0.05). A multivariate: logistic regression analysis revealed the factors most highly 
associated with pancreatic fistula to be lower surgical volume and ampullary or duodenal disease in the resected 
specimen. Conclusions: Pancreatic fistula is a common complication after pancreaticoduodenectomy, with an 
incidence most strongly associated with surgical volume and underlying disease. These data do not support the 
hypothesis that pancreaticogastrostomy is safer than pancreaticojejunostomy or is associated with a lower 
incidence of pancreatic fistula. 

Subject headings, drug index terms & other index terms 

adult 
*anastomosis 
conference paper 
female 
gastrostomy 
human 
major clinical study 
male 
pancreas 
pancreas fistula / co [Complication] 
*pancreaticoduodenectomy 
*pancreaticojejunostomy 
postoperative complication 
priority journal 
surgical technique 
 
Other Index Terms:  
adult; *anastomosis; conference paper; female; gastrostomy; human; major clinical study; male; pancreas; 
pancreas fistula / complication; *pancreaticoduodenectomy; *pancreaticojejunostomy; postoperative 
complication; priority journal; surgical technique 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#24 

Cochrane review title Resection versus other treatments for locally advanced pancreatic cancer 

Cochrane PMID 24578248 Cochrane accession no. 620551514 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/2 
(0+0) 

0/2 
(0+0) 

0/2 
(0+0) 

0/2 
(0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 1.10.2919 Date (validation) 17.12.2019 

 

Review characteristics (based on PICO) 

P: patient / population  Patients with locally advanced pancreatic cancer irrespective of arterial or venous 
involvement. We accepted any definition used by the author to define patients as having 
locally advanced pancreatic cancer 

I: intervention (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

C: comparison (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 

1. Overall survival 
 

1. Total hospital stay 
 
2. Costs 

Publication nr. 
  

#11 
 

Publication title 

Surgery versus radiochemotherapy for resectable locally invasive pancreatic cancer: final results of a randomized 
multi‐institutional trial. 

Publication authors 

Doi R, Imamura M, Hosotani R, Imaizumi T, Hatori T, Takasaki K, et al. – hører under Doi 2008 studiet 

Publication journal and year 

Surgery Today 2008;38(11):1021‐8. 
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reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

2. Other severe adverse events, defined as 
any event that would increase mortality; is 
life‐threatening; requires inpatient 
hospitalisation; results in a persistent or 
significant disability; or any important 
medical event that might have jeopardised 
the patient or required intervention to 
prevent it (ICH‐GCP 1996) 
 
3. Quality of life 

Følgende er angivet i 
reviewet 

Outcomes The outcomes reported were survival, hospital stay and costs 
 

 

PubMed bibliographic information 

Title 

Surgery versus radiochemotherapy for resectable locally invasive pancreatic cancer: final results of a randomized 
multi-institutional trial. 

PMID 

18958561 

Abstract and author keywords 

PURPOSE: 
Although the outcome of surgery for locally advanced pancreatic cancer remains poor, it is improving, with 5-year 
survival up to about 10% in Japan. The preliminary results of our multi-institutional randomized controlled trial 
revealed better survival after surgery than after radiochemotherapy. We report the final results of this study after 5 
years of follow-up. 
 
METHODS: 
Patients with preoperative findings of pancreatic cancer invading the pancreatic capsule without involvement of 
the superior mesenteric or common hepatic arteries, or distant metastasis, were included in this randomized 
controlled trial, with their consent. If the laparotomy findings were consistent with these criteria, the patient was 
randomized to a surgery group or a radiochemotherapy group (5-fluorouracil 200 mg/m2/day and 5040 Gy 
radiotherapy). We compared the mean survival time, 3-and 5-year survival rates, and hazard ratio. 
 
RESULTS: 
The surgery and radiochemotherapy groups comprised 20 and 22 patients, respectively. Patients were followed up 
for 5 years or longer, or until an event occurred to preclude this. The surgery group had significantly better survival 
than the radiochemotherapy group (P<0.03). Surgery increased the survival time and 3-year survival rate by an 
average of 11.8 months and 20%, respectively, and it halved the instantaneous mortality (hazard) rate. 
 
CONCLUSION: 
Locally invasive pancreatic cancer without distant metastases or major arterial invasion is treated most effectively 
by surgical resection. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Aged 
Antineoplastic Agents/therapeutic use* 
Combined Modality Therapy 
Female 
Fluorouracil/therapeutic use* 
Humans 
Male 
Middle Aged 
Pancreatectomy 
Pancreatic Neoplasms/mortality 
Pancreatic Neoplasms/pathology 
Pancreatic Neoplasms/radiotherapy* 
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Pancreatic Neoplasms/surgery* 
Survival Analysis 
Substances 
Antineoplastic Agents 
Fluorouracil 

 

Embase bibliographic information 

Title  

Surgery versus radiochemotherapy for resectable locally invasive pancreatic cancer: Final results of a randomized 
multi-institutional trial. 

Publication accession no. 

352591775 

Abstract and author keywords 

Purpose. Although the outcome of surgery for locally advanced pancreatic cancer remains poor, it is improving, 
with 5-year survival up to about 10% in Japan. The preliminary results of our multi-institutional randomized 
controlled trial revealed better survival after surgery than after radiochemotherapy. We report the final results of 
this study after 5 years of follow-up.  
 
Methods. Patients with preoperative findings of pancreatic cancer invading the pancreatic capsule without 
involvement of the superior mesenteric or common hepatic arteries, or distant metastasis, were included in this 
randomized controlled trial, with their consent. If the laparotomy findings were consistent with these criteria, the 
patient was randomized to a surgery group or a radiochemotherapy group (5-fluorouracil 200 mg/m2/day and 5040 
Gy radiotherapy). We compared the mean survival time, 3-and 5-year survival rates, and hazard ratio.  
 
Results. The surgery and radiochemotherapy groups comprised 20 and 22 patients, respectively. Patients were 
followed up for 5 years or longer, or until an event occurred to preclude this. The surgery group had significantly 
better survival than the radiochemotherapy group (P < 0.03). Surgery increased the survival time and 3-year 
survival rate by an average of 11.8 months and 20%, respectively, and it halved the instantaneous mortality 
(hazard) rate.  
 
Conclusion. Locally invasive pancreatic cancer without distant metastases or major arterial invasion is treated most 
effectively by surgical resection. 

Subject headings, drug index terms & other index terms 

adult 
aged 
article 
*cancer chemotherapy 
cancer combination chemotherapy 
*cancer radiotherapy 
*cancer surgery 
clinical article 
clinical trial 
continuous infusion 
controlled clinical trial 
controlled study 
female 
follow up 
hazard ratio 
hepatic artery 
human 
laparotomy 
male 
mesentery 
metastasis 
mortality 
pancreas 
*pancreas cancer / dt [Drug Therapy] 
*pancreas cancer / rt [Radiotherapy] 
*pancreas cancer / su [Surgery] 
preoperative evaluation 
radiation dose 
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randomized controlled trial 
survival rate 
survival time 
fluorouracil / dt [Drug Therapy] 
fluorouracil / iv [Intravenous Drug Administration] 
 
Drug Index Terms:  
fluorouracil / drug therapy / intravenous drug administration 
 
Other Index Terms:  
adult; aged; article; *cancer chemotherapy; cancer combination chemotherapy; *cancer radiotherapy; *cancer 
surgery; clinical article; clinical trial; continuous infusion; controlled clinical trial; controlled study; female; follow 
up; hazard ratio; hepatic artery; human; laparotomy; male; mesentery; metastasis; mortality; pancreas; *pancreas 
cancer / *drug therapy / *radiotherapy / *surgery; preoperative evaluation; radiation dose; randomized controlled 
trial; survival rate; survival time 

 

 

 

  

Pancreas2004;28(3):293‐5. 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#24 

Cochrane review title Resection versus other treatments for locally advanced pancreatic cancer 

Cochrane PMID 24578248 Cochrane accession no. 620551514 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/2 0/2 0/2 0/2 

 

Data extraction and validation information 

Date (initial data extraction) 4.10.2919 Date (validation) 17.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Patients with locally advanced pancreatic cancer irrespective of arterial or venous 
involvement. We accepted any definition used by the author to define patients as having 
locally advanced pancreatic cancer 

I: intervention (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

C: comparison (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

O: outcome (s) 
OBS: se “Characteristics of 

1. Overall survival 
 

1. Total hospital stay 
 

Publication nr. 
  

#12 
 

Publication title 

Treatment of locally advanced pancreatic cancer: should we resect when resectable?. 

Publication authors 

Imamura M, Doi R. – hører under Doi 2008 studiet 

Publication journal and year 

Pancreas2004;28(3):293‐5. 
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studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

2. Other severe adverse events, defined as 
any event that would increase mortality; is 
life‐threatening; requires inpatient 
hospitalisation; results in a persistent or 
significant disability; or any important 
medical event that might have jeopardised 
the patient or required intervention to 
prevent it (ICH‐GCP 1996) 
 
3. Quality of life 

2. Costs 

Følgende er angivet i 
reviewet 

Outcomes The outcomes reported were survival, hospital stay and costs 
 

PubMed bibliographic information 

Title 

Treatment of locally advanced pancreatic cancer: should we resect when resectable? 

PMID 

15084974 

Abstract and author keywords 

While the outcome of surgery for locally advanced pancreatic cancer is still quite poor, over the past 2 decades, 
surgical outcomes have gradually improved in Japan. Because the advantages of surgery over radiochemotherapy 
have not yet been confirmed by randomized, controlled trials, it has long been discussed whether surgical resection 
could be indicated for locally advanced pancreatic cancer. We recently performed a multicenter, randomized, 
controlled trial comparing surgical resection and radiochemotherapy for locally advanced pancreatic cancer. 
Twenty patients were assigned to the surgery group, and 22 to the radiochemotherapy group. Although there was 
1 operative death, surgery offered significantly better results than radiochemotherapy, as measured by 1-year 
survival (62% vs. 32%, P = 0.05), mean survival time (>17 vs. 11 months, P < 0.03), and hazard ratio (0.46, P = 0.04). 
There was no significant difference in the quality of life score or laboratory data, apart from increased diarrhea 
after surgery. In this article, the results of our trial are reviewed in brief, and our opinion on surgical treatment of 
locally advanced pancreatic cancer is discussed. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
MeSH terms 
Adult 
Aged 
Combined Modality Therapy 
Humans 
Japan 
Middle Aged 
Pancreatic Neoplasms/diagnosis 
Pancreatic Neoplasms/surgery* 
Pancreatic Neoplasms/therapy 
Survival Analysis 

 

Embase bibliographic information 

Title  

Treatment of Locally Advanced Pancreatic Cancer: Should We Resect When Resectable?. 

Publication accession no. 

38437326 

Abstract and author keywords 

While the outcome of surgery for locally advanced pancreatic cancer is still quite poor, over the past 2 decades, 
surgical outcomes have gradually improved in Japan. Because the advantages of surgery over radiochemotherapy 
have not yet been confirmed by randomized, controlled trials, it has long been discussed whether surgical resection 
could be indicated for locally advanced pancreatic cancer. We recently performed a multicenter, randomized, 
controlled trial comparing surgical resection and radiochemotherapy for locally advanced pancreatic cancer. 
Twenty patients were assigned to the surgery group, and 22 to the radiochemotherapy group. Although there was 
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1 operative death, surgery offered significantly better results than radiochemotherapy, as measured by 1-year 
survival (62% vs. 32%, P = 0.05), mean survival time (> 17 vs. 11 months, P < 0.03), and hazard ratio (0.46, P = 0.04). 
There was no significant difference in the quality of life score or laboratory data, apart from increased diarrhea 
after surgery. In this article, the results of our trial are reviewed in brief, and our opinion on surgical treatment of 
locally advanced pancreatic cancer is discussed. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
adult 
aged 
article 
cancer chemotherapy 
cancer radiotherapy 
cancer surgery 
cancer survival 
clinical trial 
controlled clinical trial 
controlled study 
death 
diarrhea / co [Complication] 
hazard 
human 
human tissue 
Japan 
laboratory test 
multicenter study 
multimodality cancer therapy 
*pancreas cancer / dt [Drug Therapy] 
*pancreas cancer / rt [Radiotherapy] 
*pancreas cancer / su [Surgery] 
*pancreas resection 
priority journal 
quality of life 
randomized controlled trial 
review 
scoring system 
treatment outcome 
fluorouracil / ct [Clinical Trial] 
fluorouracil / dt [Drug Therapy] 
fluorouracil / iv [Intravenous Drug Administration] 
 
Drug Index Terms: 
fluorouracil / clinical trial / drug therapy / intravenous drug administration 
 
Other Index Terms: 
adult; aged; article; cancer chemotherapy; cancer radiotherapy; cancer surgery; cancer survival; clinical trial; 
controlled clinical trial; controlled study; death; diarrhea / complication; hazard; human; human tissue; Japan; 
laboratory test; multicenter study; multimodality cancer therapy; *pancreas cancer / *drug therapy / *radiotherapy 
/ *surgery; *pancreas resection; priority journal; quality of life; randomized controlled trial; review; scoring system; 
treatment outcome 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#24 

Cochrane review title Resection versus other treatments for locally advanced pancreatic cancer 

Cochrane PMID 24578248 Cochrane accession no. 620551514 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/2 0/2 0/2 0/2 

 

Data extraction and validation information 

Date (initial data extraction) 4.10.2919 Date (validation) 17.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Patients with locally advanced pancreatic cancer irrespective of arterial or venous 
involvement. We accepted any definition used by the author to define patients as having 
locally advanced pancreatic cancer 

I: intervention (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

C: comparison (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

Publication nr. 
  

#13 
 

Publication title 

A randomized multicenter trial comparing resection and radiochemotherapy for resectable locally invasive 
pancreatic cancer.  

Publication authors 

Imamura M, Doi R, Imaizumi T, Funakoshi A, Wakasugi H, Sunamura M, et al. – hører under Doi 2008 studiet 

Publication journal and year 

Surgery 2004;136(5):1003‐11. 
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O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. Overall survival 
 
2. Other severe adverse events, defined as 
any event that would increase mortality; is 
life‐threatening; requires inpatient 
hospitalisation; results in a persistent or 
significant disability; or any important 
medical event that might have jeopardised 
the patient or required intervention to 
prevent it (ICH‐GCP 1996) 
 
3. Quality of life 

1. Total hospital stay 
 
2. Costs 

Følgende er angivet i 
reviewet 

Outcomes The outcomes reported were survival, hospital stay and costs 
 

 

PubMed bibliographic information 

Title 

A randomized multicenter trial comparing resection and radiochemotherapy for resectable locally invasive 
pancreatic cancer. 

PMID 

15523393 

Abstract and author keywords 

Though the outcome of resection for locally invasive pancreatic cancer is still poor, it has gradually improved in 
Japan, and the 5-year survival is now about 10%. However, the advantage of resection over radiochemotherapy has 
not yet been confirmed by a randomized trial. We conducted this study to compare surgical resection alone versus 
radiochemotherapy without resection for locally invasive pancreatic cancer using a multicenter randomized design. 
 
METHODS: 
Patients with pancreatic cancer who met our preoperative criteria for inclusion (pancreatic cancer invading the 
pancreatic capsule without involvement of the superior mesenteric artery or the common hepatic artery, or 
without distant metastasis) underwent laparotomy. Patients with operative findings consistent with our criteria 
were randomized into a radical resection group and a radiochemotherapy group (200 mg/m(2)/day of intravenous 
5-fluorouracil and 5040 cGy of radiotherapy) without resection. The 2 groups were compared for mean survival, 
hazard ratio, 1-year survival, quality of life scores, and hematologic and blood chemical data. 
 
RESULTS: 
Twenty patients were assigned to the resection group and 22 to the radiochemotherapy group. There was 1 
operative death. The surgical resection group had better results than the radiochemotherapy group as measured by 
1-year survival (62% vs 32 %, P=.05), mean survival time (>17 vs 11 months, P < .03), and hazard ratio (0.46, P=.04). 
There were no differences in the quality of life score or laboratory data apart from increased diarrhea after surgical 
resection. 
 
CONCLUSIONS: 
Locally invasive pancreatic cancer without distant metastases and major arterial invasion appears to be best 
treated by surgical resection. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adult 
Aged 
Biopsy 
Humans 
Japan 
Lymphatic Metastasis 
Middle Aged 
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Neoplasm Invasiveness 
Pancreatic Neoplasms/mortality 
Pancreatic Neoplasms/pathology 
Pancreatic Neoplasms/radiotherapy* 
Pancreatic Neoplasms/surgery* 
Quality of Life 
Sex Characteristics 
Survival Analysis 
Time Factors 

 

Embase bibliographic information 

Title  

A randomized multicenter trial comparing resection and radiochemotherapy for resectable locally invasive 
pancreatic cancer. 

Publication accession no. 

39452299 

Abstract and author keywords 

Background  
Though the outcome of resection for locally invasive pancreatic cancer is still poor, it has gradually improved in 
Japan, and the 5-year survival is now about 10%. However, the advantage of resection over radiochemotherapy has 
not yet been confirmed by a randomized trial. We conducted this study to compare surgical resection alone versus 
radiochemotherapy without resection for locally invasive pancreatic cancer using a multicenter randomized design.  
 
Methods Patients with pancreatic cancer who met our preoperative criteria for inclusion (pancreatic cancer 
invading the pancreatic capsule without involvement of the superior mesenteric artery or the common hepatic 
artery, or without distant metastasis) underwent laparotomy. Patients with operative findings consistent with our 
criteria were randomized into a radical resection group and a radiochemotherapy group (200 mg/m2/day of 
intravenous 5-fluorouracil and 5040 cGy of radiotherapy) without resection. The 2 groups were compared for mean 
survival, hazard ratio, 1-year survival, quality of life scores, and hematologic and blood chemical data.  
 
Results Twenty patients were assigned to the resection group and 22 to the radiochemotherapy group. There was 1 
operative death. The surgical resection group had better results than the radiochemotherapy group as measured by 
1-year survival (62% vs 32 %, P=.05), mean survival time (>17 vs 11 months, P < .03), and hazard ratio (0.46, P=.04). 
There were no differences in the quality of life score or laboratory data apart from increased diarrhea after surgical 
resection.  
 
Conclusions Locally invasive pancreatic cancer without distant metastases and major arterial invasion appears to be 
best treated by surgical resection. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
aged 
article 
blood chemistry 
*cancer combination chemotherapy 
*cancer invasion / su [Surgery] 
cancer patient 
*cancer radiotherapy 
cancer survival 
clinical trial 
controlled clinical trial 
controlled study 
diarrhea / co [Complication] 
hazard assessment 
hepatic artery 
human 
intermethod comparison 
laboratory test 
laparotomy 
major clinical study 
multicenter study 
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*pancreas carcinoma / dt [Drug Therapy] 
*pancreas carcinoma / rt [Radiotherapy] 
*pancreas carcinoma / su [Surgery] 
*pancreas resection 
preoperative evaluation 
priority journal 
quality of life 
radiation dose 
randomized controlled trial 
superior mesenteric artery 
surgical mortality 
survival rate 
survival time 
fluorouracil / dt [Drug Therapy] 
fluorouracil / iv [Intravenous Drug Administration] 
 
Drug Index Terms: 
fluorouracil / drug therapy / intravenous drug administration 
 
Other Index Terms: 
adult; aged; article; blood chemistry; *cancer combination chemotherapy; *cancer invasion / *surgery; cancer 
patient; *cancer radiotherapy; cancer survival; clinical trial; controlled clinical trial; controlled study; diarrhea / 
complication; hazard assessment; hepatic artery; human; intermethod comparison; laboratory test; laparotomy; 
major clinical study; multicenter study; *pancreas carcinoma / *drug therapy / *radiotherapy / *surgery; *pancreas 
resection; preoperative evaluation; priority journal; quality of life; radiation dose; randomized controlled trial; 
superior mesenteric artery; surgical mortality; survival rate; survival time 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#24 

Cochrane review title Resection versus other treatments for locally advanced pancreatic cancer 

Cochrane PMID 24578248 Cochrane accession no. 620551514 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 
(1+1 of 2 interven.) 

1/2 
(1+0 of 2 interven.) 

2/2 
(1+1 of 2 interven.) 

1/2 
(1+0 of 2 interven.) 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

INDGÅR IKKE INDGÅR IKKE INDGÅR IKKE INDGÅR IKKE 

 

Data extraction and validation information 

Date (initial data extraction) 4.10.2919 Date (validation) 17.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  Patients with locally advanced pancreatic cancer irrespective of arterial or venous 
involvement. We accepted any definition used by the author to define patients as having 
locally advanced pancreatic cancer 

I: intervention (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

C: comparison (s) Attempted complete resection surgery (irrespective of whether arterial or venous 
reconstruction was performed) versus any palliative treatment. 

Publication nr. 
  

#14 
 

Publication title 

Mono‐bloc total spleno‐pancreaticoduodenectomy for pancreatic head carcinoma with portal‐mesenteric venous 
invasion. A prospective randomized study. 

Publication authors 

Lygidakis NJ, Singh G, Bardaxoglou E, Dedemadi G, Sgourakis G, Nestoridis J, et al. 

Publication journal and year 

Hepato-Gastroenterology 2004;51(56):427‐33. 
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O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. Overall survival 
 
2. Other severe adverse events, defined as 
any event that would increase mortality; is 
life‐threatening; requires inpatient 
hospitalisation; results in a persistent or 
significant disability; or any important 
medical event that might have jeopardised 
the patient or required intervention to 
prevent it (ICH‐GCP 1996) 
 
3. Quality of life 

1. Total hospital stay 
 
2. Costs 

Følgende er angivet i 
reviewet 

Outcomes The outcome reported was survival 
 

 

PubMed bibliographic information 

Title 

Mono-bloc total spleno-pancreaticoduodenectomy for pancreatic head carcinoma with portal-mesenteric venous 
invasion. A prospective randomized study. 

PMID 

15086174 

Abstract and author keywords 

BACKGROUND/AIMS: 
To evaluate, the early and long-term results of mono-bloc spleno-pancreatic and vascular resection for advanced 
carcinoma of the head of the pancreas, with portal-mesenteric venous invasion. 
 
METHODOLOGY: 
In a prospective, randomized trial, fifty-six patients with advanced carcinoma of the head of the pancreas with 
vascular invasion were studied. Patients were randomly divided in two groups A and B. Group A patients 
underwent an en-bloc spleno-pancreatic and vascular resection. Group B patients underwent a palliative gastro-
biliary bypass. Patients in both groups were subjected to adjuvant locoregional chemoimmunotherapy, through an 
arterial catheter introduced into the superior mesenteric artery via a jejunal arterial branch. 
 
RESULTS: 
The 2- and 5-year survival rates for Group A patients were 81.8% and 18.5%. The respective percentages for 
disease-free survival were 60.6% and 0%. Two-year survival for group B was nil. 
 
CONCLUSIONS: 
Mono-bloc spleno-pancreaticoduodenectomy and regional vascular resection and reconstruction, with adjuvant 
locoregional chemoimmunotherapy leads to substantial prolongation of survival and optimization of quality of life. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
 
MeSH terms 
Adenocarcinoma/mortality 
Adenocarcinoma/pathology 
Adenocarcinoma/surgery* 
Disease-Free Survival 
Humans 
Mesenteric Veins/pathology 
Neoplasm Invasiveness 
Pancreatic Neoplasms/mortality 
Pancreatic Neoplasms/pathology 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/methods* 
Portal Vein/pathology 
Prospective Studies 
Quality of Life 
Splenectomy 
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Embase bibliographic information 

Title  

Mono-bloc total spleno-pancreaticoduodenectomy for pancreatic head carcinoma with portal-mesenteric venous 
invasion. A prospective randomized study. 

Publication accession no. 

38445289 

Abstract and author keywords 

Background/Aims:  
To evaluate, the early and long-term results of mono-bloc spleno-pancreatic and vascular resection for advanced 
carcinoma of the head of the pancreas, with portal-mesenteric venous invasion.  
 
Methodology: In a prospective, randomized trial, fifty-six patients with advanced carcinoma of the head of the 
pancreas with vascular invasion were studied. Patients were randomly divided in two groups A and B. Group A 
patients underwent an enbloc spleno-pancreatic and vascular resection. Group B patients underwent a palliative 
gastro-biliary bypass. Patients in both groups were subjected to adjuvant locoregional chemoimmunotherapy, 
through an arterial catheter introduced into the superior mesenteric artery via a jejunal arterial branch.  
 
Results: The 2- and 5-year survival rates for Group A patients were 81.8% and 18.5%. The respective percentages 
for disease-free survival were 60.6% and 0%. Two-year survival for group B was nil.  
 
Conclusions: Mono-bloc spleno-pancreaticoduodenectomy and regional vascular resection and reconstruction, with 
adjuvant locoregional chemoimmunotherapy leads to substantial prolongation of survival and optimization of 
quality of life. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
article 
bypass surgery 
cancer chemotherapy 
cancer immunotherapy 
cancer invasion 
diarrhea / co [Complication] 
human 
human tissue 
major clinical study 
*pancreas carcinoma / dt [Drug Therapy] 
*pancreas carcinoma / su [Surgery] 
pancreas resection 
*pancreaticoduodenectomy 
portal vein 
priority journal 
prospective study 
*splenectomy 
superior mesenteric artery 
survival rate 
treatment outcome 
antineoplastic agent / ad [Drug Administration] 
antineoplastic agent / cb [Drug Combination] 
antineoplastic agent / do [Drug Dose] 
antineoplastic agent / dt [Drug Therapy] 
antineoplastic agent / ia [Intraarterial Drug Administration] 
carboplatin / ad [Drug Administration] 
carboplatin / cb [Drug Combination] 
carboplatin / do [Drug Dose] 
carboplatin / dt [Drug Therapy] 
carboplatin / ia [Intraarterial Drug Administration] 
fluorouracil / ad [Drug Administration] 
fluorouracil / cb [Drug Combination] 
fluorouracil / do [Drug Dose] 
fluorouracil / dt [Drug Therapy] 
fluorouracil / ia [Intraarterial Drug Administration] 
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folinic acid / ad [Drug Administration] 
folinic acid / cb [Drug Combination] 
folinic acid / do [Drug Dose] 
folinic acid / dt [Drug Therapy] 
folinic acid / ia [Intraarterial Drug Administration] 
gemcitabine / ad [Drug Administration] 
gemcitabine / do [Drug Dose] 
gemcitabine / dt [Drug Therapy] 
gemcitabine / ia [Intraarterial Drug Administration] 
interleukin 2 / ad [Drug Administration] 
interleukin 2 / do [Drug Dose] 
interleukin 2 / dt [Drug Therapy] 
interleukin 2 / ia [Intraarterial Drug Administration] 
interleukin 2 / pr [Pharmaceutics] 
iodinated poppyseed oil 
meglumine diatrizoate 
mitomycin C / ad [Drug Administration] 
mitomycin C / cb [Drug Combination] 
mitomycin C / do [Drug Dose] 
mitomycin C / dt [Drug Therapy] 
mitomycin C / ia [Intraarterial Drug Administration] 
mitoxantrone / ad [Drug Administration] 
mitoxantrone / cb [Drug Combination] 
mitoxantrone / do [Drug Dose] 
mitoxantrone / dt [Drug Therapy] 
mitoxantrone / ia [Intraarterial Drug Administration] 
 
Drug Index Terms: 
antineoplastic agent / drug administration / drug combination / drug dose / drug therapy / intraarterial drug 
administration; carboplatin / drug administration / drug combination / drug dose / drug therapy / intraarterial drug 
administration; fluorouracil / drug administration / drug combination / drug dose / drug therapy / intraarterial drug 
administration; folinic acid / drug administration / drug combination / drug dose / drug therapy / intraarterial drug 
administration; gemcitabine / drug administration / drug dose / drug therapy / intraarterial drug administration; 
interleukin 2 / drug administration / drug dose / drug therapy / intraarterial drug administration / pharmaceutics; 
iodinated poppyseed oil; meglumine diatrizoate; mitomycin C / drug administration / drug combination / drug dose 
/ drug therapy / intraarterial drug administration; mitoxantrone / drug administration / drug combination / drug 
dose / drug therapy / intraarterial drug administration 
 
Other Index Terms: 
article; bypass surgery; cancer chemotherapy; cancer immunotherapy; cancer invasion; diarrhea / complication; 
human; human tissue; major clinical study; *pancreas carcinoma / *drug therapy / *surgery; pancreas resection; 
*pancreaticoduodenectomy; portal vein; priority journal; prospective study; *splenectomy; superior mesenteric 
artery; survival rate; treatment outcome 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#30 

Cochrane review title Pylorus‐preserving pancreaticoduodenectomy (pp Whipple) versus 
pancreaticoduodenectomy (classic Whipple) for surgical treatment of periampullary 
and pancreatic carcinoma (2016) 

Cochrane PMID 26905229 Cochrane accession no. 609169066 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 1/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 0/1 1/1 1/1 

 
2. outcome (s) 

3/6 
(0+1+0+1+1+0) 

0/6 
(0+0+0+0+0+0) 

3/6 
(0+1+0+1+1+0) 

3/6 
(0+1+0+1+1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.10.2919 Date (validation) 18.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  People undergoing an elective pylorus‐preserving pancreaticoduodenectomy (PPW) or 
classic Whipple (CW) operation for periampullary or pancreatic carcinoma. 

I: intervention (s) • Pylorus‐preserving pancreaticoduodenectomy (PPW). 

• Classic Whipple operation (CW). 

C: comparison (s) Pylorus‐preserving pancreaticoduodenectomy (PPW) versus Classic Whipple operation 
(CW). 

Publication nr. 
  

#15 
 

Publication title 

Prospective randomized comparison between pylorus‐preserving and standard pancreaticoduodenectomy.  

Publication authors 

Lin PW, Lin YJ. – tihører  Lin 1999 studiet 

Publication journal and year 

British Journal of Surgery 1999;86(5):603‐7. 
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O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. Postoperative pancreatic‐associated 
morbidity (disease‐specific), such as - - 
leakage from the pancreatic 
anastomosis/pancreatic fistula, delayed 
gastric emptying (DGE), and biliary leakage. 

1. Survival. 
 
2. Postoperative mortality. 
 
3. Intraoperative blood loss. 
 
4. Red blood cell transfusion. 
 
5. Operation time. 
 
6. General morbidity, including  
    postoperative gastrointestinal  
    bleeding, wound infection,  
    pulmonary complications,  
    necessity for reoperation. 
 
7. Duration of hospital stay. 
 
8. Quality of life. 
 
9. Status of resection margins  
    (R0/R1* resection). 

Følgende er angivet i 
reviewet 

Outcomes Operation time (minutes): PPW: 221 ± 35; CW: 271 ± 65 

Intraoperative blood loss (ml): PPW: 446 ± 342; CW: 1212 ± 194 

Blood replacement (units): PPW: 1.0 ± 1.4; CW: 1.6 ± 2.6 

Postoperative mortality: PPW: 1 (7.1%); CW: 0 (0%) 

DGE: PPW: 6 (42.8%); CW: 0 (0%) 

Bleeding: PPW: 0 (0%); CW: 1 (5.2%) 

Fistula: PPW: 1 (7.1%); CW: 1 (5.2%) 

Bile leak: PPW: 0 (0%); CW: 0 (0%) 

Wound infection: PPW: 1 (7.1%); CW: 1 (5.2%) 

Intra‐abdominal abscess: PPW: 0 (0%); CW: 1 (5.2%) 
 

 

PubMed bibliographic information 

Title 

Prospective randomized comparison between pylorus‐preserving and standard pancreaticoduodenectomy.  

PMID 

10361177 

Abstract and author keywords 

BACKGROUND: 
Pancreaticoduodenectomy, with either gastrectomy (Whipple procedure) or pylorus-preserving 
pancreaticoduodenectomy (PPPD), is a complex procedure. Technical diversity, variation and sampling bias exist 
among surgeons. Previous reports comparing these two procedures are retrospective and not randomized. These 
factors should be considered seriously and eliminated in comparisons between the two procedures. 
 
METHODS: 
From August 1994 to August 1997, a prospective randomized comparison was conducted between the Whipple 
procedure and PPPD performed by the same surgeon with the same approach and same anastomotic fashion for 
periampullary cancer. After exclusion of seven patients, 31 patients were eligible for the study, 16 receiving PPPD 
and 15 a Whipple procedure. No significant difference in the age, sex distribution, tumour localization or staging 
was noted between the two groups. 
 
RESULTS: 
One operative death after PPPD and no operative death after the Whipple procedure resulted in a 3 per cent 
mortality rate in the 31 patients. Median duration of the Whipple operation was 235 (range 195-305) min, with a 
median blood loss of 500 (range 230-3100) ml and a median blood transfusion of 0 (range 0-10) units. In the 
patients who had PPPD, median operating time was 230 (range 170-275) min, median blood loss was 350 (range 
100-1200) ml and median blood transfusion was 0 (range 0-4) units. There were two minor leaks from the 
pancreaticojejunostomy after the Whipple procedure and no leakage after PPPD, resulting in 6 per cent minor 
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leakage in 31 patients. These outcomes were not significantly different. Delayed gastric emptying was observed 
more frequently after PPPD (six of 16 patients) than after the Whipple procedure (one of 15 patients), with 
marginal significance (P = 0.08, two-sided Fisher's exact test). 
 
CONCLUSION: 
In this prospective randomized study, both PPPD and the Whipple procedure were associated with low mortality 
and operative morbidity rates. There was no significant difference between PPPD and Whipple resection in terms of 
operative mortality and morbidity, operating time, blood loss and blood transfusion. PPPD was associated with 
more frequent delayed gastric emptying, although study of more patients is needed to confirm this. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Randomized Controlled Trial 
 
MeSH terms 
Adult 
Aged 
Female 
Gastrectomy/methods* 
Humans 
Male 
Middle Aged 
Neoplasm Staging 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/methods* 
Prospective Studies 
Pylorus/surgery 
Treatment Outcome 

 

Embase bibliographic information 

Title  

Prospective randomized comparison between pyloruspreserving and standard pancreaticoduodenectomy. 

Publication accession no. 

29248349 

Abstract and author keywords 

Background:  
Pancreaticoduodenectomy, with either gastrectomy (Whipple procedure) or pylorus-preserving 
pancreaticoduodenectomy (PPPD), is a complex procedure. Technical diversity, variation and sampling bias exist 
among surgeons. Previous reports comparing these two procedures are retrospective and not randomized. These 
factors should be considered seriously and eliminated in comparisons between the two procedures.  
 
Methods:  
From August 1994 to August 1997, a prospective randomized comparison was conducted between the Whipple 
procedure and PPPD performed by the same surgeon with the same approach and same anastomotic fashion for 
periampullary cancer. After exclusion of seven patients, 31 patients were eligible for the study, 16 receiving PPPD 
and 15 a Whipple procedure. No significant difference in the age, sex distribution, tumour localization or staging 
was noted between the two groups.  
 
Results:  
One operative death after PPPD and no operative death after the Whipple procedure resulted in a 3 per cent 
mortality rate in the 31 patients. Median duration of the Whipple operation was 235 (range 195-305) min, with a 
median blood loss of 500 (range 230-3100) ml and a median blood transfusion of 0 (range 0-10) units. In the 
patients who had PPPD, median operating time was 230 (range 170-275) min, median blood loss was 350 (range 
100-1200) ml and median blood transfusion was 0 (range 0-4) units. There were two minor leaks from the 
pancreaticojejunostomy after the Whipple procedure and no leakage after PPPD, resulting in 6 per cent minor 
leakage in 31 patients. These outcomes were not significantly different. Delayed gastric emptying was observed 
more frequently after PPPD (six of 16 patients) than after the Whipple procedure (one of 15 patients), with 
marginal significance (P = 0.08, two-sided Fisher's exact test). 
 
Conclusion:  
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In this prospective randomized study, both PPPD and the Whipple procedure were associated with low mortality 
and operative morbidity rates. There was no significant difference between PPPD and Whipple resection in terms of 
operative mortality and morbidity, operating time, blood loss and blood transfusion. PPPD was associated with 
more frequent delayed gastric emptying, although study of more patients is needed to confirm this. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
adult 
aged 
anastomosis 
article 
bleeding / ep [Epidemiology] 
blood transfusion 
clinical article 
clinical trial 
comparative study 
controlled clinical trial 
controlled study 
female 
human 
human tissue 
male 
operation duration 
outcomes research 
*pancreaticoduodenectomy 
postoperative complication / ep [Epidemiology] 
priority journal 
*pylorus 
randomized controlled trial 
statistical analysis 
stomach emptying 
surgical approach 
surgical mortality 
surgical technique 
tissue preservation 
Vater papilla carcinoma / su [Surgery] 
 
Other Index Terms: 
adult; aged; anastomosis; article; bleeding / epidemiology; blood transfusion; clinical article; clinical trial; 
comparative study; controlled clinical trial; controlled study; female; human; human tissue; male; operation 
duration; outcomes research; *pancreaticoduodenectomy; postoperative complication / epidemiology; priority 
journal; *pylorus; randomized controlled trial; statistical analysis; stomach emptying; surgical approach; surgical 
mortality; surgical technique; tissue preservation; Vater papilla carcinoma / surgery 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#30 

Cochrane review title Pylorus‐preserving pancreaticoduodenectomy (pp Whipple) versus 
pancreaticoduodenectomy (classic Whipple) for surgical treatment of periampullary 
and pancreatic carcinoma (2016) 

Cochrane PMID 26905229 Cochrane accession no. 609169066 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

4/6 
(1+1+1+0+1+0) 

2/6 
(1+1+0+0+0+0) 

4/6 
(1+1+1+0+1+0) 

3/6 
(1+1+0+0+1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.10.2919 Date (validation) 18.12.2019 

 

Review characteristics (based on PICO) 

P: patient / population  People undergoing an elective pylorus‐preserving pancreaticoduodenectomy (PPW) or 
classic Whipple (CW) operation for periampullary or pancreatic carcinoma. 

I: intervention (s) • Pylorus‐preserving pancreaticoduodenectomy (PPW). 

• Classic Whipple operation (CW). 

C: comparison (s) Pylorus‐preserving pancreaticoduodenectomy (PPW) versus Classic Whipple operation 
(CW). 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 

1. Postoperative pancreatic‐associated 
morbidity (disease‐specific), such as - - 
leakage from the pancreatic 

1. Survival. 
 
2. Postoperative mortality. 

Publication nr. 
  

#16 
 

Publication title 

Pancreaticoduodenectomy for pancreatic head cancer: PPPD versus Whipple procedure.  

Publication authors 

Lin PW, Shan YS, Lin YJ, Hung CJ. – tihører  Lin 1999 studiet 

Publication journal and year 

Hepato-Gastroenterology 2005;52(65):1601‐4. 
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reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

anastomosis/pancreatic fistula, DGE, and 
biliary leakage. 

 
3. Intraoperative blood loss. 
 
4. Red blood cell transfusion. 
 
5. Operation time. 
 
6. General morbidity, including  
    postoperative gastrointestinal  
    bleeding, wound infection,  
    pulmonary complications,  
    necessity for reoperation. 
 
7. Duration of hospital stay. 
 
8. Quality of life. 
 
9. Status of resection margins  
    (R0/R1* resection). 

Følgende er angivet i 
reviewet 

Outcomes Operation time (minutes): PPW: 221 ± 35; CW: 271 ± 65 

Intraoperative blood loss (ml): PPW: 446 ± 342; CW: 1212 ± 194 

Blood replacement (units): PPW: 1.0 ± 1.4; CW: 1.6 ± 2.6 

Postoperative mortality: PPW: 1 (7.1%); CW: 0 (0%) 

DGE: PPW: 6 (42.8%); CW: 0 (0%) 

Bleeding: PPW: 0 (0%); CW: 1 (5.2%) 

Fistula: PPW: 1 (7.1%); CW: 1 (5.2%) 

Bile leak: PPW: 0 (0%); CW: 0 (0%) 

Wound infection: PPW: 1 (7.1%); CW: 1 (5.2%) 

Intra‐abdominal abscess: PPW: 0 (0%); CW: 1 (5.2%) 
 

 

PubMed bibliographic information 

Title 

Pancreaticoduodenectomy for pancreatic head cancer: PPPD versus Whipple procedure. 

PMID 

16201125 

Abstract and author keywords 

Resectable carcinoma of the head of the pancreas can be treated with either standard (the Whipple) or pylorus-
preserving pancreaticoduodenectomy (PPPD). Only a few reports compared the differences between these two 
procedures. 
 
METHODOLOGY: 
From July 1994 to Oct 2002, a prospective randomized comparison between the Whipple procedure and PPPD 
done by the same surgeon for the patients with carcinoma of the head of the pancreas was conducted. Thirty-six 
patients diagnosed as pancreatic head adenocarcinoma were randomized to receive either the Whipple procedure 
or a PPPD. Three patients initially randomized to have a PPPD were converted to the Whipple procedure due to 
gross duodenal involvement. Finally, 19 patients received the Whipple procedure, 14 patients underwent PPPD and 
three patients had conversion. 
 
RESULTS: 
Two perioperative deaths in the Whipple group and one perioperative death in PPPD resulted in an 8 percent 
mortality rate in the 36 patients. Median duration of the Whipple operation was 265 (range 203-475) min with a 
median blood loss of 570 (50-8540) mL. In the patients who had PPPD, median operating time was 232 (range 165-
270) min, and median blood loss was 375 (range 100-1300) mL. There was one minor leak from the 
pancreaticojejunostomy in each group, resulting in a 5.5 percent minor leak in 36 patients. These outcomes were 
not significantly different. Delayed gastric emptying was observed more frequently after PPPD (six of 14 patients) 
than after the Whipple procedure (none of 19 patients) (P < 0.05). There was no significant difference between the 
Whipple procedure and PPPD in terms of median survival and 5-year survival rate. The median survival time was 
16.0 months and 5-year survival rate was 9.4 percent in the 36 patients. Blood loss during operation influenced the 
prognosis. 
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CONCLUSIONS: 
There was no significant difference between the Whipple procedure and PPPD for the treatment of pancreatic head 
cancer in terms of operating time, blood loss, operative mortality and long-term survival. But delayed gastric 
emptying was more frequently encountered in PPPD than in the Whipple procedure. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
MeSH terms 
Aged 
Aged, 80 and over 
Blood Loss, Surgical/statistics & numerical data 
Humans 
Middle Aged 
Pancreatic Neoplasms/mortality 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/methods* 
Prospective Studies 
Risk Factors 
Survival Analysis 

 

Embase bibliographic information 

Title  

Pancreaticoduodenectomy for pancreatic head cancer: PPPD versus Whipple procedure. 

Publication accession no. 

41391044 

Abstract and author keywords 

Background/Aims:  
Resectable carcinoma of the head of the pancreas can be treated with either standard (the Whipple) or pylorus-
preserving pancreaticoduodenectomy (PPPD). Only a few reports compared the differences between these two 
procedures.  
 
Methodology:  
From July 1994 to Oct 2002, a prospective randomized comparison between the Whipple procedure and PPPD 
done by the same surgeon for the patients with carcinoma of the head of the pancreas was conducted. Thirty-six 
patients diagnosed as pancreatic head adenocarcinoma were randomized to receive either the Whipple procedure 
or a PPPD. Three patients initially randomized to have a PPPD were converted to the Whipple procedure due to 
gross duodenal involvement. Finally, 19 patients received the Whipple procedure, 14 patients underwent PPPD and 
three patients had conversion.  
 
Results:  
Two perioperative deaths in the Whipple group and one perioperative death in PPPD resulted in an 8 percent 
mortality rate in the 36 patients. Median duration of the Whipple operation was 265 (range 203-475) min with a 
median blood loss of 570 (50-8540) mL. In the patients who had PPPD, median operating time was 232 (range 165-
270) min, and median blood loss was 375 (range 100-1300) mL. There was one minor leak from the 
pancreaticojejunostomy in each group, resulting in a 5.5 percent minor leak in 36 patients. These outcomes were 
not significantly different. Delayed gastric emptying was observed more frequently after PPPD (six of 14 patients) 
than after the Whipple procedure (none of 19 patients) (P<0.05). There was no significant difference between the 
Whipple procedure and PPPD in terms of median survival and 5-year survival rate. The median survival time was 
16.0 months and 5-year survival rate was 9.4 percent in the 36 patients. Blood loss during operation influenced the 
prognosis.  
 
Conclusions:  
There was no significant difference between the Whipple procedure and PPPD for the treatment of pancreatic head 
cancer in terms of operating time, blood loss, operative mortality and long-term survival. But delayed gastric 
emptying was more frequently encountered in PPPD than in the Whipple procedure.  

Subject headings, drug index terms & other index terms 

Subject Headings:  
aged 
article 
bleeding / co [Complication] 
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cancer survival 
clinical article 
clinical trial 
controlled clinical trial 
controlled study 
duodenum carcinoma / co [Complication] 
duodenum carcinoma / su [Surgery] 
female 
human 
intermethod comparison 
male 
operation duration 
outcomes research 
*pancreas carcinoma / su [Surgery] 
*pancreaticoduodenectomy 
pancreaticojejunostomy 
priority journal 
prognosis 
prospective study 
randomized controlled trial 
stomach emptying 
surgical mortality 
survival rate 
survival time 
*pancreas head carcinoma / su [Surgery] 
*pylorus preserving pancreaticoduodenectomy 
 
Candidate Terms: 
*pancreas head carcinoma / *surgery [other term]; *pylorus preserving pancreaticoduodenectomy [other term] 
 
Other Index Terms: 
aged; article; bleeding / complication; cancer survival; clinical article; clinical trial; controlled clinical trial; controlled 
study; duodenum carcinoma / complication / surgery; female; human; intermethod comparison; male; operation 
duration; outcomes research; *pancreas carcinoma / *surgery; *pancreaticoduodenectomy; 
pancreaticojejunostomy; priority journal; prognosis; prospective study; randomized controlled trial; stomach 
emptying; surgical mortality; survival rate; survival time 

 

 

 

  

British Journal of Surgery 2005;92(5):547‐56. 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#30 

Cochrane review title Pylorus‐preserving pancreaticoduodenectomy (pp Whipple) versus 
pancreaticoduodenectomy (classic Whipple) for surgical treatment of periampullary 
and pancreatic carcinoma (2016) 

Cochrane PMID 26905229 Cochrane accession no. 609169066 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 1/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 0/1 1/1 0/1 

 
2. outcome (s) 

1/6 
(1+0+0+0+0+0) 

1/6 
(1+0+0+0+0+0) 

1/6 
(1+0+0+0+0+0) 

1/6 
(1+0+0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.10.2919 Date (validation) 19.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  People undergoing an elective pylorus‐preserving pancreaticoduodenectomy (PPW) or classic 
Whipple (CW) operation for periampullary or pancreatic carcinoma. 

I: intervention (s) • Pylorus‐preserving pancreaticoduodenectomy (PPW). 

• Classic Whipple operation (CW). 

C: comparison (s) Pylorus‐preserving pancreaticoduodenectomy (PPW) versus Classic Whipple operation (CW). 

Publication nr. 
  

#17 
 

Publication title 

Randomized clinical trial of pylorus‐preserving duodenopancreatectomy versus classical Whipple resection ‐ long 
term results. 

Publication authors 

Seiler CA, Wagner M, Bachmann T, Redaelli CA, Schmied B, Uhl W, et al.  

Publication journal and year 

British Journal of Surgery 2005;92(5):547‐56. 
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O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) 
angivet hvilke outcomes 
der var med i pågældende 
studie. 

1. Postoperative pancreatic‐associated morbidity 
(disease‐specific), such as - - leakage from the 
pancreatic anastomosis/pancreatic fistula, DGE, 
and biliary leakage. 

1. Survival. 
 
2. Postoperative mortality. 
 
3. Intraoperative blood loss. 
 
4. Red blood cell transfusion. 
 
5. Operation time. 
 
6. General morbidity, including  
    postoperative gastrointestinal  
    bleeding, wound infection,  
    pulmonary complications,  
    necessity for reoperation. 
 
7. Duration of hospital stay. 
 
8. Quality of life. 
 
9. Status of resection margins  
    (R0/R1* resection). 

Følgende er angivet i 
reviewet 

Outcomes Operation time (minutes): PPW: 382 (240 to 645); CW: 449 (240 to 780) 

Intraoperative blood loss (ml): PPW: 1198 (400 to 4000); CW: 1500 (400 to 6000) 

Blood replacement (units): PPW: 0.9 (0 to 6); CW: 1.9 (0 to 10) 

Hospital stay (days): PPW: 19.7 (10 to 61); CW: 20.8 (8 to 67) 

Postoperative mortality: PPW: 1 (2%); CW: 2 (3%) 

DGE: PPW: 20 (31%); CW: 30 (45%) 

Bleeding: PPW: 2 (3%); CW: 4 (6%) 

Fistula: PPW: 2 (3%); CW: 1 (2%) 

Bile leak: PPW: 0 (0%); CW: 1 (1.5%) 

Infection (wound or abscess): PPW: 4 (6%); CW: 4 (6%) 

Positive LNs: PPW: 33 (62%); CW: 41 (72%) 

Radicality (R0): PPW: 48 (91%); CW: 45 (79%) 
 

PubMed bibliographic information 

Title 

Randomized clinical trial of pylorus-preserving duodenopancreatectomy versus classical Whipple resection-long 
term results. 

PMID 

15800958 

Abstract and author keywords 

BACKGROUND: 
It is not known whether pylorus-preserving duodenopancreatectomy is as effective as the classical Whipple 
procedure in the resection of pancreatic and periampullary tumours. A prospective randomized trial was 
undertaken to compare the results of the two procedures. 
 
METHODS: 
Clinical data, histological findings, short-term results, survival and quality of life of all patients having surgery for 
suspected pancreatic or periampullary cancer between June 1996 and September 2001 were analysed. 
 
RESULTS: 
Two hundred and fourteen patients were randomized to undergo either a standard or a pylorus-preserving 
Whipple resection. After exclusion of 84 patients on the basis of intraoperative findings, 130 patients (66 standard 
Whipple operation and 64 pylorus-preserving resection) were entered into the trial. Of these, 110 patients with 
proven adenocarcinoma (57 standard Whipple and 53 pylorus-preserving resection) were analysed for long-term 
survival and quality of life. There was no difference in perioperative morbidity. Long-term survival, quality of life 
and weight gain were identical after a median follow-up of 63.1 (range 4-93) months. At 6 months, capacity to work 
was better after the pylorus-preserving procedure (77 versus 56 per cent; P = 0.019). 
 
CONCLUSION: 
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Both procedures were equally effective for the treatment of pancreatic and periampullary cancer. Pylorus-
preserving Whipple resection offers some minor advantages in the early postoperative period, but not in the long 
term. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Randomized Controlled Trial 
 
MeSH terms 
Adult 
Aged 
Aged, 80 and over 
Ampulla of Vater/surgery* 
Common Bile Duct Neoplasms/surgery* 
Female 
Humans 
Male 
Middle Aged 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/methods* 
Prospective Studies 
Pylorus/surgery* 
Quality of Life 
Survival Analysis 
Weight Gain 

 

Embase bibliographic information 

Title  

Randomized clinical trial of pylorus-preserving duodenopancreatectomy versus classical Whipple resection - Long 
term results. 

Publication accession no. 

40685648 

Abstract and author keywords 

Background:  
It is not known whether pylorus-preserving duodenopancreatectomy is as effective as the classical Whipple 
procedure in the resection of pancreatic and periampullary tumours. A prospective randomized trial was 
undertaken to compare the results of the two procedures.  
 
Methods:  
Clinical data, histological findings, short-term results, survival and quality of life of all patients having surgery for 
suspected pancreatic or periampullary cancer between June 1996 and September 2001 were analysed.  
 
Results:  
Two hundred and fourteen patients were randomized to undergo either a standard or a pylorus-preserving 
Whipple resection. After exclusion of 84 patients on the basis of intraoperative findings, 130 patients (66 standard 
Whipple operation and 64 pylorus-preserving resection) were entered into the trial. Of these, 110 patients with 
proven adenocarcinoma (57 standard Whipple and 53 pylorus-preserving resection) were analysed for long-term 
survival and quality of life. There was no difference in perioperative morbidity. Long-term survival, quality of life 
and weight gain were identical after a median follow-up of 63.1 (range 4-93) months. At 6 months, capacity to work 
was better after the pylorus-preserving procedure (77 versus 56 per cent; P = 0.019).  
 
Conclusion:  
Both procedures were equally effective for the treatment of pancreatic and periampullary cancer. Pylorus-
preserving Whipple resection offers some minor advantages in the early postoperative period, but not in the long 
term. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
adult 
aged 
antibiotic prophylaxis 
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article 
cancer survival 
clinical trial 
controlled clinical trial 
controlled study 
female 
human 
major clinical study 
male 
pancreas adenocarcinoma / su [Surgery] 
pancreas tumor / su [Surgery] 
*pancreaticoduodenectomy 
priority journal 
pylorus 
quality of life 
randomized controlled trial 
surgical technique 
weight gain 
work capacity 
octreotide 
ornidazole 
piperacillin 
 
Drug Index Terms: 
octreotide; ornidazole; piperacillin 
 
Other Index Terms: 
adult; aged; antibiotic prophylaxis; article; cancer survival; clinical trial; controlled clinical trial; controlled study; 
female; human; major clinical study; male; pancreas adenocarcinoma / surgery; pancreas tumor / surgery; 
*pancreaticoduodenectomy; priority journal; pylorus; quality of life; randomized controlled trial; surgical 
technique; weight gain; work capacity 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#30 

Cochrane review title Pylorus‐preserving pancreaticoduodenectomy (pp Whipple) versus 
pancreaticoduodenectomy (classic Whipple) for surgical treatment of periampullary 
and pancreatic carcinoma (2016) 

Cochrane PMID 26905229 Cochrane accession no. 609169066 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 1/2 

 
C: comparison (s) 

1 0 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

5/6 
(1+1+1+1+1+0) 

2/6 
(1+0+0+0+1+0) 

5/6 
(1+1+1+1+1+0) 

4/6 
(1+0+1+1+1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.10.2919 Date (validation) 19.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  People undergoing an elective pylorus‐preserving pancreaticoduodenectomy (PPW) or classic 
Whipple (CW) operation for periampullary or pancreatic carcinoma. 

I: intervention (s) • Pylorus‐preserving pancreaticoduodenectomy (PPW). 

• Classic Whipple operation (CW). 

C: comparison (s) Pylorus‐preserving pancreaticoduodenectomy (PPW) versus Classic Whipple operation (CW). 

Publication nr. 
  

#18 
 

Publication title 

Standard Whipple's operation versus pylorus preserving pancreaticoduodenectomy: a randomized controlled trial 
study.  

Publication authors 

Srinarmwong C, Luechakiettisak P, Prasitvilai W. 

Publication journal and year 

Journal of the Medical Association of Thailand 2008;91(5):693‐8. 
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O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

1. Postoperative pancreatic‐associated morbidity 
(disease‐specific), such as - - leakage from the 
pancreatic anastomosis/pancreatic fistula, DGE, and 
biliary leakage. 

1. Survival. 
 
2. Postoperative mortality. 
 
3. Intraoperative blood loss. 
 
4. Red blood cell transfusion. 
 
5. Operation time. 
 
6. General morbidity, including  
    postoperative gastrointestinal  
    bleeding, wound infection,  
    pulmonary complications,  
    necessity for reoperation. 
 
7. Duration of hospital stay. 
 
8. Quality of life. 
 
9. Status of resection margins  
    (R0/R1* resection). 

Følgende er angivet i 
reviewet 

Outcomes Operation time (minutes): PPW: 303 (245 to 367); CW: 316 (287 to 360) 

Intraoperative blood loss (ml): PPW: 1850 (1300 to 2400); CW: 1946 (1200 to 2600) 

Hospital stay (days): PPW: 22 (12 to 28); CW: 20 (11 to 24) 

Postoperative mortality: PPW: 4 (28.6%); CW: 2 (15.4%) 

DGE: PPW: 9 (64.3%); CW: 2 (15.4%) 

Bleeding: PPW: 1 (7.1%); CW: 1 (7.7%) 

Fistula: PPW: 5 (35.7%); CW: 4 (30.8%) 

Bile leak: PPW: 2 (14.3%); CW: 0 (0%) 

Positive LNs: PPW: 10 (71.4%); 11 (84.6%) 
 

 

PubMed bibliographic information 

Title 

Standard whipple's operation versus pylorus preserving pancreaticoduodenectomy: a randomized controlled trial 
study. 

PMID 

18672634 

Abstract and author keywords 

OBJECTIVE: 
A single-institution randomized controlled trial was conducted to compare the results of standard whipple 
operation (SW) with those of pylorus-preserving pancreaticoduodenectomy (PPPD). 
 
MATERIAL AND METHOD: 
Between January 2000 and December 2004, 27 patients with pancreatic or periampullary adenocarcinoma were 
enrolled into the study. All patients were randomly allocated to either a SW or a PPPD resection. Patients' 
characteristics, postoperative mortality and morbidity, and survival up to two years were compared. 
 
RESULTS: 
There were no significant differences in baseline characteristics between the two groups of patients. There were 
also no significant differences in blood loss and operative time. Delayed gastric emptying (DGE) occurred more 
frequently in the PPPD group, but other operative complications, hospital mortality, and the length of hospital stay 
were similar for the two groups. There were no significant survival differences at two years after operation. 
 
CONCLUSIONS: 
SW and PPPD were comparable in terms of operation time, blood loss, operative mortality and morbidity, and 
survival. Although the incidence of DGE was higher in the PPPD group, the hospital stay was similar for both groups. 
Both surgical procedures were equally effective for the treatment of pancreatic and periampullary carcinoma. 
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Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
 
MeSH terms 
Adenocarcinoma/surgery* 
Aged 
Ampulla of Vater/surgery* 
Female 
Gastric Emptying 
Humans 
Length of Stay 
Male 
Middle Aged 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/methods* 
Pancreaticoduodenectomy/mortality 
Perioperative Care* 
Postoperative Complications 
Postoperative Period 
Pylorus/surgery* 
Survival 
Time Factors 
Treatment Outcome 

 

Embase bibliographic information 

Title  

Standard whipple's operation versus pylorus preserving pancreaticoduodenectomy: A randomized controlled trial 
study. 

Publication accession no. 

351776221 

Abstract and author keywords 

Objective:  
A single-institution randomized controlled trial was conducted to compare the results of standard whipple 
operation (SW) with those of pylorus-preserving pancreaticoduodenectomy (PPPD). 
 
Material and Method:  
Between January 2000 and December 2004, 27 patients with pancreatic or periampullary adenocarcinoma were 
enrolled into the study. All patients were randomly allocated to either a SW or a PPPD resection. Patients' 
characteristics, postoperative mortality and morbidity, and survival up to two years were compared.  
 
Results:  
There were no significant differences in baseline characteristics between the two groups of patients. There were 
also no significant differences in blood loss and operative time. Delayed gastric emptying (DGE) occurred more 
frequently in the PPPD group, but other operative complications, hospital mortality, and the length of hospital stay 
were similar for the two groups. There were no significant survival differences at two years after operation.  
 
Conclusions:  
SW and PPPD were comparable in terms of operation time, blood loss, operative mortality and morbidity, and 
survival. Although the incidence of DGE was higher in the PPPD group, the hospital stay was similar for both groups. 
Both surgical procedures were equally effective for the treatment of pancreatic and periampullary carcinoma. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
abdominal abscess / co [Complication] 
adult 
aged 
anastomosis leakage / co [Complication] 
article 
bile leakage / co [Complication] 
clinical article 
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clinical trial 
comparative study 
controlled clinical trial 
controlled study 
female 
hospitalization 
human 
human tissue 
institutional care 
intermethod comparison 
length of stay 
male 
morbidity 
operation duration 
pancreas adenocarcinoma / di [Diagnosis] 
pancreas adenocarcinoma / su [Surgery] 
pancreas fistula / co [Complication] 
*pancreaticoduodenectomy 
postoperative hemorrhage / co [Complication] 
pylorus 
randomized controlled trial 
stomach emptying 
surgical mortality 
survival 
*pylorus preserving pancreaticoduodenectomy 
*standard whipple operation 
 
Candidate Terms: 
*pylorus preserving pancreaticoduodenectomy [other term]; *standard whipple operation [other term] 
 
Other Index Terms: 
abdominal abscess / complication; adult; aged; anastomosis leakage / complication; article; bile leakage / 
complication; clinical article; clinical trial; comparative study; controlled clinical trial; controlled study; female; 
hospitalization; human; human tissue; institutional care; intermethod comparison; length of stay; male; morbidity; 
operation duration; pancreas adenocarcinoma / diagnosis / surgery; pancreas fistula / complication; 
*pancreaticoduodenectomy; postoperative hemorrhage / complication; pylorus; randomized controlled trial; 
stomach emptying; surgical mortality; survival 

 

 

  



Retrieval of PICO elements in Cochrane-included studies 

73 

 

Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#30 

Cochrane review title Pylorus‐preserving pancreaticoduodenectomy (pp Whipple) versus 
pancreaticoduodenectomy (classic Whipple) for surgical treatment of periampullary 
and pancreatic carcinoma (2016) 

Cochrane PMID 26905229 Cochrane accession no. 609169066 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 1/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 0/1 1/1 0/1 

 
2. outcome (s) 

4/6 
(1+0+1+0+1+1) 

0/6 
(0+0+0+0+0+0) 

4/6 
(1+0+1+0+1+1) 

0/6 
(0+0+0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.10.2919 Date (validation) 19.12.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  People undergoing an elective pylorus‐preserving pancreaticoduodenectomy (PPW) or 
classic Whipple (CW) operation for periampullary or pancreatic carcinoma. 

I: intervention (s) • Pylorus‐preserving pancreaticoduodenectomy (PPW). 

• Classic Whipple operation (CW). 

C: comparison (s) Pylorus‐preserving pancreaticoduodenectomy (PPW) versus Classic Whipple operation 
(CW). 

Publication nr. 
  

#19 
 

Publication title 

Pylorus preserving pancreaticoduodenectomy vs. standard Whipple's procedure in case of carcinoma head of the 
pancreas and periampullary carcinoma.  

Publication authors 

Taher MA, Khan ZR, Chowdhury MM, Nur‐E‐Elahi M, Chowdhury AK, Faruque MS, et al 

Publication journal and year 

Mymensingh Medical Journal 2015;24(2):319‐25. 
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O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. Postoperative pancreatic‐associated 
morbidity (disease‐specific), such as - - 
leakage from the pancreatic 
anastomosis/pancreatic fistula, DGE, and 
biliary leakage. 

1. Survival. 
 
2. Postoperative mortality. 
 
3. Intraoperative blood loss. 
 
4. Red blood cell transfusion. 
 
5. Operation time. 
 
6. General morbidity, including  
    postoperative gastrointestinal  
    bleeding, wound infection,  
    pulmonary complications,  
    necessity for reoperation. 
 
7. Duration of hospital stay. 
 
8. Quality of life. 
 
9. Status of resection margins  
    (R0/R1* resection). 

Følgende er angivet i 
reviewet 

Outcomes Operation time (minutes): PPW: 308 ± 46; CW: 356 ± 47 

Blood replacement (units): PPW: 2.67 ± 0.65; CW: 2.88 ± 0.64 

Hospital stay (days): PPW: 24.9 ± 6.7; CW: 28.1 ± 9.1 

Postoperative mortality: PPW: 0 (0%); CW: 1 (12.5%) 

DGE: PPW: 4 (33%); CW: 1 (12.5%) 

Bleeding: PPW: 1 (8.3%); CW: 1 (12.5%) 

Fistula: PPW: 1 (8.3%); CW: 0 (0%) 

Bile leak: PPW: 1 (8.3%); CW: 3 (37.5%) 

Re‐laparotomy: PPW: 1 (8.3%); CW: 1 (12.5%) 
 

 

PubMed bibliographic information 

Title 

Pylorus Preserving Pancreaticoduodenectomy vs. Standard Whipple's Procedure in Case of Carcinoma head of the 
Pancreas and Periampullary Carcinoma. 

PMID 

26007260 

Abstract and author keywords 

Pancreatic carcinoma is a life threatening condition. Surgical resection is the only hope of cure. Advances in surgical 
technique have reduced the mortality rate. Nevertheless, operative complications related with morbidity still 
remains high. Two operation techniques in the treatment of periampullary and pancreatic head cancer: the 
Standard Whipple operation (SW) and Pylorus Preserving Pancreaticoduodenectomy (PPPD) are performed 
predominantly. This study was performed to compare the results of Pylorus Preserving Pancreaticoduodenectomy 
(PPPD) with that of the Standard Whipple's (SW) procedure. This prospective study was carried out in the 
Department of General Surgery, BSMMU in two years duration. All admitted patient's with periampullary 
carcinoma and carcinoma of the head of the pancreas were included and randomized for a SW or a PPPD resection. 
Data regarding patients demographics, preoperative assessment, intraoperative and postoperative findings were 
collected and analyzed. Less blood loss (2.67±0.65 units in Group I and 2.88±0.64 units in Group II), fewer need of 
blood transfusions and shorter hospital stay in the PPPD group were observed. Gastrointestinal leakage was similar 
in both groups of patients (1:1). One pancreatic fistula (8.3% in Group I) was observed in PPPD group and one intra-
abdominal abscess developed in Standard Whipple's procedure (00.0% in Group I and 12.5% in Group II). Bile 
leakage was higher in standard Whipple procedure (8.3% in Group I and 37.5% in Group II). Morbidity was more or 
less similar in both groups (58.0% in Group I and 50.0% in Group II) but one patient (12.5% in Group II) died in 
standard Whipple's resection. PPPD procedure is more effective treatment for periampullary carcinoma and cancer 
of the pancreatic head region than the standard Whipple's operation. 

Publication types, MeSH terms, Substances 

Publication type 
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Randomized Controlled Trial 
 
MeSH terms 
Abdominal Abscess 
Ampulla of Vater 
Humans 
Pancreatic Neoplasms* 
Pancreaticoduodenectomy 
Postoperative Complications 
Prospective Studies 
Pylorus 

 

Embase bibliographic information 

Title  

Pylorus Preserving Pancreaticoduodenectomy vs. Standard Whipple's Procedure in Case of Carcinoma head of the 
Pancreas and Periampullary Carcinoma. 

Publication accession no. 

621559181 

Abstract and author keywords 

Pancreatic carcinoma is a life threatening condition. Surgical resection is the only hope of cure. Advances in surgical 
technique have reduced the mortality rate. Nevertheless, operative complications related with morbidity still 
remains high. Two operation techniques in the treatment of periampullary and pancreatic head cancer: the 
Standard Whipple operation (SW) and Pylorus Preserving Pancreaticoduodenectomy (PPPD) are performed 
predominantly. This study was performed to compare the results of Pylorus Preserving Pancreaticoduodenectomy 
(PPPD) with that of the Standard Whipple's (SW) procedure. This prospective study was carried out in the 
Department of General Surgery, BSMMU in two years duration. All admitted patient's with periampullary 
carcinoma and carcinoma of the head of the pancreas were included and randomized for a SW or a PPPD resection. 
Data regarding patients demographics, preoperative assessment, intraoperative and postoperative findings were 
collected and analyzed. Less blood loss (2.67+/-0.65 units in Group I and 2.88+/-0.64 units in Group II), fewer need 
of blood transfusions and shorter hospital stay in the PPPD group were observed. Gastrointestinal leakage was 
similar in both groups of patients (1:1). One pancreatic fistula (8.3% in Group I) was observed in PPPD group and 
one intra-abdominal abscess developed in Standard Whipple's procedure (00.0% in Group I and 12.5% in Group II). 
Bile leakage was higher in standard Whipple procedure (8.3% in Group I and 37.5% in Group II). Morbidity was 
more or less similar in both groups (58.0% in Group I and 50.0% in Group II) but one patient (12.5% in Group II) died 
in standard Whipple's resection. PPPD procedure is more effective treatment for periampullary carcinoma and 
cancer of the pancreatic head region than the standard Whipple's operation. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
abdominal abscess 
ampulla of Vater 
controlled study 
human 
*pancreas tumor 
pancreaticoduodenectomy 
postoperative complication 
prospective study 
pylorus 
randomized controlled trial 
 
Other Index Terms: 
abdominal abscess; ampulla of Vater; controlled study; human; *pancreas tumor; pancreaticoduodenectomy; 
postoperative complication; prospective study; pylorus; randomized controlled trial 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#30 

Cochrane review title Pylorus‐preserving pancreaticoduodenectomy (pp Whipple) versus 
pancreaticoduodenectomy (classic Whipple) for surgical treatment of periampullary 
and pancreatic carcinoma (2016) 

Cochrane PMID 26905229 Cochrane accession no. 609169066 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 1/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

5/7 
(1+1+0+1+1+1+0) 

4/7 
(1+1+0+0+1+1+0) 

5/7 
(1+1+0+1+1+1+0) 

4/7 
(1+0+0+1+1+1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.10.2919 Date (validation) 9.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  People undergoing an elective pylorus‐preserving pancreaticoduodenectomy (PPW) or classic 
Whipple (CW) operation for periampullary or pancreatic carcinoma. 

I: intervention (s) • Pylorus‐preserving pancreaticoduodenectomy (PPW). 

• Classic Whipple operation (CW). 

C: comparison (s) Pylorus‐preserving pancreaticoduodenectomy (PPW) versus Classic Whipple operation (CW). 

Publication nr. 
  

#20 
 

Publication title 

Pylorus preserving pancreaticoduodenectomy versus standard Whipple procedure: a prospective, randomized, 
multicenter analysis of 170 patients with pancreatic and periampullary tumors. 

Publication authors 

Tran KT, Smeenk HG, Eijck CH, Kazemier G, Hop WC, Greve JW, et al. 

Publication journal and year 

Annals of Surgery 2004;240(5):738‐45. 
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O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

1. Postoperative pancreatic‐associated morbidity 
(disease‐specific), such as - - leakage from the 
pancreatic anastomosis/pancreatic fistula, DGE, 
and biliary leakage. 

1. Survival. 
 
2. Postoperative mortality. 
 
3. Intraoperative blood loss. 
 
4. Red blood cell transfusion. 
 
5. Operation time. 
 
6. General morbidity, including  
    postoperative gastrointestinal  
    bleeding, wound infection,  
    pulmonary complications,  
    necessity for reoperation. 
 
7. Duration of hospital stay. 
 
8. Quality of life. 
 
9. Status of resection margins  
    (R0/R1* resection). 

Følgende er angivet i 
reviewet 

Outcomes Operation time (minutes): PPW: 300 (130 to 600); CW: 300 (160 to 480) 

Intraoperative blood loss (ml): PPW: 2000 (400 to 21,000); CW: 2000 (300 to 9500) 

Blood replacement (units): PPW: 2; CW: 2 

Hospital stay (days): PPW: 18 (4 to 175); CW: 20 (11 to 138) 

Postoperative mortality: PPW: 3 (3%); CW: 6 (7%) 

DGE: PPW: 19/85 (22%); CW: 18/80 (23%) 

Bleeding: PPW: 6 (7%); CW: 6 (7%) 

Fistula: PPW: 11 (13%); CW: 12 (14%) 

Bile leak: PPW: 2 (2%); CW: 0 (0%) 

Intra‐abdominal abscess: PPW: 9 (10%); CW: 8 (10%) 

Re‐laparotomy: PPW: 13 (15%); CW: 16 (19%) 

Positive LNs: PPW: 37/72 (51.4%); 38/69 (55%) 

Radicality (R0): PPW: 53/72 (73.6%); CW: 57/69 (82.6%) 
 

 

PubMed bibliographic information 

Title 

Pylorus preserving pancreaticoduodenectomy versus standard Whipple procedure: a prospective, randomized, 
multicenter analysis of 170 patients with pancreatic and periampullary tumors. 

PMID 

15492552 

Abstract and author keywords 

OBJECTIVE: 
A prospective randomized multicenter study was performed to assess whether the results of pylorus-preserving 
pancreaticoduodenectomy (PPPD) equal those of the standard Whipple (SW) operation, especially with respect to 
duration of surgery, blood loss, hospital stay, delayed gastric emptying (DGE), and survival. 
 
SUMMARY BACKGROUND DATA: 
PPPD has been associated with a higher incidence of delayed gastric emptying, resulting in a prolonged period of 
postoperative nasogastric suctioning. Another criticism of the pylorus-preserving pancreaticoduodenectomy for 
patients with a malignancy is the radicalness of the resection. On the other hand, PPPD might be associated with a 
shorter operation time and less blood loss. 
 
METHODS: 
A prospective randomized multicenter study was performed in a nonselected series of 170 consecutive patients. All 
patients with suspicion of pancreatic or periampullary tumor were included and randomized for a SW or a PPPD 
resection. Data concerning patients' demographics, intraoperative and histologic findings, as well as postoperative 
mortality, morbidity, and follow-up up to 115 months after discharge, were analyzed. 



Retrieval of PICO elements in Cochrane-included studies 

78 

 

 
RESULTS: 
There were no significant differences noted in age, sex distribution, tumor localization, and staging. There were no 
differences in median blood loss and duration of operation between the 2 techniques. DGE was observed equally in 
the 2 groups. There was only a marginal difference in postoperative weight loss in favor of the standard Whipple 
procedure. Overall operative mortality was 5.3%. Tumor positive resection margins were found for 12 patients of 
the SW group and 19 patients of the PPPD group (P < 0.23). Long-term follow-up showed no significant statistical 
differences in survival between the 2 groups (P < 0.90). 
 
CONCLUSIONS: 
The SW and PPPD operations were associated with comparable operation time, blood loss, hospital stay, mortality, 
morbidity, and incidence of DGE. The overall long-term and disease-free survival was comparable in both groups. 
Both surgical procedures are equally effective for the treatment of pancreatic and periampullary carcinoma. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
 
MeSH terms 
Adenocarcinoma/mortality 
Adenocarcinoma/surgery* 
Adult 
Aged 
Ampulla of Vater* 
Blood Loss, Surgical 
Common Bile Duct Neoplasms/mortality 
Common Bile Duct Neoplasms/surgery* 
Disease-Free Survival 
Female 
Gastric Emptying 
Humans 
Length of Stay 
Male 
Middle Aged 
Pancreatic Neoplasms/mortality 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/adverse effects 
Pancreaticoduodenectomy/methods* 
Postoperative Complications 
Pylorus/surgery* 
Reoperation 
Survival Rate 

 

Embase bibliographic information 

Title  

Pylorus preserving pancreaticoduodenectomy versus standard whipple procedure: A prospective, randomized, 
multicenter analysis of 170 patients with pancreatic and periampullary tumors 

Publication accession no. 

39425763 

Abstract and author keywords 

Objective:  
A prospective randomized multicenter study was performed to assess whether the results of pylorus-preserving 
pancreaticoduodenectomy (PPPD) equal those of the standard Whipple (SW) operation, especially with respect to 
duration of surgery, blood loss, hospital stay, delayed gastric emptying (DGE), and survival. Summary Background 
Data: PPPD has been associated with a higher incidence of delayed gastric emptying, resulting in a prolonged 
period of postoperative nasogastric suctioning. Another criticism of the pylorus-preserving 
pancreaticoduodenectomy for patients with a malignancy is the radicalness of the resection. On the other hand, 
PPPD might be associated with a shorter operation time and less blood loss.  
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Methods:  
A prospective randomized multicenter study was performed in a nonselected series of 170 consecutive patients. All 
patients with suspicion of pancreatic or periampullary tumor were included and randomized for a SW or a PPPD 
resection. Data concerning patients' demographics, intraoperative and histologic findings, as well as postoperative 
mortality, morbidity, and follow-up up to 115 months after discharge, were analyzed.  
 
Results:  
There were no significant differences noted in age, sex distribution, tumor localization, and staging. There were no 
differences in median blood loss and duration of operation between the 2 techniques. DGE was observed equally in 
the 2 groups. There was only a marginal difference in postoperative weight loss in favor of the standard Whipple 
procedure. Overall operative mortality was 5.3%. Tumor positive resection margins were found for 12 patients of 
the SW group and 19 patients of the PPPD group (P < 0.23). Long-term follow-up showed no significant statistical 
differences in survival between the 2 groups (P < 0.90).  
 
Conclusions:  
The SW and PPPD operations were associated with comparable operation time, blood loss, hospital stay, mortality, 
morbidity, and incidence of DGE. The overall long-term and disease-free survival was comparable in both groups. 
Both surgical procedures are equally effective for the treatment of pancreatic and periampullary carcinoma. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
abdominal abscess / co [Complication] 
adult 
aged 
article 
bile leakage / co [Complication] 
cancer staging 
clinical trial 
computer assisted tomography 
controlled clinical trial 
controlled study 
female 
follow up 
gastroenterostomy 
hepatojejunostomy 
human 
intermethod comparison 
laparotomy 
length of stay 
major clinical study 
male 
morbidity 
mortality 
multicenter study 
nuclear magnetic resonance imaging 
operation duration 
*pancreas carcinoma / di [Diagnosis] 
*pancreas carcinoma / su [Surgery] 
pancreas fistula / co [Complication] 
*pancreaticoduodenectomy 
pancreaticojejunostomy 
postoperative care 
postoperative hemorrhage / co [Complication] 
priority journal 
prospective study 
pylorus 
randomized controlled trial 
stomach emptying 
stomach intubation 
suction 
survival rate 
tumor localization 
*Vater papilla carcinoma / di [Diagnosis] 
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*Vater papilla carcinoma / su [Surgery] 
weight reduction 
cefazolin 
histamine H2 receptor antagonist 
metronidazole 
octreotide 
*periampullary carcinoma / di [Diagnosis] 
*periampullary carcinoma / su [Surgery] 
 
Candidate Terms: 
*periampullary carcinoma / *diagnosis / *surgery [other term] 
 
Drug Index Terms: 
cefazolin; histamine H2 receptor antagonist; metronidazole; octreotide 
 
Other Index Terms: 
abdominal abscess / complication; adult; aged; article; bile leakage / complication; cancer staging; clinical trial; 
computer assisted tomography; controlled clinical trial; controlled study; female; follow up; gastroenterostomy; 
hepatojejunostomy; human; intermethod comparison; laparotomy; length of stay; major clinical study; male; 
morbidity; mortality; multicenter study; nuclear magnetic resonance imaging; operation duration; *pancreas 
carcinoma / *diagnosis / *surgery; pancreas fistula / complication; *pancreaticoduodenectomy; 
pancreaticojejunostomy; postoperative care; postoperative hemorrhage / complication; priority journal; 
prospective study; pylorus; randomized controlled trial; stomach emptying; stomach intubation; suction; survival 
rate; tumor localization; *Vater papilla carcinoma / *diagnosis / *surgery; weight reduction 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#30 

Cochrane review title Pylorus‐preserving pancreaticoduodenectomy (pp Whipple) versus 
pancreaticoduodenectomy (classic Whipple) for surgical treatment of periampullary 
and pancreatic carcinoma (2016) 

Cochrane PMID 26905229 Cochrane accession no. 609169066 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 1/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

    

 
2. outcome (s) 

4/5 
(1+1+1+1+0) 

0/5 
(0+0+0+0+0) 

4/5 
(1+1+1+1+0) 

0/5 
(0+0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.10.2919 Date (validation) 9.1.2019 

 

 

Review characteristics (based on PICO) 

P: patient / population  People undergoing an elective pylorus‐preserving pancreaticoduodenectomy (PPW) or 
classic Whipple (CW) operation for periampullary or pancreatic carcinoma. 

I: intervention (s) • Pylorus‐preserving pancreaticoduodenectomy (PPW). 

• Classic Whipple operation (CW). 

C: comparison (s) Pylorus‐preserving pancreaticoduodenectomy (PPW) versus Classic Whipple operation 
(CW). 

Publication nr. 
  

#21 
 

Publication title 

Gastrointestinal quality of life after duodenopancreatectomy in pancreatic carcinoma. Preliminary results of a 
prospective randomized study: pancreatoduodenectomy or pylorus‐preserving pancreatoduodenectomy.  

Publication authors 

Wenger FA, Jacobi CA, Haubold K, Zieren HU, Muller JM. 

Publication journal and year 

Chirurg 1999;70:1454‐9. 
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O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

1. Postoperative pancreatic‐associated 
morbidity (disease‐specific), such as - - 
leakage from the pancreatic 
anastomosis/pancreatic fistula, DGE, and 
biliary leakage. 

1. Survival. 
 
2. Postoperative mortality. 
 
3. Intraoperative blood loss. 
 
4. Red blood cell transfusion. 
 
5. Operation time. 
 
6. General morbidity, including  
    postoperative gastrointestinal  
    bleeding, wound infection,  
    pulmonary complications,  
    necessity for reoperation. 
 
7. Duration of hospital stay. 
 
8. Quality of life. 
 
9. Status of resection margins  
    (R0/R1* resection). 

Følgende er angivet i 
reviewet 

Outcomes Operation time (minutes): PPW: 206 ± 48; CW: 306 ± 54 

Blood replacement (units): PPW: 5.5 ± 3.1; CW: 6.3 ± 5.2 

Hospital stay (days): PPW: 19.1 ± 11.3; CW: 20.9 ± 13.8 

Wound infection: PPW: 3 (12.5%); CW: 4 (16.6%) 

Positive LNs: PPW: 12 (50%); CW: 13 (54%) 

Radicality (R0): PPW: 24 (100%); CW: 24 (100%) 
 

 

PubMed bibliographic information 

Title 

Gastrointestinal quality of life after duodenopancreatectomy in pancreatic carcinoma. Preliminary results of a 
prospective randomized study: pancreatoduodenectomy or pylorus-preserving pancreatoduodenectomy]. 

PMID 

10637702 

Abstract and author keywords 

BACKGROUND: 
The Whipple operation (PD) is the standard operation in patients with cancer of the head of the pancreas and the 
periampullary region. However, the pylorus-preserving duodenopancreatectomy (PPPD) is supposed to be superior 
in gastrointestinal function. 
 
METHODS: 
In a prospective randomized trial (October 1994-October 1998) PD and PPPD were compared in terms of global and 
gastrointestinal quality of life, operation time, duration of hospital stay, transfusions and perioperative morbidity. 
Quality of life was analyzed under standardized conditions (EORTC-QLQ-30) pre- and postoperatively (weeks 2, 6, 
12, 24, 36, 48, and 60). 
 
RESULTS: 
A duodenopancreatectomy was performed in 48 patients because of cancer of the head of the pancreas (n = 38) 
and the periampullary region (n = 10) (PD, n = 24; PPPD, n = 24). The PD and PPPD groups did not differ according to 
age, gender or UICC stage. Operation time was shorter in the PPPD group (206 +/- 48 vs 306 +/- 54 min) (P < 0.05). 
Morbidity did not differ between the two groups (PPPD 20% vs PD 30%, P > 0.05). While there was no difference in 
global quality of life, gastrointestinal quality of life was postoperatively increased in the PPPD group regarding 
appetite, nausea and diarrhea (P < 0.05). While the preoperative body weight was reached after 6 months in 85% of 
the PPPD group (n = 20), this was true in only 60% of the PD-group (n = 14) (P < 0.05). 
 
CONCLUSION: 
PPPD seems to be associated with a better postoperative gastrointestinal quality of life than PD. 

Publication types, MeSH terms, Substances 
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Publication types 
Clinical Trial 
Clinical Trial, Phase II 
Comparative Study 
English Abstract 
Randomized Controlled Trial 
 
MeSH terms 
Adult 
Aged 
Ampulla of Vater/pathology 
Ampulla of Vater/surgery* 
Common Bile Duct Neoplasms/pathology 
Common Bile Duct Neoplasms/surgery* 
Female 
Follow-Up Studies 
Humans 
Male 
Middle Aged 
Neoplasm Staging 
Pancreatic Neoplasms/pathology 
Pancreatic Neoplasms/surgery* 
Pancreaticoduodenectomy/methods* 
Postoperative Complications/etiology* 
Prospective Studies 
Pyloric Antrum/pathology 
Pyloric Antrum/surgery* 
Quality of Life* 

 

Embase bibliographic information 

Title  

Gastrointestinal quality of life after duodenopancreatectomy in pancreatic carcinoma. Preliminary results of a 
prospective randomized study: pancreatoduodenectomy or pylorus-preserving pancreatoduodenectomy. 

Publication accession no. 

31280098 

Abstract and author keywords 

BACKGROUND:  
The Whipple operation (PD) is the standard operation in patients with cancer of the head of the pancreas and the 
periampullary region. However, the pylorus-preserving duodenopancreatectomy (PPPD) is supposed to be superior 
in gastrointestinal function.  
 
METHODS:  
In a prospective randomized trial (October 1994-October 1998) PD and PPPD were compared in terms of global and 
gastrointestinal quality of life, operation time, duration of hospital stay, transfusions and perioperative morbidity. 
Quality of life was analyzed under standardized conditions (EORTC-QLQ-30) pre- and postoperatively (weeks 2, 6, 
12, 24, 36, 48, and 60).  
 
RESULTS:  
A duodenopancreatectomy was performed in 48 patients because of cancer of the head of the pancreas (n = 38) 
and the periampullary region (n = 10) (PD, n = 24; PPPD, n = 24). The PD and PPPD groups did not differ according to 
age, gender or UICC stage. Operation time was shorter in the PPPD group (206 +/- 48 vs 306 +/- 54 min) (P < 0.05). 
Morbidity did not differ between the two groups (PPPD 20% vs PD 30%, P > 0.05). While there was no difference in 
global quality of life, gastrointestinal quality of life was postoperatively increased in the PPPD group regarding 
appetite, nausea and diarrhea (P < 0.05). While the preoperative body weight was reached after 6 months in 85% of 
the PPPD group (n = 20), this was true in only 60% of the PD-group (n = 14) (P < 0.05).  
 
CONCLUSION:  
PPPD seems to be associated with a better postoperative gastrointestinal quality of life than PD. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
adult 
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aged 
article 
*bile duct tumor / su [Surgery] 
cancer staging 
clinical trial 
comparative study 
controlled clinical trial 
controlled study 
female 
follow up 
human 
male 
methodology 
middle aged 
*pancreas tumor / su [Surgery] 
*pancreaticoduodenectomy 
pathology 
phase 2 clinical trial 
*postoperative complication / et [Etiology] 
prospective study 
*quality of life 
randomized controlled trial 
*stomach antrum / su [Surgery] 
*Vater papilla / su [Surgery] 
 
Other Index Terms: 
adult; aged; article; *bile duct tumor / *surgery; cancer staging; clinical trial; comparative study; controlled clinical 
trial; controlled study; female; follow up; human; male; methodology; middle aged; *pancreas tumor / *surgery; 
*pancreaticoduodenectomy; pathology; phase 2 clinical trial; *postoperative complication / *etiology; prospective 
study; *quality of life; randomized controlled trial; *stomach antrum / *surgery; *Vater papilla / *surgery 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

2/4 
(1+1+0+0) 

0/4 
(0+0+0+0) 

2/4 
(1+1+0+0) 

0/4 
(0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 9.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 

Publication nr. 
  

#22 
 

Publication title 

Only pathologic complete response to neoadjuvant chemotherapy improves significantly the long term survival of 
patients with resectable esophageal squamous cell carcinoma: final report of a randomized, controlled trial of 
preoperative chemotherapy versus surgery alone 

Publication authors 

Ancona E, Ruol A, Santi S, Merigliano S, Sileni VC, Koussis H, et al. 

Publication journal and year 

Cancer 2001;91(11):2165‐74.  



Retrieval of PICO elements in Cochrane-included studies 

86 

 

esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Response to chemotherapy 

Tumor recurrence 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Only pathologic complete response to neoadjuvant chemotherapy improves significantly the long term survival of 
patients with resectable esophageal squamous cell carcinoma: final report of a randomized, controlled trial of 
preoperative chemotherapy versus surgery alone. 

PMID 

11391598 

Abstract and author keywords 

BACKGROUND: 
Surgery is the standard treatment for patients with resectable esophageal carcinoma, but the long term prognosis 
of these patients is unsatisfactory. Some randomized trials of preoperative chemotherapy suggest that the 
prognosis of patients who respond may be improved. 
 
METHODS: 
This randomized, controlled trial compared patients with clinically resectable esophageal epidermoid carcinoma 
who underwent surgery alone (Arm A) with those who received preoperative chemotherapy (Arm B). Overall 
survival and the prognostic impact of major response to chemotherapy were analyzed. Forty-eight patients were 
enrolled in each arm. Chemotherapy consisted of two or three cycles of cisplatin (100 mg/m2 on Day 1) and 5- 
fluorouracil (1000 mg/m2 per day continuous infusion on Days 1-5). In both study arms, transthoracic 
esophagectomy plus two-field lymphadenectomy was performed. The two groups were comparable in terms of 
patient characteristics. 
 
RESULTS: 
Forty-seven patients were evaluable in each arm. The curative resection rate was 74.4% (35 of 47 patients) in Arm 
A and 78.7% (37 of 47 patients) in Arm B. Treatment-related mortality was 4.2% in both arms. The response rate to 
preoperative chemotherapy was 40% (19 of 47 patients), including 6 patients (12.8%) who achieved a pathologic 
complete responses. Overall survival was not improved significantly. The 19 patients in Arm B who responded to 
chemotherapy and underwent curative resection had significantly better 3-year and 5-year survival rates (74% and 
60%, respectively) compared with both nonresponders (24% and 12%, respectively; P = 0.0002) and patients in Arm 
A who underwent complete resection (46% and 26%, respectively; P = 0.01): Patients who achieved a pathologic 
complete response (P = 0.01), but not those who achieved a partial response (P = 0.2), had significantly improved 
survival. 
 
CONCLUSIONS: 
Patients with resectable esophageal carcinoma who underwent preoperative chemotherapy and obtained a 
pathologic complete response had a significantly improved long term survival. Major efforts should be undertaken 
to identify patients before neoadjuvant treatments who are likely to respond. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
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MeSH terms 
Adolescent 
Adult 
Aged 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Carcinoma, Squamous Cell/drug therapy* 
Carcinoma, Squamous Cell/pathology 
Carcinoma, Squamous Cell/surgery* 
Cisplatin/administration & dosage 
Combined Modality Therapy 
Disease Progression 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/pathology 
Esophageal Neoplasms/surgery* 
Female 
Fluorouracil/administration & dosage 
Humans 
Infusions, Intravenous 
Male 
Middle Aged 
Neoadjuvant Therapy 
Survival Analysis 
Treatment Outcome 
Substances 
Cisplatin 
Fluorouracil 

 

Embase bibliographic information 

Title  

Only pathologic complete response to neoadjuvant chemotherapy improves significantly the long term survival of 
patients with resectable esophageal squamous cell carcinoma: Final report of a randomized, controlled trial of 
preoperative chemotherapy versus surgery Alone. 

Publication accession no. 

32476382 

Abstract and author keywords 

BACKGROUND.  
Surgery is the standard treatment for patients with resectable esophageal carcinoma, but the long term prognosis 
of these patients is unsatisfactory. Some randomized trials of preoperative chemotherapy suggest that the 
prognosis of patients who respond may be improved.  
 
METHODS.  
This randomized, controlled trial compared patients with clinically resectable esophageal epidermoid carcinoma 
who underwent surgery alone (Arm A) with those who received preoperative chemotherapy (Arm B). Overall 
survival and the prognostic impact of major response to chemotherapy were analyzed. Forty-eight patients were 
enrolled in each arm. Chemotherapy consisted of two or three cycles of cisplatin (100 mg/m2 on Day 1) and 5-
fluorouracil (1000 mg/m2 per day continuous infusion on Days 1-5). In both study arms, transthoracic 
esophagectomy plus two-field lymphadenectomy was performed. The two groups were comparable in terms of 
patient characteristics.  
 
RESULTS.  
Forty-seven patients were evaluable in each arm. The curative resection rate was 74.4% (35 of 47 patients) in Arm 
A and 78.7% (37 of 47 patients) in Arm B. Treatment-related mortality was 4.2% in both arms. The response rate to 
preoperative chemotherapy was 40% (19 of 47 patients), including 6 patients (12.8%) who achieved a pathologic 
complete responses. Overall survival was not improved significantly. The 19 patients in Arm B who responded to 
chemotherapy and underwent curative resection had significantly better 3-year and 5-year survival rates (74% and 
60%, respectively) compared with both nonresponders (24% and 12%, respectively; P = 0.0002) and patients in Arm 
A who underwent complete resection (46% and 26%, respectively; P = 0.01): Patients who achieved a pathologic 
complete response (P = 0.01), but not those who achieved a partial response (P = 0.2), had significantly improved 
survival.  
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CONCLUSIONS.  
Patients with resectable esophageal carcinoma who underwent preoperative chemotherapy and obtained a 
pathologic complete response had a significantly improved long term survival. Major efforts should be undertaken 
to identify patients before neoadjuvant treatments who are likely to respond. 

Subject headings, drug index terms & other index terms 

adult 
aged 
article 
cancer adjuvant therapy 
cancer chemotherapy 
cancer survival 
clinical trial 
controlled clinical trial 
controlled study 
*esophagus carcinoma / dt [Drug Therapy] 
*esophagus carcinoma / su [Surgery] 
esophagus resection 
female 
human 
lymphadenectomy 
major clinical study 
male 
preoperative treatment 
priority journal 
randomized controlled trial 
*squamous cell carcinoma / dt [Drug Therapy] 
*squamous cell carcinoma / su [Surgery] 
treatment outcome 
*cisplatin / ct [Clinical Trial] 
*cisplatin / cb [Drug Combination] 
*cisplatin / dt [Drug Therapy] 
*fluorouracil / ct [Clinical Trial] 
*fluorouracil / cb [Drug Combination] 
*fluorouracil / dt [Drug Therapy] 
 
 
Drug Index Terms: 
*cisplatin / *clinical trial / *drug combination / *drug therapy; *fluorouracil / *clinical trial / *drug combination / 
*drug therapy 
 
Other Index Terms: 
adult; aged; article; cancer adjuvant therapy; cancer chemotherapy; cancer survival; clinical trial; controlled clinical 
trial; controlled study; *esophagus carcinoma / *drug therapy / *surgery; esophagus resection; female; human; 
lymphadenectomy; major clinical study; male; preoperative treatment; priority journal; randomized controlled trial; 
*squamous cell carcinoma / *drug therapy / *surgery; treatment outcome 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

    

 
2. outcome (s) 

1/1 
 

0/1 
 

1/1 
 

1/1 
 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 9.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#23 

Publication title 

Prospective evaluation of preoperative chemotherapy in resectable squamous cell carcinoma of the thoracic 
esophagus.  

Publication authors 

Baba M, Natsugoe S, Shimada M, Nakano S, Kusano C, Fukumoto T, et al. 

Publication journal and year 

Diseases of the Esophagus 2000;13(2):136‐41.  
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Chemotherapy response 

Complications 

Notes T3 tumors did worse with chemotherapy 

No survival data 
 

 

PubMed bibliographic information 

Title 

Prospective evaluation of preoperative chemotherapy in resectable squamous cell carcinoma of the thoracic 
esophagus. 

PMID 

14601905 

Abstract and author keywords 

A prospective study was performed to clarify the surgical outcome of patients with esophageal carcinoma who 
would benefit from induction chemotherapy followed by surgery. Of 55 eligible patients, 42 (76.3%) agreed to 
randomization with either chemotherapy followed by surgery (n = 21) or surgery alone (n = 21). The other 13 
refused. The chemotherapy consisted of cisplatin, 5-fluorouracil and leucovorin. All 55 patients underwent 
esophagectomy with two- or three-field resection, including two (3.6%) hospital mortalities. Of the 21 patients 
receiving chemotherapy, the response rate was 33.3% after the first course and 60% after the second course. A 
complete response was not obtained. Responders to the first course showed a prolonged survival, however time to 
treatment failure did not differ between patients treated with chemotherapy followed by surgery or surgery alone. 
This chemotherapy offered a worse surgical outcome for patients with pretreatment diagnosis of T3. Multivariate 
analysis identified a partial response to the first course of chemotherapy to be a favorable prognostic indicator. 
Preoperative chemotherapy does not give a survival benefit over surgery alone for patients with advanced tumor 
(T3). Initial response to the first dose of chemotherapy is deemed to be a prognostic factor for patients with less 
advanced tumor (T1/T2). 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
 
MeSH terms 
Aged 
Carcinoma, Squamous Cell/drug therapy 
Carcinoma, Squamous Cell/mortality 
Carcinoma, Squamous Cell/surgery* 
Chemotherapy, Adjuvant 
Esophageal Neoplasms/drug therapy 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/surgery* 
Female 
Humans 
Male 
Middle Aged 
Multivariate Analysis 
Proportional Hazards Models 
Prospective Studies 
Treatment Outcome 
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Embase bibliographic information 

Title  

Prospective evaluation of preoperative chemotherapy in resectable squamous cell carcinoma of the thoracic 
esophagus. 

Publication accession no. 

30843387 

Abstract and author keywords 

A prospective study was performed to clarify the surgical outcome of patients with esophageal carcinoma who 
would benefit from induction chemotherapy followed by surgery. Of 55 eligible patients, 42 (76.3%) agreed to 
randomization with either chemotherapy followed by surgery (n = 21) or surgery alone (n = 21). The other 13 
refused. The chemotherapy consisted of cisplatin, 5-fluorouracil and leucovorin. All 55 patients underwent 
esophagectomy with two- or three-field resection, including two (3.6%) hospital mortalities. Of the 21 patients 
receiving chemotherapy, the response rate was 33.3% after the first course and 60% after the second course. A 
complete response was not obtained. Responders to the first course showed a prolonged survival, however time to 
treatment failure did not differ between patients treated with chemotherapy followed by surgery or surgery alone. 
This chemotherapy offered a worse surgical outcome for patients with pretreatment diagnosis of T3. Multivariate 
analysis identified a partial response to the first course of chemotherapy to be a favorable prognostic indicator. 
Preoperative chemotherapy does not give a survival benefit over surgery alone for patients with advanced tumor 
(T3). Initial response to the first dose of chemotherapy is deemed to be a prognostic factor for patients with less 
advanced tumor (T1/T2). 

Subject headings, drug index terms & other index terms 

adult 
aged 
article 
cancer staging 
cancer survival 
clinical trial 
controlled clinical trial 
controlled study 
drug response 
*esophagus carcinoma / dt [Drug Therapy] 
*esophagus carcinoma / su [Surgery] 
esophagus resection 
female 
human 
leukopenia / dt [Drug Therapy] 
leukopenia / si [Side Effect] 
major clinical study 
male 
mortality 
multivariate analysis 
preoperative treatment 
priority journal 
prognosis 
prospective study 
randomized controlled trial 
squamous cell carcinoma / dt [Drug Therapy] 
squamous cell carcinoma / su [Surgery] 
stomatitis / si [Side Effect] 
treatment failure 
treatment outcome 
*antineoplastic agent / ae [Adverse Drug Reaction] 
*antineoplastic agent / ct [Clinical Trial] 
*antineoplastic agent / dt [Drug Therapy] 
*antineoplastic agent / iv [Intravenous Drug Administration] 
cisplatin / ae [Adverse Drug Reaction] 
cisplatin / ct [Clinical Trial] 
cisplatin / dt [Drug Therapy] 
cisplatin / iv [Intravenous Drug Administration] 
fluorouracil / ae [Adverse Drug Reaction] 
fluorouracil / ct [Clinical Trial] 
fluorouracil / dt [Drug Therapy] 
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fluorouracil / iv [Intravenous Drug Administration] 
folinic acid / ae [Adverse Drug Reaction] 
folinic acid / ct [Clinical Trial] 
folinic acid / dt [Drug Therapy] 
folinic acid / iv [Intravenous Drug Administration] 
granulocyte colony stimulating factor / dt [Drug Therapy] 
 
 
Drug Index Terms: 
*antineoplastic agent / *adverse drug reaction / *clinical trial / *drug therapy / *intravenous drug administration; 
cisplatin / adverse drug reaction / clinical trial / drug therapy / intravenous drug administration; fluorouracil / 
adverse drug reaction / clinical trial / drug therapy / intravenous drug administration; folinic acid / adverse drug 
reaction / clinical trial / drug therapy / intravenous drug administration; granulocyte colony stimulating factor / 
drug therapy 
 
Other Index Terms: 
adult; aged; article; cancer staging; cancer survival; clinical trial; controlled clinical trial; controlled study; drug 
response; *esophagus carcinoma / *drug therapy / *surgery; esophagus resection; female; human; leukopenia / 
drug therapy / side effect; major clinical study; male; mortality; multivariate analysis; preoperative treatment; 
priority journal; prognosis; prospective study; randomized controlled trial; squamous cell carcinoma / drug therapy 
/ surgery; stomatitis / side effect; treatment failure; treatment outcome 

 

 

 

  

Japanese Journal of Thoracic and Cardiovascular Surgery 1999;47(5):199‐203.  
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

    

 
2. outcome (s) 

 
0/1 

0/1 0/1 0/1 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 9.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#24 

Publication title 

 Does preoperative chemotherapy cause adverse effects on the perioperative course of patients undergoing 
esophagectomy for carcinoma? 

Publication authors 

Baba M, Natsugoe S, Shimada M, Nakano S, Shirao K, Kusano C, et al. 

Publication journal and year 

Japanese Journal of Thoracic and Cardiovascular Surgery 1999;47(5):199‐203.  
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Chemotherapy response 

Complications 

Notes T3 tumors did worse with chemotherapy 

No survival data 
 

 

PubMed bibliographic information 

Title 

Does preoperative chemotherapy cause adverse effects on the perioperative course of patients undergoing 
esophagectomy for carcinoma? 

PMID 

10402766 

Abstract and author keywords 

The aim of this study was to clarify whether preoperative chemotherapy caused adverse effects on the 
perioperative course of patients undergoing esophagectomy. A total of 42 esophageal cancer patients were 
entered into a randomized trial and were analyzed. Twenty-one patients were assigned to immediate surgery 
(Surgery Group). The other 21 received two 5-day courses of chemotherapy comprising cisplatin (70 mg/m2) on day 
1, and fluorouracil (700 mg/m2) and leucovorin (20 mg/m2) on each of days 1 to 5 (chemotherapy group). Hospital 
mortality comprised of one patient (2.3%) who had undergone an operation in the beginning of this series at 21 
days after chemotherapy. Thereafter, the interval between the chemotherapy and operation was prolonged, with 
the average being 35 +/- 7 days. Preoperatively, both the lymphocyte counts and serum albumin levels were not 
increased in the chemotherapy group of patients even though their body weights increased. In the chemotherapy 
group, the operation time and the blood loss were increased and, on the 1st postoperative day, the development 
of systemic inflammatory response syndrome was high but the level of C-reactive protein was low. The incidence of 
positive microbial cultures of sputum and/or wound discharge within 8 postoperative days was higher in the 
chemotherapy group (42.9%) than in the surgery group (4.8%). The host defense damage caused by chemotherapy 
may be prolonged and may show adverse effects in patients undergoing esophagectomy in the early postoperative 
period. Minimally, a 4-week interval between the completion of chemotherapy and operation is recommended for 
preventing surgical mortality related to the preoperative chemotherapy. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
 
MeSH terms 
Aged 
Antineoplastic Combined Chemotherapy Protocols/administration & dosage* 
Antineoplastic Combined Chemotherapy Protocols/adverse effects* 
Cisplatin/administration & dosage 
Cisplatin/adverse effects 
Combined Modality Therapy 
Esophageal Neoplasms/therapy* 
Esophagectomy* 
Fluorouracil/administration & dosage 
Fluorouracil/adverse effects 
Humans 
Leucovorin/administration & dosage 
Leucovorin/adverse effects 
Preoperative Care 
Time Factors 
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Substances 
Cisplatin 
Leucovorin 
Fluorouracil 
Supplementary concept 
PFL protocol 

 

Embase bibliographic information 

Title  

Does preoperative chemotherapy cause adverse effects on the perioperative course of patients undergoing 
esophagectomy for carcinoma? 

Publication accession no. 

129442240 

Abstract and author keywords 

The aim of this study was to clarify whether preoperative chemotherapy caused adverse effects on the 
perioperative course of patients undergoing esophagectomy. A total of 42 esophageal cancer patients were 
entered into a randomized trial and were analyzed. Twenty-one patients were assigned to immediate surgery 
(Surgery Group). The other 21 received two 5-day courses of chemotherapy comprising cisplatin (70 mg/m2) on day 
1, and fluorouracil (700 mg/m2) and leucovorin (20 mg/m2) on each of days 1 to 5 (chemotherapy group). Hospital 
mortality comprised of one patient (2.3%) who had undergone an operation in the beginning of this series at 21 
days after chemotherapy. Thereafter, the interval between the chemotherapy and operation was prolonged, with 
the average being 35 +/- 7 days. Preoperatively, both the lymphocyte counts and serum albumin levels were not 
increased in the chemotherapy group of patients even though their body weights increased. In the chemotherapy 
group, the operation time and the blood loss were increased and, on the 1st postoperative day, the development 
of systemic inflammatory response syndrome was high but the level of C-reactive protein was low. The incidence of 
positive microbial cultures of sputum and/or wound discharge within 8 postoperative days was higher in the 
chemotherapy group (42.9%) than in the surgery group (4.8%). The host defense damage caused by chemotherapy 
may be prolonged and may show adverse effects in patients undergoing esophagectomy in the early postoperative 
period. Minimally, a 4-week interval between the completion of chemotherapy and operation is recommended for 
preventing surgical mortality related to the preoperative chemotherapy. 

Subject headings, drug index terms & other index terms 

aged 
article 
clinical trial 
controlled clinical trial 
controlled study 
*esophagus resection 
*esophagus tumor / th [Therapy] 
human 
multimodality cancer therapy 
preoperative care 
randomized controlled trial 
time 
*antineoplastic agent / ae [Adverse Drug Reaction] 
*antineoplastic agent / ad [Drug Administration] 
cisplatin / ae [Adverse Drug Reaction] 
cisplatin / ad [Drug Administration] 
fluorouracil / ae [Adverse Drug Reaction] 
fluorouracil / ad [Drug Administration] 
folinic acid / ae [Adverse Drug Reaction] 
folinic acid / ad [Drug Administration] 
PFL protocol 
 
Candidate Terms: 
PFL protocol [drug term] 
 
Drug Index Terms: 
*antineoplastic agent / *adverse drug reaction / *drug administration; cisplatin / adverse drug reaction / drug 
administration; fluorouracil / adverse drug reaction / drug administration; folinic acid / adverse drug reaction / drug 
administration 
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Other Index Terms: 
aged; article; clinical trial; controlled clinical trial; controlled study; *esophagus resection; *esophagus tumor / 
*therapy; human; multimodality cancer therapy; preoperative care; randomized controlled trial; time 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/2 
(0+0) 

1/2 
(1+0) 

0/2 
(0+0) 

1/2 
(1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 9.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#25 

Publication title 

Chemotherapy followed by surgery versus surgery alone in patients with resectable oesophageal squamous cell 
carcinoma: Longterm results of a randomized controlled trial. 

Publication authors 

Boonstra JJ, Kok TC, Wijnhoven PL, Heijl M, Berge Henegouwen MI, Kate FJW, et al. 

Publication journal and year 

BMC Cancer 2011;11:181. 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes • Overall survival 

• Disease‐free survival 

• 30‐Day postoperative mortality 

• Complications 
 

 

PubMed bibliographic information 

Title 

Chemotherapy followed by surgery versus surgery alone in patients with resectable oesophageal squamous cell 
carcinoma: long-term results of a randomized controlled trial. 

PMID 

21595951 

Abstract and author keywords 

BACKGROUND: 
This is a randomized, controlled trial of preoperative chemotherapy in patients undergoing surgery for oesophageal 
squamous cell carcinoma (OSCC). Patients were allocated to chemotherapy, consisting of 2-4 cycles of cisplatin and 
etoposide, followed by surgery (CS group) or surgery alone (S group). Initial results reported only in abstract form in 
1997, demonstrated an advantage for overall survival in the CS group. The results of this trial have been updated 
and discussed in the timeframe in which this study was performed. 
 
METHODS: 
This trial recruited 169 patients with OSCC, 85 patients assigned to preoperative chemotherapy and 84 patients 
underwent immediate surgery. The primary study endpoint was overall survival (OS), secondary endpoints were 
disease free survival (DFS) and pattern of failure. Survival has been determined from Kaplan-Meier curves and 
treatment comparisons made with the log-rank test. 
 
RESULTS: 
There were 148 deaths, 71 in the CS and 77 in the S group. Median OS time was 16 months in the CS group 
compared with 12 months in the S group; 2-year survival rates were 42% and 30%; and 5-year survival rates were 
26% and 17%, respectively. Intention to treat analysis showed a significant overall survival benefit for patients in 
the CS group (P = 0.03, by the log-rank test; hazard ratio [HR] 0.71; 95%CI 0.51-0.98). DFS (from landmark time of 6 
months after date of randomisation) was also better in the CS-group than in the S group (P = 0.02, by the log-rank 
test; HR 0.72; 95%CI 0.52-1.0). No difference in failure pattern was observed between both treatment arms. 
 
CONCLUSIONS: 
Preoperative chemotherapy with a combination of etoposide and cisplatin significantly improved overall survival in 
patients with OSCC. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
 
MeSH terms 
Adult 
Aged 
Antineoplastic Combined Chemotherapy Protocols/adverse effects 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Carcinoma, Squamous Cell/drug therapy* 
Carcinoma, Squamous Cell/mortality 
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Carcinoma, Squamous Cell/surgery* 
Cisplatin/administration & dosage 
Combined Modality Therapy 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/surgery* 
Etoposide/administration & dosage 
Female 
Humans 
Male 
Middle Aged 
Survival Analysis 
Treatment Outcome 
 
Substances 
Etoposide 
Cisplatin 

 

Embase bibliographic information 

Title  

Chemotherapy followed by surgery versus surgery alone in patients with resectable oesophageal squamous cell 
carcinoma: Long-term results of a randomized controlled trial. 

Publication accession no. 

51437993 

Abstract and author keywords 

Background: 
This is a randomized, controlled trial of preoperative chemotherapy in patients undergoing surgery for oesophageal 
squamous cell carcinoma (OSCC). Patients were allocated to chemotherapy, consisting of 2-4 cycles of cisplatin and 
etoposide, followed by surgery (CS group) or surgery alone (S group). Initial results reported only in abstract form in 
1997, demonstrated an advantage for overall survival in the CS group. The results of this trial have been updated 
and discussed in the timeframe in which this study was performed. 
 
Methods:  
This trial recruited 169 patients with OSCC, 85 patients assigned to preoperative chemotherapy and 84 patients 
underwent immediate surgery. The primary study endpoint was overall survival (OS), secondary endpoints were 
disease free survival (DFS) and pattern of failure. Survival has been determined from Kaplan-Meier curves and 
treatment comparisons made with the log-rank test. 
 
Results:  
There were 148 deaths, 71 in the CS and 77 in the S group. Median OS time was 16 months in the CS group 
compared with 12 months in the S group; 2-year survival rates were 42% and 30%; and 5-year survival rates were 
26% and 17%, respectively. Intention to treat analysis showed a significant overall survival benefit for patients in 
the CS group (P = 0.03, by the log-rank test; hazard ratio [HR] 0.71; 95%CI 0.51-0.98). DFS (from landmark time of 6 
months after date of randomisation) was also better in the CS-group than in the S group (P = 0.02, by the log-rank 
test; HR 0.72; 95%CI 0.52-1.0). No difference in failure pattern was observed between both treatment arms. 
 
Conclusions:  
Preoperative chemotherapy with a combination of etoposide and cisplatin significantly improved overall survival in 
patients with OSCC 

Subject headings, drug index terms & other index terms 

adult 
alopecia / si [Side Effect] 
article 
blood toxicity / si [Side Effect] 
*cancer combination chemotherapy 
cancer mortality 
cancer relapse 
*cancer surgery 
cancer survival 
chemotherapy induced emesis / dt [Drug Therapy] 
chemotherapy induced emesis / si [Side Effect] 



Retrieval of PICO elements in Cochrane-included studies 

100 

 

controlled study 
disease free survival 
*esophageal squamous cell carcinoma / dt [Drug Therapy] 
*esophageal squamous cell carcinoma / su [Surgery] 
esophageal squamous cell carcinoma / dt [Drug Therapy] 
esophagus surgery 
female 
human 
intention to treat analysis 
intermethod comparison 
major clinical study 
male 
multiple cycle treatment 
overall survival 
preoperative care 
randomized controlled trial 
survival time 
treatment failure 
treatment response 
*cisplatin / ae [Adverse Drug Reaction] 
*cisplatin / ct [Clinical Trial] 
*cisplatin / cb [Drug Combination] 
*cisplatin / dt [Drug Therapy] 
*cisplatin / iv [Intravenous Drug Administration] 
*etoposide / ae [Adverse Drug Reaction] 
*etoposide / ct [Clinical Trial] 
*etoposide / cb [Drug Combination] 
*etoposide / dt [Drug Therapy] 
*etoposide / iv [Intravenous Drug Administration] 
*etoposide / po [Oral Drug Administration] 
serotonin 3 antagonist / dt [Drug Therapy] 
 
Drug Index Terms: 
*cisplatin / *adverse drug reaction / *clinical trial / *drug combination / *drug therapy / *intravenous drug 
administration; *etoposide / *adverse drug reaction / *clinical trial / *drug combination / *drug therapy / 
*intravenous drug administration / *oral drug administration; serotonin 3 antagonist / drug therapy 
 
Other Index Terms: 
adult; alopecia / side effect; article; blood toxicity / side effect; *cancer combination chemotherapy; cancer 
mortality; cancer relapse; *cancer surgery; cancer survival; chemotherapy induced emesis / drug therapy / side 
effect; controlled study; disease free survival; *esophageal squamous cell carcinoma / *drug therapy / *surgery; 
esophageal squamous cell carcinoma / drug therapy; esophagus surgery; female; human; intention to treat 
analysis; intermethod comparison; major clinical study; male; multiple cycle treatment; overall survival; 
preoperative care; randomized controlled trial; survival time; treatment failure; treatment response 
 
Triple Subheading: 
alopecia / side effect / cisplatin 
alopecia / side effect / etoposide 
blood toxicity / side effect / cisplatin 
blood toxicity / side effect / etoposide 
chemotherapy induced emesis / drug therapy / serotonin 3 antagonist 
chemotherapy induced emesis / side effect / cisplatin 
chemotherapy induced emesis / side effect / etoposide 
esophageal squamous cell carcinoma / drug therapy / cisplatin 
esophageal squamous cell carcinoma / drug therapy / etoposide 
cisplatin / adverse drug reaction / alopecia 
cisplatin / adverse drug reaction / blood toxicity 
cisplatin / adverse drug reaction / chemotherapy induced emesis 
cisplatin / drug combination / etoposide 
cisplatin / drug therapy / esophageal squamous cell carcinoma 
etoposide / adverse drug reaction / alopecia 
etoposide / adverse drug reaction / blood toxicity 
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etoposide / adverse drug reaction / chemotherapy induced emesis 
etoposide / drug combination / cisplatin 
etoposide / drug therapy / esophageal squamous cell carcinoma 
serotonin 3 antagonist / drug therapy / chemotherapy induced emesis 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

2/4 
(0+0+1+1) 

0/4 
(0+0+0+0) 

2/4 
(0+0+1+1) 

0/4 
(0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 9.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#26 

Publication title 

Chemotherapy followed by surgery compared with surgery alone for localized esophageal cancer.  

Publication authors 

Kelsen DP, Ginsberg R, Pajak TF, Sheahan DG, Gunderson L, Mortimer J, et al. 

Publication journal and year 

New England Journal of Medicine 1998;339(27):1979‐84. 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Response to chemotherapy 

Tumor recurrence 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Chemotherapy followed by surgery compared with surgery alone for localized esophageal cancer. 

PMID 

9869669 

Abstract and author keywords 

 
BACKGROUND: 
We performed a multi-institutional randomized trial comparing preoperative chemotherapy followed by surgery 
with surgery alone for patients with local and operable esophageal cancer. 
 
METHODS: 
Preoperative chemotherapy for patients randomly assigned to the chemotherapy group included three cycles of 
cisplatin and fluorouracil. Surgery was performed two to four weeks after the completion of the third cycle; 
patients also received two additional cycles of chemotherapy after the operation. Patients randomly assigned to 
the immediate-surgery group underwent the same surgical procedure. The main end point was overall survival. 
 
RESULTS: 
Of the 440 eligible patients with adequate data , 213 were assigned to receive preoperative chemotherapy and 227 
to undergo immediate surgery. After a median possible study time of 55.4 months, there were no significant 
differences between the two groups in median survival: 14.9 months for the patients who received preoperative 
chemotherapy and 16.1 months for those who underwent immediate surgery (P=0.53). At one year, the survival 
rate was 59 percent for those who received chemotherapy and 60 percent for those who had surgery alone; at two 
years, survival was 35 percent and 37 percent, respectively. The toxic effects of chemotherapy were tolerable, and 
the addition of chemotherapy did not appear to increase the morbidity or mortality associated with surgery. There 
were no differences in survival between patients with squamous-cell carcinoma and those with adenocarcinoma. 
Weight loss was a significant predictor of poor outcome (P=0.03). With the addition of chemotherapy, there was no 
change in the rate of recurrence at locoregional or distant sites. 
 
CONCLUSIONS: 
Preoperative chemotherapy with a combination of cisplatin and fluorouracil did not improve overall survival among 
patients with epidermoid cancer or adenocarcinoma of the esophagus. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, U.S. Gov't, P.H.S. 
 
MeSH terms 
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Adenocarcinoma/drug therapy* 
Adenocarcinoma/mortality 
Adenocarcinoma/surgery* 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Carcinoma, Squamous Cell/drug therapy* 
Carcinoma, Squamous Cell/mortality 
Carcinoma, Squamous Cell/surgery* 
Cisplatin/administration & dosage 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/surgery* 
Female 
Fluorouracil/administration & dosage 
Humans 
Male 
Middle Aged 
Neoadjuvant Therapy 
Survival Analysis 
Treatment Failure 
Substances 
Cisplatin 
Fluorouracil 

 

Embase bibliographic information 

Title  

Chemotherapy followed by surgery compared with surgery alone for localized esophageal cancer. 

Publication accession no. 

29024130 

Abstract and author keywords 

Background:  
We performed a multi-institutional randomized trial comparing preoperative chemotherapy followed by surgery 
with surgery alone for patients with local and operable esophageal cancer.  
 
Methods:  
Preoperative chemotherapy for patients randomly assigned to the chemotherapy group included three cycles of 
cisplatin and fluorouracil. Surgery was performed two to four weeks after the completion of the third cycle; 
patients also received two additional cycles of chemotherapy after the operation. Patients randomly assigned to 
the immediate-surgery group underwent the same surgical procedure. The main end point was overall survival.  
 
Results:  
Of the 440 eligible patients with adequate data, 213 were assigned to receive preoperative chemotherapy and 227 
to undergo immediate surgery. After a median possible study time of 55.4 months, there were no significant 
differences between the two groups in median survival: 14.9 months for the patients who received preoperative 
chemotherapy and 16.1 months for those who underwent immediate surgery (P=0.53). At one year, the survival 
rate was 59 percent for those who received chemotherapy and 60 percent for those who had surgery alone; at two 
years, survival was 35 percent and 37 percent, respectively. The toxic effects of chemotherapy were tolerable, and 
the addition of chemotherapy did not appear to increase the morbidity or mortality associated with surgery. There 
were no differences in survival between patients with squamous-cell carcinoma and those with adenocarcinoma. 
Weight loss was a significant predictor of poor outcome (P=0.03). With the addition of chemotherapy, there was no 
change in the rate of recurrence at locoregional or distant sites.  
 
Conclusions:  
Preoperative chemotherapy with a combination of cisplatin and fluorouracil did not improve overall survival among 
patients with epidermoid cancer or adenocarcinoma of the esophagus. 

Subject headings, drug index terms & other index terms 

adenocarcinoma / dt [Drug Therapy] 
adenocarcinoma / su [Surgery] 
adult 
aged 
article 
*cancer combination chemotherapy 
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*cancer surgery 
cancer survival 
clinical trial 
comparative study 
controlled clinical trial 
controlled study 
drug effect 
*esophagus cancer / dt [Drug Therapy] 
*esophagus cancer / su [Surgery] 
female 
human 
intravenous drug administration 
major clinical study 
male 
outcomes research 
patient care 
priority journal 
randomized controlled trial 
treatment outcome 
tumor localization 
*cisplatin / ct [Clinical Trial] 
*cisplatin / ad [Drug Administration] 
*cisplatin / cb [Drug Combination] 
*cisplatin / dt [Drug Therapy] 
*cisplatin / pd [Pharmacology] 
*fluorouracil / ct [Clinical Trial] 
*fluorouracil / ad [Drug Administration] 
*fluorouracil / cb [Drug Combination] 
*fluorouracil / dt [Drug Therapy] 
*fluorouracil / pd [Pharmacology] 
 
Drug Index Terms: 
*cisplatin / *clinical trial / *drug administration / *drug combination / *drug therapy / *pharmacology; 
*fluorouracil / *clinical trial / *drug administration / *drug combination / *drug therapy / *pharmacology 
 
Other Index Terms: 
adenocarcinoma / drug therapy / surgery; adult; aged; article; *cancer combination chemotherapy; *cancer 
surgery; cancer survival; clinical trial; comparative study; controlled clinical trial; controlled study; drug effect; 
*esophagus cancer / *drug therapy / *surgery; female; human; intravenous drug administration; major clinical 
study; male; outcomes research; patient care; priority journal; randomized controlled trial; treatment outcome; 
tumor localization 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

1/4 
(0+1+0+0) 

0/4 
(0+0+0+0) 

1/4 
(0+1+0+0) 

0/4 
(0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 

Publication nr. 
  

#27 

Publication title 

Long‐term results of RTOG trial 8911 (USA Intergroup 113): a random assignment trial comparison of 
chemotherapy followed by surgery compared with surgery alone for esophageal cancer [Long‐term results of RTOG 
trial 8911 (USA Intergroup 113): a random assignment trial comparison of chemotherapy followed by surgery 
compared with surgery alone for esophageal cancer]. 

Publication authors 

Kelsen DP, Winter KA, Gunderson LI, Mortimer J, Estes NC, Haller DG, et al. 

Publication journal and year 

Journal of Clinical Oncology 2007;25:3719‐25. 
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esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Response to chemotherapy 

Tumor recurrence 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Long-term results of RTOG trial 8911 (USA Intergroup 113): a random assignment trial comparison of 
chemotherapy followed by surgery compared with surgery alone for esophageal cancer. 

PMID 

17704421 

Abstract and author keywords 

PURPOSE: 
We update Radiation Therapy Oncology Group trial 8911 (USA Intergroup 113), a comparison of chemotherapy plus 
surgery versus surgery alone for patients with localized esophageal cancer. The relationship between resection type 
and between tumor response and outcome were also analyzed. 
 
PATIENTS AND METHODS: 
The chemotherapy group received preoperative cisplatin plus fluorouracil. Outcome based on the type of resection 
(R0, R1, R2, or no resection) was evaluated. The main end point was overall survival. Disease-free survival, relapse 
pattern, the influence of postoperative treatment, and the relationship between response to preoperative 
chemotherapy and outcome were also evaluated. 
 
RESULTS: 
Two hundred sixteen patients received preoperative chemotherapy, 227 underwent immediate surgery. Fifty-nine 
percent of surgery only and 63% of chemotherapy plus surgery patients underwent R0 resections (P = .5137). 
Patients undergoing less than an R0 resection had an ominous prognosis; 32% of patients with R0 resections were 
alive and free of disease at 5 years, only 5% of patients undergoing an R1 resection survived for longer than 5 years. 
The median survival rates for patients with R1, R2, or no resections were not significantly different. While, as 
initially reported, there was no difference in overall survival for patients receiving perioperative chemotherapy 
compared with the surgery only group, patients with objective tumor regression after preoperative chemotherapy 
had improved survival. 
 
CONCLUSION: 
For patients with localized esophageal cancer, whether or not preoperative chemotherapy is administered, only an 
R0 resection results in substantial long-term survival. Even microscopically positive margins are an ominous 
prognostic factor. After a R1 resection, postoperative chemoradiotherapy therapy offers the possibility of long-
term disease-free survival to a small percentage of patients. 

Publication types, MeSH terms, Substances 

Publication types 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, N.I.H., Extramural 
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MeSH terms 
Adenocarcinoma/drug therapy* 
Adenocarcinoma/mortality 
Adenocarcinoma/secondary 
Adenocarcinoma/surgery* 
Aged 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Carcinoma, Squamous Cell/drug therapy* 
Carcinoma, Squamous Cell/mortality 
Carcinoma, Squamous Cell/secondary 
Carcinoma, Squamous Cell/surgery* 
Cisplatin/administration & dosage 
Disease-Free Survival 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/pathology 
Esophageal Neoplasms/surgery* 
Esophagectomy*/methods 
Female 
Fluorouracil/administration & dosage 
Humans 
Male 
Middle Aged 
Neoadjuvant Therapy* 
Survival Rate 
Substances 
Cisplatin 
Fluorouracil 

 

Embase bibliographic information 

Title  

Long-term results of RTOG trial 8911 (USA intergroup 113): A random assignment trial comparison of 
chemotherapy followed by surgery compared with surgery alone for esophageal cancer. 

Publication accession no. 

47372613 

Abstract and author keywords 

Purpose: We update Radiation Therapy Oncology Group trial 8911 (USA Intergroup 113), a comparison of 
chemotherapy plus surgery versus surgery alone for patients with localized esophageal cancer. The relationship 
between resection type and between tumor response and outcome were also analyzed. Patients and Methods: The 
chemotherapy group received preoperative cisplatin plus fluorouracil. Outcome based on the type of resection (R0, 
R1, R2, or no resection) was evaluated. The main end point was overall survival. Disease-free survival, relapse 
pattern, the influence of postoperative treatment, and the relationship between response to preoperative 
chemotherapy and outcome were also evaluated. Results: Two hundred sixteen patients received preoperative 
chemotherapy, 227 underwent immediate surgery. Fifty-nine percent of surgery only and 63% of chemotherapy 
plus surgery patients underwent R0 resections (P = .5137). Patients undergoing less than an R0 resection had an 
ominous prognosis; 32% of patients with R0 resections were alive and free of disease at 5 years, only 5% of patients 
undergoing an R1 resection survived for longer than 5 years. The median survival rates for patients with R1, R2, or 
no resections were not significantly different. While, as initially reported, there was no difference in overall survival 
for patients receiving perioperative chemotherapy compared with the surgery only group, patients with objective 
tumor regression after preoperative chemotherapy had improved survival. Conclusion: For patients with localized 
esophageal cancer, whether or not preoperative chemotherapy is administered, only an R0 resection results in 
substantial long-term survival. Even microscopically positive margins are an ominous prognostic factor. After a R1 
resection, postoperative chemoradiotherapy therapy offers the possibility of long-term disease-free survival to a 
small percentage of patients. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
article 
*cancer chemotherapy 
cancer radiotherapy 
*cancer surgery 
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cancer survival 
comparative study 
controlled study 
disease free survival 
*esophagus cancer / dt [Drug Therapy] 
*esophagus cancer / rt [Radiotherapy] 
*esophagus cancer / su [Surgery] 
female 
health care organization 
human 
long term care 
major clinical study 
male 
outcome assessment 
overall survival 
postoperative care 
preoperative care 
priority journal 
prognosis 
relapse 
survival rate 
treatment response 
tumor regression 
cisplatin / cb [Drug Combination] 
cisplatin / dt [Drug Therapy] 
fluorouracil / cb [Drug Combination] 
fluorouracil / dt [Drug Therapy] 
 
Drug Index Terms: 
cisplatin / drug combination / drug therapy; fluorouracil / drug combination / drug therapy 
 
Other Index Terms: 
article; *cancer chemotherapy; cancer radiotherapy; *cancer surgery; cancer survival; comparative study; 
controlled study; disease free survival; *esophagus cancer / *drug therapy / *radiotherapy / *surgery; female; 
health care organization; human; long term care; major clinical study; male; outcome assessment; overall survival; 
postoperative care; preoperative care; priority journal; prognosis; relapse; survival rate; treatment response; tumor 
regression 
 
Triple Subheading:  
cisplatin / drug combination / fluorouracil 
fluorouracil / drug combination / cisplatin 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 1/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/4 
(0+0+0+0) 

1/4 
(0+0+1+0) 

0/4 
(0+0+0+0) 

0/4 
(0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#28 

Publication title 

Preoperative chemotherapy versus surgical therapy alone for squamous cell carcinoma of the esophagus: a 
prospective randomized trial.  

Publication authors 

Law S, Fok M, Chow S, Chu KM, Wong J.  

Publication journal and year 

Journal of Thoracic and Cardiovascular Surgery 1997;114(2):210‐7.  
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Response to chemotherapy 

Tumor recurrence 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Preoperative chemotherapy versus surgical therapy alone for squamous cell carcinoma of the esophagus: a 
prospective randomized trial. 

PMID 

9270638 

Abstract and author keywords 

OBJECTIVE: 
This study investigated the role of preoperative chemotherapy in squamous cell cancer of the esophagus. 
 
METHODS: 
A prospective randomized trial was undertaken in 147 patients: 74 received preoperative chemotherapy comprising 
cisplatin and 5-fluorouracil and 73 had surgical therapy alone. End points were cancer and therapy-related deaths. 
 
RESULTS: 
Sixty-six patients (89%) in the chemotherapy group underwent resection compared with 69 (95%) in the control 
group (p = not significant). Of the 60 patients who had resection after completing the chemotherapy program, 35 
(58%) had a significant response, of whom four (6.7%) had a complete pathologic response. Postoperative mortality 
rates were 8.3% and 8.7% in the chemotherapy and control groups, respectively (p = not significant). Significant 
downstaging was evident with chemotherapy; curative resections were possible in 67% of these patients compared 
with 35% in the control group (p = 0.0003). T3 and T4 tumors were found in 67% and 91% of the chemotherapy and 
control groups, respectively (p = 0.0002). The respective figures for N1 disease were 70% and 88% (p = 0.009). An 
intent-to-treat analysis of survival showed no significant difference between the two groups. Median survivals were 
16.8 and 13 months, respectively (p = 0.17). Of those who completed the chemotherapy and resection, responders 
fared better than control patients. Median survivals were 42.2 months and 13.8 months, respectively (p = 0.003). 
Median survival (8.3 months) was worse for nonresponders than for control patients (p = 0.03). The recurrence 
pattern suggested a significant reduction in locoregional disease with chemotherapy. 
 
CONCLUSIONS: 
Preoperative chemotherapy was safe and resulted in significant downstaging and an increased likelihood of 
curative resection. Survival was not better than that in the surgery-alone group, but responders did fare better than 
nonresponders. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Randomized Controlled Trial 
MeSH terms 
Aged 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Carcinoma, Squamous Cell/drug therapy* 
Carcinoma, Squamous Cell/pathology 
Carcinoma, Squamous Cell/surgery 
Chemotherapy, Adjuvant 
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Cisplatin/administration & dosage 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/pathology 
Esophageal Neoplasms/surgery 
Female 
Fluorouracil/administration & dosage 
Humans 
Male 
Middle Aged 
Neoplasm Recurrence, Local 
Neoplasm Staging 
Preoperative Care 
Prospective Studies 
Survival Analysis 
Substances 
Cisplatin 
Fluorouracil 

 

Embase bibliographic information 

Title  

Preoperative chemotherapy versus surgical therapy alone for squamous cell carcinoma of the esophagus: A 
prospective randomized trial. 

Publication accession no. 

27364211 

Abstract and author keywords 

Objective: This study investigated the role of preoperative chemotherapy in squamous cell cancer of the 
esophagus. Methods: A prospective randomized trial was undertaken in 147 patients: 74 received preoperative 
chemotherapy comprising cisplatin and 5-fluorouracil and 73 had surgical therapy alone. End points were cancer 
and therapy-related deaths. Results: Sixty-six patients (89%) in the chemotherapy group underwent resection 
compared with 69 (95%) in the control group (p = not significant). Of the 60 patients who had resection after 
completing the chemotherapy program, 35 (58%) had a significant response, of whom four (6.7%) had a complete 
pathologic response. Postoperative mortality rates were 8.3% and 8.7% in the chemotherapy and control groups, 
respectively (p = not significant). Significant downstaging was evident with chemotherapy; curative resections were 
possible in 67% of these patients compared with 35% in the control group (p = 0.0003). T3 and T4 tumors were 
found in 67% and 91% of the chemotherapy and control groups, respectively (p = 0.0002). The respective figures for 
N1 disease were 70% and 88% [p = 0.009). An intent-to-treat analysis of survival showed no significant difference 
between the two groups. Median survivals were 16.8 and 13 months, respectively (p = 0.17). Of those who 
completed the chemotherapy and resection, responders fared better than control patients. Median survivals were 
42.2 months and 13.8 months, respectively (p = 0.003). Median survival (8.3 months) was worse for nonresponders 
than for control patients (p = 0.03). The recurrence pattern suggested a significant reduction in locoregional disease 
with chemotherapy. Conclusions: Preoperative chemotherapy was safe and resulted in significant downstaging and 
an increased likelihood of curative resection. Survival was not better than that in the surgery-alone group, but 
responders did fare better than nonresponders. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
 
adult 
article 
cancer chemotherapy 
cancer survival 
clinical trial 
*esophagus cancer / dt [Drug Therapy] 
human 
major clinical study 
preoperative period 
priority journal 
prospective study 
*squamous cell carcinoma / dt [Drug Therapy] 
*cisplatin / ct [Clinical Trial] 
*cisplatin / cb [Drug Combination] 
*cisplatin / dt [Drug Therapy] 
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*fluorouracil / ct [Clinical Trial] 
*fluorouracil / cb [Drug Combination] 
*fluorouracil / dt [Drug Therapy] 
 
Drug Index Terms: 
*cisplatin / *clinical trial / *drug combination / *drug therapy; *fluorouracil / *clinical trial / *drug combination / 
*drug therapy 
 
Other Index Terms: 
adult; article; cancer chemotherapy; cancer survival; clinical trial; *esophagus cancer / *drug therapy; human; 
major clinical study; preoperative period; priority journal; prospective study; *squamous cell carcinoma / *drug 
therapy 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/3 
(0+0+0) 

0/3 
(0+0+0) 

0/3 
(0+0+0) 

0/3 
(0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#29 

Publication title 

Induction chemotherapy in the treatment of patients with carcinoma of the esophagus.  

Publication authors 

Maipang T, Vasinanukorn P, Petpichetchian C, Chamroonkul S, Geater A, Chansawwaang S, et al 

Publication journal and year 

Journal of Surgical Oncology 1994;56(3):191‐7 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Response to chemotherapy 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Induction chemotherapy in the treatment of patients with carcinoma of the esophagus. 

PMID 

7518020 

Abstract and author keywords 

A prospective randomized phase III trial was carried out at Songklanagarind Hospital from August 1988 to 
December 1990. The objectives of the study were to evaluate the effect of chemotherapy regimen in squamous cell 
carcinoma of the esophagus and to determine whether induction chemotherapy improves symptom-free period 
and survival in these patients compared to surgical treatment alone. Twenty-four patients were randomized to 
receive 2 cycles of chemotherapy, cis-platinum 100 mg/m2 intravenously on day 1, bleomycin 10 mg/m2 loading 
dose on day 3, followed by 10 mg/m2/day continuous intravenous infusion on days 4 through 7, and vinblastine 3 
mg/m2 given intravenously on days 1, 8, 15, 22. The cycle was repeated on day 29. Fifteen patients completed 2 
courses of chemotherapy and among these, 2 patients had a complete clinical response (13%), 6 (40%) had a partial 
response, and 7 patients (47%) had no response. Four patients died during chemotherapy treatment. Grade 3 
hematologic toxicity (ECOG criteria) was observed in 47% (7/15) of patients. Twenty-two patients were randomized 
to conventional treatment (surgery alone). Median survival time was 17 months in both groups. However, early 
survival appeared to be better in the control group. Kaplan-Meier survivals at 6 months were 69% and 89% and at 3 
years were 31% and 36% for the induction chemotherapy group and control group, respectively. The survival time 
differences were not statistically significant (P = 0.186). These findings demonstrate that although this 
chemotherapy regimen had some effect on squamous cell carcinoma of esophagus, it did not improve survival. On 
the contrary, survival seems to be better in the control group. The 6-month survival discrepancy between both 
groups might be due to the poor nutritional status of our patients, who may better tolerate smaller dosages of 
chemotherapy. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Clinical Trial, Phase III 
Comparative Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Bleomycin/administration & dosage 
Carcinoma, Squamous Cell/drug therapy* 
Carcinoma, Squamous Cell/mortality 
Carcinoma, Squamous Cell/surgery 
Chemotherapy, Adjuvant 
Cisplatin/administration & dosage 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/surgery 
Female 
Humans 
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Male 
Middle Aged 
Prospective Studies 
Survival Analysis 
Thailand/epidemiology 
Vinblastine/administration & dosage 

 

Embase bibliographic information 

Title  

Induction chemotherapy in the treatment of patients with carcinoma of the esophagus. 

Publication accession no. 

24226640 

Abstract and author keywords 

A prospective randomized phase III trial was carried out at Songklanagarind Hospital from August 1988 to 
December 1990. The objectives of the study were to evaluate the effect of chemotherapy regimen in squamous cell 
carcinoma of the esophagus and to determine whether induction chemotherapy improves symptom-free period 
and survival in these patients compared to surgical treatment alone. Twenty-four patients were randomized to 
receive 2 cycles of chemotherapy, cis-platinum 100 mg/m2 intravenously on day 1, bleomycin 10 mg/m2 loading 
dose on day 3, followed by 10 mg/m2/day continuous intravenous infusion on days 4 through 7, and vinblastine 3 
mg/m2 given intravenously on days 1, 8, 15, 22. The cycle was repeated on day 29. Fifteen patients completed 2 
courses of chemotherapy and among these, 2 patients had a complete clinical response (13%), 6 (40%) had a partial 
response, and 7 patients (47%) had no response. Four patients died during chemotherapy treatment. Grade 3 
hematologic toxicity (ECOG criteria) was observed in 47% (7/15) of patients. Twenty-two patients were randomized 
to conventional treatment (surgery alone). Median survival time was 17 months in both groups. However, early 
survival appeared to be better in the control group. Kaplan-Meier survivals at 6 months were 69% and 89% and at 3 
years were 31% and 36% for the induction chemotherapy group and control group, respectively. theThe survival 
time differences were not statistically significant (P = 0.186). These findings demonstrate that although this 
chemotherapy regimen had some effect on squamous cell carcinoma of esophagus, it did not improve survival. On 
the contrary, survival seems to be better in the control group. The 6-month survival discrepancy between both 
groups might be due to the poor nutritional status of our patients, who may better tolerate smaller dosages of 
chemotherapy. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
adult 
aged 
article 
*cancer chemotherapy 
cancer staging 
cancer surgery 
cancer survival 
clinical article 
clinical trial 
controlled clinical trial 
controlled study 
dose calculation 
drug effect 
*esophagus carcinoma / dt [Drug Therapy] 
female 
human 
intravenous drug administration 
male 
phase 3 clinical trial 
priority journal 
randomized controlled trial 
squamous cell carcinoma / dt [Drug Therapy] 
survival rate 
survival time 
*bleomycin / ct [Clinical Trial] 
*bleomycin / ad [Drug Administration] 
*bleomycin / do [Drug Dose] 
*bleomycin / dt [Drug Therapy] 
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*bleomycin / pd [Pharmacology] 
*cisplatin / ct [Clinical Trial] 
*cisplatin / ad [Drug Administration] 
*cisplatin / do [Drug Dose] 
*cisplatin / dt [Drug Therapy] 
*cisplatin / pd [Pharmacology] 
*vinblastine / ct [Clinical Trial] 
*vinblastine / ad [Drug Administration] 
*vinblastine / do [Drug Dose] 
*vinblastine / dt [Drug Therapy] 
*vinblastine / pd [Pharmacology] 
 
Drug Index Terms: 
*bleomycin / *clinical trial / *drug administration / *drug dose / *drug therapy / *pharmacology; *cisplatin / 
*clinical trial / *drug administration / *drug dose / *drug therapy / *pharmacology; *vinblastine / *clinical trial / 
*drug administration / *drug dose / *drug therapy / *pharmacology 
 
Other Index Terms: 
adult; aged; article; *cancer chemotherapy; cancer staging; cancer surgery; cancer survival; clinical article; clinical 
trial; controlled clinical trial; controlled study; dose calculation; drug effect; *esophagus carcinoma / *drug therapy; 
female; human; intravenous drug administration; male; phase 3 clinical trial; priority journal; randomized 
controlled trial; squamous cell carcinoma / drug therapy; survival rate; survival time 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/6 
(0+0+0+0+0+0) 

0/6 
(0+0+0+0+0+0) 

0/6 
(0+0+0+0+0+0) 

1/6 
(0+0+1+0+1+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#30 

Publication title 

Long‐term results of a randomized trial of surgery with or without pre‐operative chemotherapy in esophageal 
cancer. 

Publication authors 

Allum WH, Stenning SP, Bancewicz J, Clark PI, Langley RE.  

Publication journal and year 

Journal of Clinical Oncology 2009;27(30):5062‐7. 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Quality of life 

Response to chemotherapy 

Tumor recurrence 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Long-term results of a randomized trial of surgery with or without preoperative chemotherapy in esophageal 
cancer. 

PMID 

19770374 

Abstract and author keywords 

PURPOSE: 
OEO2 is a randomized, controlled trial of preoperative chemotherapy in patients undergoing radical surgery for 
esophageal cancer. Random assignment was to surgery alone (S) or to two cycles of combination cisplatin and 
fluorouracil before surgery (CS). Initial results reported in 2002 demonstrated an advantage for both disease-free 
and overall survival in the CS group. The analysis has now been updated after a median follow-up of 6 years. 
 
PATIENTS AND METHODS: 
OEO2 recruited 802 patients, 400 on CS and 402 on S. The nature of the first recurrence event and cause of death 
are detailed. Survival has been determined from Kaplan-Meier curves and treatment comparisons made with the 
log-rank test. Survival by extent of resection is presented. 
 
RESULTS: 
There were 655 deaths, 335 for S and 320 for CS. The survival benefit has been maintained with a hazard ratio (HR) 
of 0.84 (95% CI, 0.72 to 0.98; P = .03) which in absolute terms is a 5-year survival of 23.0% for CS compared with 
17.1% for S. The treatment effect is consistent in both adenocarcinoma and squamous cell carcinoma. The first 
disease-free survival event was macroscopic residual disease from incomplete resection (R2) or no resection in 
26.4% of the S group versus 14.3% of the CS P < .001. Three-year survival by type of resection was R0 42.4%, R1 was 
18.0%, and R2 was 8.6%. 
 
CONCLUSION: 
Long-term follow-up confirms that preoperative chemotherapy improves survival in operable esophageal cancer 
and should be considered as a standard of care. 

Publication types, MeSH terms, Substances 

Publication types 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adenocarcinoma/drug therapy* 
Adenocarcinoma/surgery* 
Adult 
Aged 
Aged, 80 and over 
Antineoplastic Combined Chemotherapy Protocols/administration & dosage* 
Carcinoma, Squamous Cell/drug therapy* 
Carcinoma, Squamous Cell/surgery* 
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Cisplatin/administration & dosage 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/surgery* 
Female 
Fluorouracil/administration & dosage 
Follow-Up Studies 
Humans 
Male 
Middle Aged 
Neoadjuvant Therapy 
Survival Analysis 
Time Factors 
Treatment Outcome 
Substances 
Cisplatin 
Fluorouracil 

 

Embase bibliographic information 

Title  

Long-term results of a randomized trial of surgery with or without preoperative chemotherapy in esophageal 
cancer. 

Publication accession no. 

358374146 

Abstract and author keywords 

Purpose: OEO2 is a randomized, controlled trial of preoperative chemotherapy in patients undergoing radical 
surgery for esophageal cancer. Random assignment was to surgery alone (S) or to two cycles of combination 
cisplatin and fluorouracil before surgery (CS). Initial results reported in 2002 demonstrated an advantage for both 
disease-free and overall survival in the CS group. The analysis has now been updated after a median follow-up of 6 
years. Patients and Methods: OEO2 recruited 802 patients, 400 on CS and 402 on S. The nature of the first 
recurrence event and cause of death are detailed. Survival has been determined from Kaplan-Meier curves and 
treatment comparisons made with the log-rank test. Survival by extent of resection is presented. Results: There 
were 655 deaths, 335 for S and 320 for CS. The survival benefit has been maintained with a hazard ratio (HR) of 
0.84 (95% CI, 0.72 to 0.98; P = .03) which in absolute terms is a 5-year survival of 23.0% for CS compared with 
17.1% for S. The treatment effect is consistent in both adenocarcinoma and squamous cell carcinoma. The first 
disease-free survival event was macroscopic residual disease from incomplete resection (R2) or no resection in 
26.4% of the S group versus 14.3% of the CS P < .001. Three-year survival by type of resection was R0 42.4%, R1 was 
18.0%, and R2 was 8.6%. Conclusion: Long-term follow-up confirms that preoperative chemotherapy improves 
survival in operable esophageal cancer and should be considered as a standard of care. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
aged 
article 
*cancer chemotherapy 
cancer mortality 
cancer radiotherapy 
cancer recurrence / co [Complication] 
cause of death 
clinical trial 
continuous infusion 
controlled clinical trial 
controlled study 
disease free survival 
esophageal adenocarcinoma / dt [Drug Therapy] 
*esophageal adenocarcinoma / dt [Drug Therapy] 
*esophageal adenocarcinoma / rt [Radiotherapy] 
*esophageal adenocarcinoma / su [Surgery] 
esophageal squamous cell carcinoma / dt [Drug Therapy] 
*esophageal squamous cell carcinoma / dt [Drug Therapy] 
*esophageal squamous cell carcinoma / rt [Radiotherapy] 
*esophageal squamous cell carcinoma / su [Surgery] 
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esophagus cancer / dt [Drug Therapy] 
*esophagus cancer / dt [Drug Therapy] 
*esophagus cancer / rt [Radiotherapy] 
*esophagus cancer / su [Surgery] 
*esophagus surgery 
female 
hazard ratio 
human 
long term care 
major clinical study 
male 
minimal residual disease 
multiple cycle treatment 
overall survival 
preoperative care 
priority journal 
randomized controlled trial 
repeated drug dose 
surgical technique 
survival rate 
treatment outcome 
cisplatin / cb [Drug Combination] 
cisplatin / dt [Drug Therapy] 
cisplatin / iv [Intravenous Drug Administration] 
fluorouracil / cb [Drug Combination] 
fluorouracil / do [Drug Dose] 
fluorouracil / dt [Drug Therapy] 
fluorouracil / iv [Intravenous Drug Administration] 
 
Drug Index Terms: 
cisplatin / drug combination / drug therapy / intravenous drug administration; fluorouracil / drug combination / 
drug dose / drug therapy / intravenous drug administration 
 
Other Index Terms: 
adult; aged; article; *cancer chemotherapy; cancer mortality; cancer radiotherapy; cancer recurrence / 
complication; cause of death; clinical trial; continuous infusion; controlled clinical trial; controlled study; disease 
free survival; esophageal adenocarcinoma / drug therapy; *esophageal adenocarcinoma / *drug therapy / 
*radiotherapy / *surgery; esophageal squamous cell carcinoma / drug therapy; *esophageal squamous cell 
carcinoma / *drug therapy / *radiotherapy / *surgery; esophagus cancer / drug therapy; *esophagus cancer / 
*drug therapy / *radiotherapy / *surgery; *esophagus surgery; female; hazard ratio; human; long term care; major 
clinical study; male; minimal residual disease; multiple cycle treatment; overall survival; preoperative care; priority 
journal; randomized controlled trial; repeated drug dose; surgical technique; survival rate; treatment outcome 
 
Triple Subheading: 
esophageal adenocarcinoma / drug therapy / cisplatin 
esophageal adenocarcinoma / drug therapy / fluorouracil 
esophageal squamous cell carcinoma / drug therapy / cisplatin 
esophageal squamous cell carcinoma / drug therapy / fluorouracil 
esophagus cancer / drug therapy / cisplatin 
esophagus cancer / drug therapy / fluorouracil 
cisplatin / drug combination / fluorouracil 
cisplatin / drug therapy / esophageal adenocarcinoma 
cisplatin / drug therapy / esophageal squamous cell carcinoma 
cisplatin / drug therapy / esophagus cancer 
fluorouracil / drug combination / cisplatin 
fluorouracil / drug therapy / esophageal adenocarcinoma 
fluorouracil / drug therapy / esophageal squamous cell carcinoma 
fluorouracil / drug therapy / esophagus cancer 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/6 
(0+0+0+0+0+0) 

1/6 
(0+0+0+0+1+0) 

0/6 
(0+0+0+0+0+0) 

0/6 
(0+0+0+0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 24.10.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#31 

Publication title 

Surgical resection with or without preoperative chemotherapy in oesophageal cancer: a randomised controlled 
trial.  

Publication authors 

Medical Research Council Oesophageal Cancer Working Party 

Publication journal and year 

 Lancet 2002;359:1727‐33. 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Quality of life 

Response to chemotherapy 

Tumor recurrence 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Surgical resection with or without preoperative chemotherapy in oesophageal cancer: a randomised controlled 
trial. 

PMID 

12049861 

Abstract and author keywords 

BACKGROUND: 
The outlook for patients with oesophageal cancer undergoing surgical resection with curative intent is poor. We 
aimed to assess the effects of preoperative chemotherapy on survival, dysphagia, and performance status in this 
group of patients. 
 
METHODS: 
802 previously untreated patients with resectable oesophageal cancer of any cell type were randomly allocated 
either two 4-day cycles, 3 weeks apart, of cisplatin 80 mg/m(2) by infusion over 4 h plus fluorouracil 1000 mg/m(2) 
daily by continuous infusion for 4 days followed by surgical resection (CS group, n=400), or resection alone (S group, 
402). Clinicians could choose to give preoperative radiotherapy to all their patients irrespective of randomisation. 
Primary outcome measure was survival time. Analysis was by intention to treat. 
 
FINDINGS: 
No patients dropped out of the study. Resection was microscopically complete in 233 (60%) of 390 assessable CS 
patients and 215 (54%) of 397 S patients (p<0.0001). Postoperative complications were reported in 146 (41%) CS 
and 161 (42%) S patients. Overall survival was better in the CS group (hazard ratio 0.79; 95% CI 0.67-0.93; p=0.004). 
Median survival was 512 days (16.8 months) in the CS group compared with 405 days (13.3 months) in the S group 
(difference 107 days; 95% CI 30-196), and 2-year survival rates were 43% and 34% (difference 9%; 3-14). 
 
INTERPRETATION: 
Two cycles of preoperative cisplatin and fluorouracil improve survival without additional serious adverse events in 
the treatment of patients with resectable oesophageal cancer. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adult 
Aged 
Aged, 80 and over 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Cisplatin/administration & dosage 
Deglutition Disorders/classification 
Deglutition Disorders/etiology* 
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Esophageal Neoplasms/drug therapy 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/surgery* 
Female 
Fluorouracil/administration & dosage 
Humans 
Infusions, Intravenous 
Male 
Middle Aged 
Postoperative Complications* 
Preoperative Care 
Severity of Illness Index 
Survival Analysis 
Substances 
Cisplatin 
Fluorouracil 

 

Embase bibliographic information 

Title  

Surgical resection with or without preoperative chemotherapy in oesophageal cancer: A randomised controlled 
trial. 

Publication accession no. 

34607086 

Abstract and author keywords 

Background: The outlook for patients with oesophageal cancer undergoing surgical resection with curative intent is 
poor. We aimed to assess the effects of preoperative chemotherapy on survival, dysphagia, and performance status 
in this group of patients. Methods: 802 previously untreated patients with resectable oesophageal cancer of any 
cell type were randomly allocated either two 4-day cycles, 3 weeks apart, of cisplatin 80 mg/m2 by infusion over 4 
h plus fluorouracil 1000 mg/m2 daily by continuous infusion for 4 days followed by surgical resection (CS group, 
n=400), or resection alone (S group, 402). Clinicians could choose to give preoperative radiotherapy to all their 
patients irrespective of randomisation. Primary outcome measure was survival time. Analysis was by intention to 
treat. Findings: No patients dropped out of the study. Resection was microscopically complete in 233 (60%) of 390 
assessable CS patients and 215 (54%) of 397 S patients (p<0.0001). Postoperative complications were reported in 
146 (41%) CS and 161 (42%) S patients. Overall survival was better in the CS group (hazard ratio 0.79; 95% CI 0.67-
0.93; p=0.004). Median survival was 512 days (16.8 months) in the CS group compared with 405 days (13.3 months) 
in the S group (difference 107 days; 95% CI 30-196), and 2-year survival rates were 43% and 34% (difference 9%; 3-
14). Interpretation: Two cycles of preoperative cisplatin and fluorouracil improve survival without additional serious 
adverse events in the treatment of patients with resectable oesophageal cancer. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
adult 
aged 
article 
cancer chemotherapy 
cancer radiotherapy 
cancer surgery 
cancer survival 
clinical trial 
controlled clinical trial 
controlled study 
dysphagia 
*esophagus carcinoma / dt [Drug Therapy] 
*esophagus carcinoma / rt [Radiotherapy] 
*esophagus carcinoma / su [Surgery] 
female 
human 
major clinical study 
male 
postoperative complication / co [Complication] 
priority journal 
randomized controlled trial 
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survival rate 
treatment outcome 
cisplatin / ct [Clinical Trial] 
cisplatin / cb [Drug Combination] 
cisplatin / dt [Drug Therapy] 
cisplatin / iv [Intravenous Drug Administration] 
cisplatin / pd [Pharmacology] 
fluorouracil / ct [Clinical Trial] 
fluorouracil / cb [Drug Combination] 
fluorouracil / dt [Drug Therapy] 
fluorouracil / iv [Intravenous Drug Administration] 
fluorouracil / pd [Pharmacology] 
 
Drug Index Terms: 
cisplatin / clinical trial / drug combination / drug therapy / intravenous drug administration / pharmacology; 
fluorouracil / clinical trial / drug combination / drug therapy / intravenous drug administration / pharmacology 
 
Other Index Terms: 
adult; aged; article; cancer chemotherapy; cancer radiotherapy; cancer surgery; cancer survival; clinical trial; 
controlled clinical trial; controlled study; dysphagia; *esophagus carcinoma / *drug therapy / *radiotherapy / 
*surgery; female; human; major clinical study; male; postoperative complication / complication; priority journal; 
randomized controlled trial; survival rate; treatment outcome 

World Journal of Surgery 1992;16(6):1104‐9. 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 0/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

 0/2 
(0+0) 

 0/2 
(0+0) 

 0/2 
(0+0) 

 0/2 
(0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 07.11.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#32 

Publication title 

Pre‐operative radiotherapy prolongs survival in operable esophageal carcinoma: a randomized, multicenter study 
of pre‐operative radiotherapy and chemotherapy. The second Scandinavian trial in esophageal cancer.  

Publication authors 

Nygaard K, Hagen S, Hansen HS, Hatlevoll R, Hultborn R, Jakobsen A, et al.  

Publication journal and year 

World Journal of Surgery 1992;16(6):1104‐9. 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Pre-operative radiotherapy prolongs survival in operable esophageal carcinoma: a randomized, multicenter study 
of pre-operative radiotherapy and chemotherapy. The second Scandinavian trial in esophageal cancer. 

PMID 

455880 

Abstract and author keywords 

In a prospective multicenter study, 186 patients with squamous cell esophageal carcinoma, who after evaluation 
were considered suitable for surgery, were randomized to 4 treatment groups: Group 1, surgery alone; Group 2, 
pre-operative chemotherapy (cisplatin and bleomycin) and surgery; Group 3, pre-operative irradiation (35 Gy) and 
surgery; Group 4, pre-operative chemotherapy, radiotherapy, and surgery. Three-year survival was significantly 
higher in the pooled groups receiving radiotherapy as compared with the pooled groups not receiving radiotherapy. 
Comparison of the groups having pre-operative chemotherapy with those not having chemotherapy showed no 
significant difference in survival. Female patients had a significantly better survival than males. The results indicate 
that pre-operative irradiation had a beneficial effect on intermediate term survival, whereas the chemotherapy 
regime used did not influence survival. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
 
MeSH terms 
Adult 
Aged 
Antineoplastic Agents/therapeutic use* 
Carcinoma, Squamous Cell/mortality* 
Carcinoma, Squamous Cell/radiotherapy* 
Carcinoma, Squamous Cell/surgery 
Chemotherapy, Adjuvant 
Combined Modality Therapy 
Esophageal Neoplasms/mortality* 
Esophageal Neoplasms/radiotherapy* 
Esophageal Neoplasms/surgery 
Esophagus/surgery* 
Female 
Humans 
Male 
Middle Aged 
Preoperative Care 
Prospective Studies 
Radiotherapy Dosage 
Scandinavian and Nordic Countries/epidemiology 
Survival Rate 
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Substance 
Antineoplastic Agents 

 

Embase bibliographic information 

 

 

  

Title  

Pre-operative radiotherapy prolongs survival in operable esophageal carcinoma: A randomized, multicenter study 
of pre-operative radiotherapy and chemotherapy. The second Scandinavian trial in esophageal cancer. 

Publication accession no. 

23065529 / Embase accession no. 1993065529 

Abstract and author keywords 

Ikke tilgængeligt 

Subject headings, drug index terms & other index terms 

Subject Headings:  
 
adult 
aged 
article 
cancer combination chemotherapy 
*cancer radiotherapy 
cancer surgery 
*cancer survival 
*esophagus carcinoma / dt [Drug Therapy] 
*esophagus carcinoma / rt [Radiotherapy] 
*esophagus carcinoma / su [Surgery] 
female 
histopathology 
human 
male 
*preoperative treatment 
squamous cell carcinoma 
*bleomycin / cb [Drug Combination] 
*bleomycin / dt [Drug Therapy] 
*cisplatin / cb [Drug Combination] 
*cisplatin / dt [Drug Therapy] 
 
Drug Index Terms: 
*bleomycin / *drug combination / *drug therapy; *cisplatin / *drug combination / *drug therapy 
 
Other Index Terms: 
adult; aged; article; cancer combination chemotherapy; *cancer radiotherapy; cancer surgery; *cancer survival; 
*esophagus carcinoma / *drug therapy / *radiotherapy / *surgery; female; histopathology; human; male; 
*preoperative treatment; squamous cell carcinoma 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 1/2 
 

2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

2/3 
(1+1+0) 

0/3 
(0+0+0) 

2/3 
(1+1+0) 

0/3 
(0+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.11.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#33 

Publication title 

Randomized trial of preoperative chemotherapy for squamous cell cancer of the esophagus. 

Publication authors 

Schlag PM.  

Publication journal and year 

Archives of Surgery1992;127(12):1446‐50. 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Response to chemotherapy 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

Randomized trial of preoperative chemotherapy for squamous cell cancer of the esophagus. The Chirurgische 
Arbeitsgemeinschaft Fuer Onkologie der Deutschen Gesellschaft Fuer Chirurgie Study Group. 

PMID 

1365692 

Abstract and author keywords 

Of 77 patients with potentially resectable squamous cell carcinoma of the esophagus who were asked to participate 
in a phase III trial of treatment with either immediate surgery (n = 24) or surgery plus preoperative chemotherapy 
(n = 22), only 46 agreed to randomization. A priori, 13 patients chose chemotherapy before surgery and 18 patients 
chose surgery only. The complete chemotherapy program consisted of three cycles with fluorouracil, 1 g/m2 per 
day for 5 days, and cisplatin, 20 mg/m2 per day for 5 days. The response rate to chemotherapy was 50% (17 of 34 
patients). Side effects of therapy were higher than expected based on results of previous phase II studies. Two 
drug-related deaths were observed. The resectability rate for patients in the surgery only group was 79% (33 of 42 
patients) compared with 70% (19 of 27 patients) for patients receiving chemotherapy. The postoperative rates of 
septic complications (41% [11 of 27 patients] vs 26% [11 of 42 patients]) and respiratory disorders (48% [13 of 27 
patients] vs 31% [13 of 42 patients]) were higher for patients with preoperative chemotherapy than for those 
treated with surgery only. Surgery-related mortality was increased in the chemotherapy group (19% [five of 27 
patients]) compared with the surgery only group (10% [four of 42 patients]). Patients responding to preoperative 
chemotherapy had prolonged survival (median, 13 months) compared with nonresponders (median, 5 months), but 
the median survival for the chemotherapy group and the surgery only group was identical (10 months). We 
conclude that the preoperative chemotherapy regime used in this multi-institutional trial neither influences 
resectability nor increases the overall survival of patients with localized esophageal cancer. However, preoperative 
chemotherapy is associated with considerable side effects and a high postoperative mortality rate. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Clinical Trial, Phase III 
Multicenter Study 
Randomized Controlled Trial 
MeSH terms 
Antineoplastic Combined Chemotherapy Protocols/adverse effects 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Carcinoma, Squamous Cell/mortality 
Carcinoma, Squamous Cell/secondary 
Carcinoma, Squamous Cell/therapy* 
Cisplatin/administration & dosage 
Combined Modality Therapy 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/therapy* 
Female 
Fluorouracil/administration & dosage 
Follow-Up Studies 
Humans 
Male 
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Middle Aged 
Preoperative Care 
Remission Induction 
Survival Analysis 
Treatment Outcome 
Substances 
Cisplatin 
Fluorouracil 

Embase bibliographic information 

Title  

Randomized trial of preoperative chemotherapy for squamous cell cancer of the esophagus. 

Publication accession no. 

22367415 / Embase accession no. 1992367433 

Abstract and author keywords 

Of 77 patients with potentially resectable squamous cell carcinoma of the esophagus who were asked to participate 
in a phase III trial of treatment with either immediate surgery (n=24) or surgery plus preoperative chemotherapy 
(n=22), only 46 agreed to randomization. A priori, 13 patients chose chemotherapy before surgery and 18 patients 
chose surgery only. The complete chemotherapy program consisted of three cycles with fluorouracil, 1 g/m2 per 
day for 5 days, and cisplatin, 20 mg/m2 per day for 5 days. The response rate to chemotherapy was 50% (17 of 34 
patients). Side effects of therapy were higher than expected based on results of previous phase II studies. Two 
drug-related deaths were observed. The resectability rate for patients in the surgery only group was 79% (33 of 42 
patients) compared with 70% (19 of 27 patients) for patients receiving chemotherapy. The postoperative rates of 
septic complications (41% [11 of 27 patients] vs 26% [11 of 42 patients]) and respiratory disorders (48% [13 of 27 
patients] vs 31% [13 of 42 patients]) were higher for patients with preoperative chemotherapy than for those 
treated with surgery only. Surgery-related mortality was increased in the chemotherapy group (19% [five of 27 
patients]) compared with the surgery only group (10% [four of 42 patients]). Patients responding to preoperative 
chemotherapy had prolonged survival (median, 13 months) compared with nonresponders (median, 5 months), but 
the median survival for the chemotherapy group and the surgery only group was identical (10 months). We 
conclude that the preoperative chemotherapy regime used in this multiinstitutional trial neither influences 
resectability nor increases the overall survival of patients with localized esophageal cancer. However, preoperative 
chemotherapy is associated with considerable side effects and a high postoperative mortality rate. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
alopecia / si [Side Effect] 
bone marrow toxicity / si [Side Effect] 
cancer adjuvant therapy 
cancer survival 
clinical article 
clinical trial 
conference paper 
controlled study 
*esophagus carcinoma / di [Diagnosis] 
*esophagus carcinoma / dt [Drug Therapy] 
*esophagus carcinoma / su [Surgery] 
female 
human 
intravenous drug administration 
male 
nephrotoxicity / si [Side Effect] 
preoperative treatment 
priority journal 
randomized controlled trial 
*squamous cell carcinoma / di [Diagnosis] 
*squamous cell carcinoma / dt [Drug Therapy] 
*squamous cell carcinoma / su [Surgery] 
surgical mortality 
survival time 
*cisplatin / ae [Adverse Drug Reaction] 
*cisplatin / cb [Drug Combination] 
*cisplatin / dt [Drug Therapy] 
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*cisplatin / pd [Pharmacology] 
*fluorouracil / ae [Adverse Drug Reaction] 
*fluorouracil / cb [Drug Combination] 
*fluorouracil / dt [Drug Therapy] 
*fluorouracil / pd [Pharmacology] 
furosemide / cb [Drug Combination] 
furosemide / dt [Drug Therapy] 
 
Drug Index Terms:  
*cisplatin / *adverse drug reaction / *drug combination / *drug therapy / *pharmacology; *fluorouracil / *adverse 
drug reaction / *drug combination / *drug therapy / *pharmacology; furosemide / drug combination / drug therapy 
 
Other Index Terms:  
adult; alopecia / side effect; bone marrow toxicity / side effect; cancer adjuvant therapy; cancer survival; clinical 
article; clinical trial; conference paper; controlled study; *esophagus carcinoma / *diagnosis / *drug therapy / 
*surgery; female; human; intravenous drug administration; male; nephrotoxicity / side effect; preoperative 
treatment; priority journal; randomized controlled trial; *squamous cell carcinoma / *diagnosis / *drug therapy / 
*surgery; surgical mortality; survival time 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

0/2 
(0+0) 

0/2 
(0+0) 

0/2 
(0+0) 

0/2 
(0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.11.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#34 

Publication title 

A randomized clinical study of preoperative chemotherapy for esophageal carcinoma. 

Publication authors 

Wang C, Ding T, Chang L.  

Publication journal and year 

Zhonghua Zhong Liu Za Zhi 2001;23(3):254‐5.  
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Survival 

Rate of resection 

Treatment morbidity and mortality 
 

 

PubMed bibliographic information 

Title 

[A randomized clinical study of preoperative chemotherapy for esophageal carcinoma]. 

PMID 

11783101 

Abstract and author keywords 

OBJECTIVE: 
To evaluate the effect of preoperative chemotherapy on the prognosis of stage II or III patients with esophageal 
carcinoma. 
 
METHODS: 
From February 1991 to June 1994, 50 patients with stage II, III esophageal carcinoma were treated with 
preoperative combination (CDDP) chemotherapy and compared with 50 patients received operation alone. 
 
RESULTS: 
The 5-year survival rate of the operation group and preoperative chemotherapy group was 32% and 46%, 
respectively. The difference was statistically significant. 
 
CONCLUSION: 
Preoperative chemotherapy improves survival of surgically treated esophageal cancer patients. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
English Abstract 
Randomized Controlled Trial 
 
MeSH terms 
Aged 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Chemotherapy, Adjuvant 
Combined Modality Therapy 
Esophageal Neoplasms/drug therapy* 
Esophageal Neoplasms/mortality 
Esophageal Neoplasms/surgery 
Female 
Humans 
Male 
Middle Aged 
Preoperative Care 
Prognosis 
Survival Rate 
Treatment Outcome 
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Embase bibliographic information 

 

 

  

Title  

A randomized clinical study of preoperative chemotherapy for esophageal carcinoma. 

Publication accession no. 

35566364 

Abstract and author keywords 

OBJECTIVE: To evaluate the effect of preoperative chemotherapy on the prognosis of stage II or III patients with 
esophageal carcinoma. 
METHOD(S): From February 1991 to June 1994, 50 patients with stage II, III esophageal carcinoma were treated 
with preoperative combination (CDDP) chemotherapy and compared with 50 patients received operation alone. 
RESULT(S): The 5-year survival rate of the operation group and preoperative chemotherapy group was 32% and 
46%, respectively. The difference was statistically significant. 
CONCLUSION(S): Preoperative chemotherapy improves survival of surgically treated esophageal cancer patients. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adjuvant chemotherapy 
aged 
article 
clinical trial 
comparative study 
controlled clinical trial 
controlled study 
*esophagus tumor / dt [Drug Therapy] 
*esophagus tumor / su [Surgery] 
female 
human 
male 
middle aged 
mortality 
multimodality cancer therapy 
preoperative care 
prognosis 
randomized controlled trial 
survival rate 
treatment outcome 
*antineoplastic agent / dt [Drug Therapy] 
 
Drug Index Terms: 
*antineoplastic agent / *drug therapy 
 
Other Index Terms: 
adjuvant chemotherapy; aged; article; clinical trial; comparative study; controlled clinical trial; controlled study; 
*esophagus tumor / *drug therapy / *surgery; female; human; male; middle aged; mortality; multimodality cancer 
therapy; preoperative care; prognosis; randomized controlled trial; survival rate; treatment outcome 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#33 

Cochrane review title Preoperative chemotherapy for resectable thoracic esophageal cancer 

Cochrane PMID 25988291 Cochrane accession no. 620561067 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

2/2 2/2 2/2 2/2 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

1/2 
(1+0) 

0/2 
(0+0) 

1/2 
(1+0) 

0/2 
(0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 7.11.2919 Date (validation) 10.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Participants consisted of patients with localized potentially resectable thoracic 
esophageal carcinoma. Trials involving patients with carcinoma of the cervical esophagus 
were excluded. 

I: intervention (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. For the chemotherapy arm, we recorded drugs used, dosages, 
and routes of administration. For each study, we documented the type of 
esophagectomy performed (transhiatal or transthoracic), the number of lymph nodes 
removed, and the replacement organs (stomach or colon). 

Publication nr. 
  

#35 

Publication title 

Perioperative chemotherapy compared with surgery alone for resectable gastroesophageal adenocarcinoma: an 
FNCLCC and FFCD multicenter phase III trial. 

Publication authors 

Ychou M, Boige V, Pignon JP, Conroy T, Bouche O, Lebreton G, et al. 

Publication journal and year 

Journal of Clinical Oncology2011;29(13):1715‐21. 
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C: comparison (s) We included trials that compared chemotherapy before surgery (esophagectomy) versus 
surgical resection alone. 

O: outcome (s) 
OBS: se “Characteristics of 
studies” i Cochrane 
reviewet – her er for hvert 
studie (publikation) angivet 
hvilke outcomes der var 
med i pågældende studie. 

The primary outcome was overall survival 
after randomization 

Secondary outcomes of interest included 
- rates of resection 
- response to chemotherapy  
- rates of local and distant recurrence 
- quality of life 
- preoperative mortality 
- treatment morbidity and mortality. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Primary: overall survival 

Secondary: disease‐free survival (DFS), R0 resection rate, and safety 
 

 

PubMed bibliographic information 

Title 

Perioperative chemotherapy compared with surgery alone for resectable gastroesophageal adenocarcinoma: an 
FNCLCC and FFCD multicenter phase III trial. 

PMID 

21444866 

Abstract and author keywords 

PURPOSE: 
After curative resection, the prognosis of gastroesophageal adenocarcinoma is poor. This phase III trial was 
designed to evaluate the benefit in overall survival (OS) of perioperative fluorouracil plus cisplatin in resectable 
gastroesophageal adenocarcinoma. 
 
PATIENTS AND METHODS: 
Overall, 224 patients with resectable adenocarcinoma of the lower esophagus, gastroesophageal junction (GEJ), or 
stomach were randomly assigned to either perioperative chemotherapy and surgery (CS group; n = 113) or surgery 
alone (S group; n = 111). Chemotherapy consisted of two or three preoperative cycles of intravenous cisplatin (100 
mg/m(2)) on day 1, and a continuous intravenous infusion of fluorouracil (800 mg/m(2)/d) for 5 consecutive days 
(days 1 to 5) every 28 days and three or four postoperative cycles of the same regimen. The primary end point was 
OS. 
 
RESULTS: 
Compared with the S group, the CS group had a better OS (5-year rate 38% v 24%; hazard ratio [HR] for death: 0.69; 
95% CI, 0.50 to 0.95; P = .02); and a better disease-free survival (5-year rate: 34% v 19%; HR, 0.65; 95% CI, 0.48 to 
0.89; P = .003). In the multivariable analysis, the favorable prognostic factors for survival were perioperative 
chemotherapy (P = .01) and stomach tumor localization (P < .01). Perioperative chemotherapy significantly 
improved the curative resection rate (84% v 73%; P = .04). Grade 3 to 4 toxicity occurred in 38% of CS patients 
(mainly neutropenia) but postoperative morbidity was similar in the two groups. 
 
CONCLUSION: 
In patients with resectable adenocarcinoma of the lower esophagus, GEJ, or stomach, perioperative chemotherapy 
using fluorouracil plus cisplatin significantly increased the curative resection rate, disease-free survival, and OS. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial, Phase III 
Multicenter Study 
Randomized Controlled Trial 
 
MeSH terms 
Adult 
Aged 
Antineoplastic Combined Chemotherapy Protocols/therapeutic use* 
Chemotherapy, Adjuvant 
Cisplatin/administration & dosage 
Combined Modality Therapy 
Disease-Free Survival 
Drug Administration Schedule 
Esophageal Neoplasms/drug therapy* 
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Esophageal Neoplasms/mortality 
Esophageal Neoplasms/surgery 
Esophagogastric Junction* 
Female 
Fluorouracil/administration & dosage 
Humans 
Male 
Middle Aged 
Perioperative Period 
Stomach Neoplasms/drug therapy* 
Stomach Neoplasms/mortality 
Stomach Neoplasms/surgery* 
 
Substances 
Cisplatin 
Fluorouracil 

Embase bibliographic information 

Title  

Perioperative chemotherapy compared with surgery alone for resectable gastroesophageal adenocarcinoma: An 
FNCLCC and FFCD multicenter phase III trial. 

Publication accession no. 

361693485 / Embase accession no. 2011241980 

Abstract and author keywords 

Purpose: After curative resection, the prognosis of gastroesophageal adenocarcinoma is poor. This phase III trial 
was designed to evaluate the benefit in overall survival (OS) of perioperative fluorouracil plus cisplatin in resectable 
gastroesophageal adenocarcinoma. 
Patients and Methods: Overall, 224 patients with resectable adenocarcinoma of the lower esophagus, 
gastroesophageal junction (GEJ), or stomach were randomly assigned to either perioperative chemotherapy and 
surgery (CS group; n = 113) or surgery alone (S group; n = 111). Chemotherapy consisted of two or three 
preoperative cycles of intravenous cisplatin (100 mg/m2) on day 1, and a continuous intravenous infusion of 
fluorouracil (800 mg/m2/d) for 5 consecutive days (days 1 to 5) every 28 days and three or four postoperative 
cycles of the same regimen. The primary end point was OS. 
Result(s): Compared with the S group, the CS group had a better OS (5-year rate 38% v 24%; hazard ratio [HR] for 
death: 0.69; 95% CI, 0.50 to 0.95; P = .02); and a better disease-free survival (5-year rate: 34% v 19%; HR, 0.65; 95% 
CI, 0.48 to 0.89; P = .003). In the multivariable analysis, the favorable prognostic factors for survival were 
perioperative chemotherapy (P = .01) and stomach tumor localization (P < .01). Perioperative chemotherapy 
significantly improved the curative resection rate (84% v 73%; P = .04). Grade 3 to 4 toxicity occurred in 38% of CS 
patients (mainly neutropenia) but postoperative morbidity was similar in the two groups. 
Conclusion(s): In patients with resectable adenocarcinoma of the lower esophagus, GEJ, or stomach, perioperative 
chemotherapy using fluorouracil plus cisplatin significantly increased the curative resection rate, disease-free 
survival, and OS. © 2011 by American Society of Clinical Oncology. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
aged 
article 
*cancer combination chemotherapy 
cancer surgery 
cancer survival 
cardiotoxicity / si [Side Effect] 
continuous infusion 
controlled study 
diarrhea / si [Side Effect] 
disease free survival 
drug dose reduction 
drug efficacy 
drug safety 
drug withdrawal 
*esophagus carcinoma / dt [Drug Therapy] 
*esophagus carcinoma / su [Surgery] 
esophagus carcinoma / dt [Drug Therapy] 
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*esophagus resection 
female 
fever / si [Side Effect] 
*gastrectomy 
gastroesophageal adenocarcinoma / dt [Drug Therapy] 
hazard ratio 
human 
leukopenia / si [Side Effect] 
lower esophagus sphincter 
lymph node metastasis 
lymphadenectomy 
major clinical study 
male 
morbidity 
mucosa inflammation / si [Side Effect] 
multicenter study 
multiple cycle treatment 
nausea and vomiting / si [Side Effect] 
nephrotoxicity / si [Side Effect] 
neurotoxicity / si [Side Effect] 
neutropenia / si [Side Effect] 
ototoxicity / si [Side Effect] 
overall survival 
perioperative period 
phase 3 clinical trial 
postoperative complication / co [Complication] 
postoperative period 
preoperative period 
priority journal 
prognosis 
randomized controlled trial 
stomach 
*stomach adenocarcinoma / dt [Drug Therapy] 
*stomach adenocarcinoma / su [Surgery] 
stomach adenocarcinoma / dt [Drug Therapy] 
thrombocytopenia / si [Side Effect] 
*total stomach resection 
treatment duration 
treatment outcome 
tumor localization 
*antineoplastic agent / dt [Drug Therapy] 
cisplatin / ae [Adverse Drug Reaction] 
cisplatin / ct [Clinical Trial] 
cisplatin / cb [Drug Combination] 
cisplatin / dt [Drug Therapy] 
cisplatin / iv [Intravenous Drug Administration] 
fluorouracil / ae [Adverse Drug Reaction] 
fluorouracil / ct [Clinical Trial] 
fluorouracil / cb [Drug Combination] 
fluorouracil / do [Drug Dose] 
fluorouracil / dt [Drug Therapy] 
fluorouracil / iv [Intravenous Drug Administration] 
*extended gastrectomy 
*gastroesophageal adenocarcinoma / dt [Drug Therapy] 
*gastroesophageal adenocarcinoma / su [Surgery] 
*transhiatal esophagectomy 
*transthoracic esophagectomy 
 
Candidate Terms:  
*extended gastrectomy [other term]; *gastroesophageal adenocarcinoma / *drug therapy / *surgery [other term]; 
*transhiatal esophagectomy [other term]; *transthoracic esophagectomy [other term] 
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Drug Index Terms: 
*antineoplastic agent / *drug therapy; cisplatin / adverse drug reaction / clinical trial / drug combination / drug 
therapy / intravenous drug administration; fluorouracil / adverse drug reaction / clinical trial / drug combination / 
drug dose / drug therapy / intravenous drug administration 
 
Other Index Terms: 
adult; aged; article; *cancer combination chemotherapy; cancer surgery; cancer survival; cardiotoxicity / side 
effect; continuous infusion; controlled study; diarrhea / side effect; disease free survival; drug dose reduction; drug 
efficacy; drug safety; drug withdrawal; *esophagus carcinoma / *drug therapy / *surgery; esophagus carcinoma / 
drug therapy; *esophagus resection; female; fever / side effect; *gastrectomy; gastroesophageal adenocarcinoma / 
drug therapy; hazard ratio; human; leukopenia / side effect; lower esophagus sphincter; lymph node metastasis; 
lymphadenectomy; major clinical study; male; morbidity; mucosa inflammation / side effect; multicenter study; 
multiple cycle treatment; nausea and vomiting / side effect; nephrotoxicity / side effect; neurotoxicity / side effect; 
neutropenia / side effect; ototoxicity / side effect; overall survival; perioperative period; phase 3 clinical trial; 
postoperative complication / complication; postoperative period; preoperative period; priority journal; prognosis; 
randomized controlled trial; stomach; *stomach adenocarcinoma / *drug therapy / *surgery; stomach 
adenocarcinoma / drug therapy; thrombocytopenia / side effect; *total stomach resection; treatment duration; 
treatment outcome; tumor localization 
 
Triple Subheading:  
cardiotoxicity / side effect / cisplatin 
cardiotoxicity / side effect / fluorouracil 
diarrhea / side effect / cisplatin 
diarrhea / side effect / fluorouracil 
esophagus carcinoma / drug therapy / antineoplastic agent 
esophagus carcinoma / drug therapy / cisplatin 
esophagus carcinoma / drug therapy / fluorouracil 
fever / side effect / cisplatin 
fever / side effect / fluorouracil 
gastroesophageal adenocarcinoma / drug therapy / antineoplastic agent 
gastroesophageal adenocarcinoma / drug therapy / cisplatin 
gastroesophageal adenocarcinoma / drug therapy / fluorouracil 
leukopenia / side effect / cisplatin 
leukopenia / side effect / fluorouracil 
mucosa inflammation / side effect / cisplatin 
mucosa inflammation / side effect / fluorouracil 
nausea and vomiting / side effect / cisplatin 
nausea and vomiting / side effect / fluorouracil 
nephrotoxicity / side effect / cisplatin 
nephrotoxicity / side effect / fluorouracil 
neurotoxicity / side effect / cisplatin 
neurotoxicity / side effect / fluorouracil 
neutropenia / side effect / cisplatin 
neutropenia / side effect / fluorouracil 
ototoxicity / side effect / cisplatin 
ototoxicity / side effect / fluorouracil 
stomach adenocarcinoma / drug therapy / antineoplastic agent 
stomach adenocarcinoma / drug therapy / cisplatin 
stomach adenocarcinoma / drug therapy / fluorouracil 
thrombocytopenia / side effect / cisplatin 
thrombocytopenia / side effect / fluorouracil 
antineoplastic agent / drug therapy / esophagus carcinoma 
antineoplastic agent / drug therapy / gastroesophageal adenocarcinoma 
antineoplastic agent / drug therapy / stomach adenocarcinoma 
cisplatin / adverse drug reaction / cardiotoxicity 
cisplatin / adverse drug reaction / diarrhea 
cisplatin / adverse drug reaction / fever 
cisplatin / adverse drug reaction / leukopenia 
cisplatin / adverse drug reaction / mucosa inflammation 
cisplatin / adverse drug reaction / nausea and vomiting 
cisplatin / adverse drug reaction / nephrotoxicity 
cisplatin / adverse drug reaction / neurotoxicity 
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cisplatin / adverse drug reaction / neutropenia 
cisplatin / adverse drug reaction / ototoxicity 
cisplatin / adverse drug reaction / thrombocytopenia 
cisplatin / drug combination / fluorouracil 
cisplatin / drug therapy / esophagus carcinoma 
cisplatin / drug therapy / gastroesophageal adenocarcinoma 
cisplatin / drug therapy / stomach adenocarcinoma 
fluorouracil / adverse drug reaction / cardiotoxicity 
fluorouracil / adverse drug reaction / diarrhea 
fluorouracil / adverse drug reaction / fever 
fluorouracil / adverse drug reaction / leukopenia 
fluorouracil / adverse drug reaction / mucosa inflammation 
fluorouracil / adverse drug reaction / nausea and vomiting 
fluorouracil / adverse drug reaction / nephrotoxicity 
fluorouracil / adverse drug reaction / neurotoxicity 
fluorouracil / adverse drug reaction / neutropenia 
fluorouracil / adverse drug reaction / ototoxicity 
fluorouracil / adverse drug reaction / thrombocytopenia 
fluorouracil / drug combination / cisplatin 
fluorouracil / drug therapy / esophagus carcinoma 
fluorouracil / drug therapy / gastroesophageal adenocarcinoma 
fluorouracil / drug therapy / stomach adenocarcinoma 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

0/1 1/1 0/1 0/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 21.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 

Publication nr. 
  

#36 

Publication title 

Omeprazole v ranitidine for prevention of relapse in reflux oesophagitis. A controlled double blind trial of their 
efficacy and safety. 

Publication authors 

Dent J, Yeomans ND, Mackinnon M, Reed W, Narielvala FM, Hetzel DJ, et al.  

Publication journal and year 

Gut 1994;35(5):590‐8. 
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1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Presence and grading of corpus atrophic gastritis before and after  

12 months' eminence therapy 

Number of participants with increased simple/linear/micronodular  

hyperplasia after 12 months' maintenance therapy 

Number of participants with dysplasia after 12 months' maintenance therapy 
 

 

PubMed bibliographic information 

Title 

Omeprazole v ranitidine for prevention of relapse in reflux oesophagitis. A controlled double blind trial of their 
efficacy and safety 

PMID 

8200548 

Abstract and author keywords 

The aim of this study was to compare recurrence rates of reflux oesophagitis (after endoscopic healing with 
omeprazole) over a 12 month period of randomised, double blind, maintenance treatment with either daily 
omeprazole (20 mg every morning; n = 53), weekend omeprazole (20 mg on three consecutive days a week, n = 55) 
or daily ranitidine (150 mg twice daily, n = 51). Patients were assessed for relapse by endoscopy (with gastric 
biopsy) at six and 12 months, or in the event of symptomatic recurrence, and serum gastrin was monitored. At 12 
months, the estimated proportions of patients in remission (actuarial life table method) were 89% when receiving 
daily omeprazole compared with 32% when receiving weekend omeprazole (difference 57%, p < 0.001, 95% 
confidence intervals: 42% to 71%) and 25% when receiving daily ranitidine (difference 64%, p < 0.001, 95% 
confidence intervals: 50% to 78%). Median gastrin concentrations increased slightly during the healing phase, but 
remained within the normal range and did not change during maintenance treatment. No significant pathological 
findings were noted, and no adverse events were attributable to the study treatments. In conclusion, for patients 
who respond favourably to acute treatment with omeprazole 20 mg every morning, the drug is a safe and highly 
effective maintenance treatment for preventing relapse of reflux oesophagitis and its associated symptoms over 12 
months. By contrast, weekend omeprazole and daily ranitidine were ineffective. 

Publication types, MeSH terms, Substances 

Publication types 
 
Clinical Trial 
Comparative Study 
Randomized Controlled Trial 
 
MeSH terms 
Adolescent 
Adult 
Aged 
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Aged, 80 and over 
Double-Blind Method 
Esophagitis, Peptic/pathology 
Esophagitis, Peptic/prevention & control* 
Esophagoscopy 
Esophagus/pathology 
Female 
Humans 
Hyperplasia 
Male 
Middle Aged 
Omeprazole/therapeutic use* 
Ranitidine/therapeutic use* 
Recurrence 
Time Factors 
Substances 
Ranitidine 
Omeprazole 

 

Embase bibliographic information 

Title  

Omeprazole v ranitidine for prevention of relapse in reflux oesophagitis. A controlled double blind trial of their 
efficacy and safety. 

Publication accession no. 

24163780 / Embase accession no.  1994162769 

Abstract and author keywords 

The aim of this study was to compare recurrence rates of reflux oesophagitis (after endoscopic healing with 
omeprazole) over a 12 month period of randomised, double blind, maintenance treatment with either daily 
omeprazole (20 mg every morning; n=53), weekend omeprazole (20 mg on three consecutive days a week, n= 55) 
or daily ranitidine (150 mg twice daily, n=51). Patients were assessed for relapse by endoscopy (with gastric biopsy) 
at six and 12 months, or in the event of symptomatic recurrence, and serum gastrin was monitored. At 12 months, 
the estimated proportions of patients in remission (actuarial life table method) were 89% when receiving daily 
omeprazole compared with 32% when receiving weekend omeprazole (difference 57%, p<0.001, 95% confidence 
intervals: 42% to 71%) and 25% when receiving daily ranitidine (difference 64%, p<0.001, 95% confidence intervals: 
50% to 78%). Median gastrin concentrations increased slightly during the healing phase, but remained within the 
normal range and did not change during maintenance treatment. No significant pathological findings were noted, 
and no adverse events were attributable to the study treatments. In conclusion, for patients who respond 
favourably to acute treatment with omeprazole 20 mg every morning, the drug is a safe and highly effective 
maintenance treatment for preventing relapse of reflux oesophagitis and its associated symptoms over 12 months. 
By contrast, weekend omeprazole and daily ranitidine were ineffective. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
aged 
article 
clinical trial 
controlled clinical trial 
controlled study 
double blind procedure 
female 
human 
major clinical study 
male 
oral drug administration 
priority journal 
randomized controlled trial 
*reflux esophagitis / dt [Drug Therapy] 
*omeprazole / ct [Clinical Trial] 
*omeprazole / cm [Drug Comparison] 
*omeprazole / dt [Drug Therapy] 
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*ranitidine / ct [Clinical Trial] 
*ranitidine / cm [Drug Comparison] 
*ranitidine / dt [Drug Therapy] 
 
Drug Index Terms: 
*omeprazole / *clinical trial / *drug comparison / *drug therapy; *ranitidine / *clinical trial / *drug comparison / 
*drug therapy 
Other Index Terms: 
adult; aged; article; clinical trial; controlled clinical trial; controlled study; double blind procedure; female; human; 
major clinical study; male; oral drug administration; priority journal; randomized controlled trial; *reflux esophagitis 
/ *drug therapy 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 0/1 1/1 1/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 21.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / 
population  

Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A valid 
control group included one of the following subset of participants: 

Publication nr. 
  

#37 

Publication title 

Gastric exocrine and endocrine cell morphology under prolonged acid inhibition therapy: results of a 5‐year follow‐
up in the LOTUS trial.  

Publication authors 

Fiocca R, Mastracci L, Attwood SE, Ell C, Galmiche JP, Hatlebakk J, et al. 

Publication journal and year 

Alimentary Pharmacology and Therapeutics2012;36(10):959‐71. 
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1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se 
“Characteristics of 
studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der 
var med i 
pågældende studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, intestinal 
metaplasia, ECL cell hyperplasia, and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria (e.g. 
(updated) Sydney system for gastritis (Dixon 
1996; Price 1991), and the system described by 
Solcia 1988 for ECL cell hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Overall prevalence of atrophy at each time point (antrum/corpus), based on  

the status of H. pylori infection 

Overall prevalence of intestinal metaplasia at each time  

point (antrum/corpus), based on the status of H. pylori infection 

Overall prevalence of ECL cell hyperplasia (diffuse/liner/micronodular)  

at each time point 
 

 

PubMed bibliographic information 

Title 

Gastric exocrine and endocrine cell morphology under prolonged acid inhibition therapy: results of a 5-year follow-
up in the LOTUS trial. 

PMID 

22998687 

Abstract and author keywords 

BACKGROUND: 
Sustained acid inhibition with PPI stimulates gastrin secretion, exerting a proliferative drive on enterochromaffin-
like cells (ECL cells) of the oxyntic mucosa. It may also accelerate development of gastric gland atrophy in 
Helicobacter pylori-infected individuals. 
 
AIMS: 
To evaluate gastric exocrine and endocrine cell changes in GERD patients randomised to laparoscopic antireflux 
surgery (LARS, n = 288) or long-term (5 years) esomeprazole (ESO) treatment (n = 266). 
 
METHODS: 
Antral and corpus biopsies were taken at endoscopy and serum gastrin and chromogranin A levels were assayed, at 
baseline and after 1, 3 and 5 years' therapy. 
 
RESULTS: 
Biopsies were available at each time point for 158 LARS patients and 180 ESO patients. In H. pylori-infected 
subjects, antral mucosal inflammation and activity improved significantly (P < 0.001) and stabilised after 3 years on 
esomeprazole while no change in inflammation was observed after LARS. Oxyntic mucosal inflammation and 
activity remained stable on esomeprazole but decreased slightly over time after LARS. Neither intestinal metaplasia 
nor atrophy developed in the oxyntic mucosa. ECL cell density increased significantly after ESO (P < 0.001), 
corresponding with an increase in circulating gastrin and chromogranin A. After LARS, there was a significant 
decrease in ECL cell density (P < 0.05), accompanied by a marginal decrease in gastrin and chromogranin. 
 
CONCLUSIONS: 
Antral gastritis improved in H. pylori-infected GERD patients after 5 years on esomeprazole, with little change in 
laparoscopic antireflux surgery patients, who acted as a control. Despite a continued proliferative drive on 
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enterochromaffin-like cells during esomeprazole treatment, no dysplastic or neoplastic lesions were found and no 
safety concerns were raised. 

Publication types, MeSH terms, Substances 

Publication types 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adolescent 
Adult 
Aged 
Anti-Ulcer Agents/therapeutic use* 
Chromogranin A/blood 
Enterochromaffin-like Cells/metabolism 
Enterochromaffin-like Cells/pathology* 
Esomeprazole/therapeutic use* 
Female 
Follow-Up Studies 
Gastric Acid/metabolism 
Gastric Mucosa/drug effects 
Gastric Mucosa/metabolism 
Gastrins/blood 
Gastroesophageal Reflux/complications 
Gastroesophageal Reflux/drug therapy* 
Helicobacter Infections/complications 
Helicobacter Infections/drug therapy* 
Helicobacter pylori/isolation & purification* 
Humans 
Laparoscopy 
Male 
Middle Aged 
Proton Pump Inhibitors/therapeutic use* 
Time Factors 
Treatment Outcome 
Young Adult 

Embase bibliographic information 

Title  

Gastric exocrine and endocrine cell morphology under prolonged acid inhibition therapy: Results of a 5-year follow-
up in the LOTUS trial. 

Publication accession no. 

52228082 / Embase accession no. 2012608951 

Abstract and author keywords 

Background Sustained acid inhibition with PPI stimulates gastrin secretion, exerting a proliferative drive on 
enterochromaffin-like cells (ECL cells) of the oxyntic mucosa. It may also accelerate development of gastric gland 
atrophy in Helicobacter pylori-infected individuals. Aims To evaluate gastric exocrine and endocrine cell changes in 
GERD patients randomised to laparoscopic antireflux surgery (LARS, n = 288) or long-term (5 years) esomeprazole 
(ESO) treatment (n = 266). Methods Antral and corpus biopsies were taken at endoscopy and serum gastrin and 
chromogranin A levels were assayed, at baseline and after 1, 3 and 5 years' therapy. Results Biopsies were available 
at each time point for 158 LARS patients and 180 ESO patients. In H. pylori-infected subjects, antral mucosal 
inflammation and activity improved significantly (P < 0.001) and stabilised after 3 years on esomeprazole while no 
change in inflammation was observed after LARS. Oxyntic mucosal inflammation and activity remained stable on 
esomeprazole but decreased slightly over time after LARS. Neither intestinal metaplasia nor atrophy developed in 
the oxyntic mucosa. ECL cell density increased significantly after ESO (P < 0.001), corresponding with an increase in 
circulating gastrin and chromogranin A. After LARS, there was a significant decrease in ECL cell density (P < 0.05), 
accompanied by a marginal decrease in gastrin and chromogranin. Conclusions Antral gastritis improved in H. 
pylori-infected GERD patients after 5 years on esomeprazole, with little change in laparoscopic antireflux surgery 
patients, who acted as a control. Despite a continued proliferative drive on enterochromaffin-like cells during 
esomeprazole treatment, no dysplastic or neoplastic lesions were found and no safety concerns were raised. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
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adult 
aged 
*antireflux operation 
article 
cell density 
*cell structure 
controlled study 
disease activity 
disease control 
*endocrine cell 
*exocrine cell 
follow up 
gastrin blood level 
gastritis 
*gastroesophageal reflux / dt [Drug Therapy] 
*gastroesophageal reflux / su [Surgery] 
gastroesophageal reflux / dt [Drug Therapy] 
Helicobacter infection 
human 
human cell 
human tissue 
intestine metaplasia 
*laparoscopic surgery 
long term care 
major clinical study 
multicenter study 
nonhuman 
open study 
parallel design 
priority journal 
protein blood level 
randomized controlled trial 
stomach antrum 
stomach atrophy 
stomach biopsy 
treatment response 
chromogranin A / ec [Endogenous Compound] 
*esomeprazole / ct [Clinical Trial] 
*esomeprazole / dt [Drug Therapy] 
gastrin / ec [Endogenous Compound] 
chromogranin A blood level 
*laparoscopic antireflux surgery 
 
Candidate Terms: 
chromogranin A blood level [other term]; *laparoscopic antireflux surgery [other term] 
 
Drug Index Terms: 
chromogranin A / endogenous compound; *esomeprazole / *clinical trial / *drug therapy; gastrin / endogenous 
compound 
 
Other Index Terms:  
adult; aged; *antireflux operation; article; cell density; *cell structure; controlled study; disease activity; disease 
control; *endocrine cell; *exocrine cell; follow up; gastrin blood level; gastritis; *gastroesophageal reflux / *drug 
therapy / *surgery; gastroesophageal reflux / drug therapy; Helicobacter infection; human; human cell; human 
tissue; intestine metaplasia; *laparoscopic surgery; long term care; major clinical study; multicenter study; 
nonhuman; open study; parallel design; priority journal; protein blood level; randomized controlled trial; stomach 
antrum; stomach atrophy; stomach biopsy; treatment response 
 
Triple Subheading:  
gastroesophageal reflux / drug therapy / esomeprazole 
esomeprazole / drug therapy / gastroesophageal reflux 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1  1/1  1/1  1/1  

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

0/1 1/1 0/1 1/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 21.11.2919 Date (validation) 20.1.2020 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 
 
1. with no treatment or placebo; 
 

Publication nr. 
  

#38 

Publication title 

Lansoprazole versus ranitidine in the maintenance treatment of reflux oesophagitis.  

Publication authors 

Gough AL, Long RG, Cooper BT, Fosters CS, Garrett AD, Langworthy CH. 

Publication journal and year 

Alimentary Pharmacology and Therapeutics 1996;10(4):529‐39. 
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2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Number of participants with atrophic gastritis/intestinal metaplasia  

before and after 12 months' maintenance therapy 
 

 

PubMed bibliographic information 

Title 

Lansoprazole versus ranitidine in the maintenance treatment of reflux oesophagitis. 

PMID 

8853756 

Abstract and author keywords 

AIMS: 
To assess the relative efficacies of lansoprazole 15 mg once daily, lansoprazole 30 mg once daily and ranitidine 300 
mg b.d. in the maintenance treatment of reflux oesophagitis for 12 months. 
 
METHODS: 
Multicentre, out-patient, double-blind, parallel group, prospectively randomized clinical trial. Patients with grade 0, 
asymptomatic oesophagitis after 8 weeks of treatment with lansoprazole 30 mg once daily were randomized to 
receive lansoprazole 30 mg once daily (L30) (n = 75), lansoprazole 15 mg once daily (L15) (n = 86) or ranitidine 300 
mg b.d. (R600) (n = 74) for 12 months. Endoscopy was repeated at 6 and 12 months, and symptomatic assessment 
was made every 3 months. Efficacy was primarily assessed by the time to endoscopically confirmed relapse 
(oesophagitis grade > or = 1) and the proportion of patients who relapsed during the 12-month study period. 
Severity of symptoms were secondary efficacy measures. 
 
RESULTS: 
For all patients randomized with at least one post-baseline endoscopy (intent-to-treat principle) both lansoprazole 
15 mg (P < 0.001) and lansoprazole 30 mg (P < 0.001) were significantly superior to ranitidine 600 mg with respect 
to time to endoscopic relapse. There was no difference between the lansoprazole groups (P = 0.11). There was 
evidence of relapse in 27 of 86 (31.4%), 15 of 75 (20.0%) and 50 of 74 (67.6%) of the patients treated with 
lansoprazole 15 mg and 30 mg and ranitidine 600 mg, respectively. Patients receiving treatment with either 
lansoprazole dosages experienced significantly less severe heartburn and regurgitation than those patients treated 
with ranitidine. There were no differences between the treatment groups with respect to the severity or incidence 
of adverse events. No clinically significant laboratory changes were observed in any of the treatment groups. Serum 
gastrin levels were elevated in all treatment groups, and most markedly in those patients receiving lansoprazole, 
but there was no significant difference between the treatments. Morphological and immunohistochemical 
examination of the gastric biopsies revealed no clinically relevant changes from baseline in any of the treatment 
groups. 
 
CONCLUSION: 
Both lansoprazole 15 mg and lansoprazole 30 mg once daily are significantly more effective than high-dose 
ranitidine in maintaining reflux oesophagitis in remission. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
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Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
 
MeSH terms 
2-Pyridinylmethylsulfinylbenzimidazoles 
Diarrhea/chemically induced 
Double-Blind Method 
Enzyme Inhibitors/therapeutic use* 
Esophagitis, Peptic/drug therapy* 
Esophagitis, Peptic/pathology 
Female 
Gastritis/chemically induced 
Histamine H2 Antagonists/therapeutic use* 
Humans 
Lansoprazole 
Male 
Middle Aged 
Omeprazole/adverse effects 
Omeprazole/analogs & derivatives* 
Omeprazole/therapeutic use 
Proton Pump Inhibitors* 
Ranitidine/adverse effects 
Ranitidine/therapeutic use* 
Substances 
2-Pyridinylmethylsulfinylbenzimidazoles 
Enzyme Inhibitors 
Histamine H2 Antagonists 
Proton Pump Inhibitors 
Lansoprazole 
Ranitidine 
Omeprazole 

Embase bibliographic information 

Title  

Lansoprazole versus ranitidine in the maintenance treatment of reflux oesophagitis. 

Publication accession no. 

26254796 / Embase accession no.  1996235588 

Abstract and author keywords 

Aims: To assess the relative efficacies of lansoprazole 15 mg once daily, lansoprazole 30 mg once daily and 
ranitidine 300 mg b.d. in the maintenance treatment of reflux oesophagitis for 12 months. 
Method(s): Multicentre, out-patient, double-blind, parallel group, prospectively randomized clinical trial. Patients 
with grade 0, asymptomatic oesophagitis after 8 weeks of treatment with lansoprazole 30 mg once daily were 
randomized to receive lansoprazole 30 mg once daily (L30) (n = 75), lansoprazole 15 mg once daily (L15) (n = 86) or 
ranitidine 300 mg b.d. (R600) (n = 74) for 12 months. Endoscopy was repeated at 6 and 12 months, and 
symptomatic assessment was made every 3 months. Efficacy was primarily assessed by the time to endoscopically 
confirmed relapse (oesophagitis grade <= 1) and the proportion of patients who relapsed during the 12-month 
study period. Severity of symptoms were secondary efficacy measures. 
Result(s): For all patients randomized with at least one post-baseline endoscopy (intent-to-treat principle) both 
lansoprazole 15 mg (P < 0.001) and lansoprazole 30 mg (P < 0.001) were significantly superior to ranitidine 600 mg 
with respect to time to endoscopic relapse. There was no difference between the lansoprazole groups (P = 0.11). 
There was evidence of relapse in 27 of 86 (31.4%), 15 of 75 (20.0%) and 50 of 74 (67.6%) of the patients treated 
with lansoprazole 15 mg and 30 mg and ranitidine 600 mg, respectively. Patients receiving treatment with either 
lansoprazole dosages experienced significantly less severe heartburn and regurgitation than those patients treated 
with ranitidine. There were no differences between the treatment groups with respect to the severity or incidence 
of adverse events. No clinically significant laboratory changes were observed in any of the treatment groups. Serum 
gastrin levels were elevated in all treatment groups, and most markedly in those patients receiving lansoprazole, 
but there was no significant difference between the treatments. Morphological and immunohistochemical 
examination of the gastric biopsies revealed no clinically relevant changes from baseline in any of the treatment 
groups. 
Conclusion(s): Both lansoprazole 15 mg and lansoprazole 30 mg once daily are significantly more effective than 
high-dose ranitidine in maintaining reflux oesophagitis in remission. 
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Subject headings, drug index terms & other index terms 

Subject Headings:  
abdominal pain / si [Side Effect] 
adult 
aged 
article 
clinical trial 
controlled clinical trial 
controlled study 
diarrhea / si [Side Effect] 
double blind procedure 
drug efficacy 
endoscopy 
female 
gastritis / si [Side Effect] 
human 
immunohistochemistry 
major clinical study 
male 
morphology 
multicenter study 
oral drug administration 
priority journal 
randomized controlled trial 
recurrent disease 
*reflux esophagitis / dt [Drug Therapy] 
stomach biopsy 
vertigo / si [Side Effect] 
vomiting / si [Side Effect] 
*lansoprazole / ae [Adverse Drug Reaction] 
*lansoprazole / ct [Clinical Trial] 
*lansoprazole / cm [Drug Comparison] 
*lansoprazole / dt [Drug Therapy] 
*ranitidine / ae [Adverse Drug Reaction] 
*ranitidine / ct [Clinical Trial] 
*ranitidine / cm [Drug Comparison] 
*ranitidine / dt [Drug Therapy] 
 
Drug Index Terms:  
*lansoprazole / *adverse drug reaction / *clinical trial / *drug comparison / *drug therapy; *ranitidine / *adverse 
drug reaction / *clinical trial / *drug comparison / *drug therapy 
 
Other Index Terms:  
abdominal pain / side effect; adult; aged; article; clinical trial; controlled clinical trial; controlled study; diarrhea / 
side effect; double blind procedure; drug efficacy; endoscopy; female; gastritis / side effect; human; 
immunohistochemistry; major clinical study; male; morphology; multicenter study; oral drug administration; 
priority journal; randomized controlled trial; recurrent disease; *reflux esophagitis / *drug therapy; stomach 
biopsy; vertigo / side effect; vomiting / side effect 



Retrieval of PICO elements in Cochrane-included studies 

154 

 

Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

0/1 0/1 0/1 0/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 22.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 

Publication nr. 
  

#39 

Publication title 

Omeprazole or ranitidine in long‐term treatment of reflux esophagitis. The Scandinavian Clinics for United Research 
Group. 

Publication authors 

Hallerbäck B, Unge P, Carling L, Edwin B, Glise H, Havu N, et al. 

Publication journal and year 

Gastroenterology 1994;107(5):1305‐11. 
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1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Prevalence of ECL cell hyperplasia (diffuse/liner/micronodular) at baseline  

and after 12‐month maintenance treatment 
 

 

PubMed bibliographic information 

Title 

Omeprazole or ranitidine in long-term treatment of reflux esophagitis. The Scandinavian Clinics for United Research 
Group. 

PMID 

7926494 

Abstract and author keywords 

Patients with reflux esophagitis have rapid relapses after treatment withdrawal. This study was designed to 
investigate the relapse rate of symptomatic esophagitis during maintenance treatment with omeprazole or 
ranitidine. 
 
METHODS: 
Patients with endoscopically verified acute erosive or ulcerative esophagitis were initially treated with 20-40 mg 
omeprazole daily for 8-12 weeks. After healing, the patients were randomized to maintenance treatment with 
omeprazole (20 or 10 mg each morning) or ranitidine (150 mg twice daily). Control endoscopy was performed at 
the end of the healing phase and after 12 months of maintenance treatment or symptomatic relapse. 
 
RESULTS: 
Of 426 initially treated patients, 392 were healed and entered the maintenance study. The months of maintenance 
treatment with 20 mg omeprazole once daily (n = 131), 10 mg omeprazole once daily (n = 133), and 150 mg 
ranitidine twice daily (n = 128) were 72%, 62%, and 45%, respectively. Both the 10- and 20-mg doses of omeprazole 
were significantly better than the dose of ranitidine (P < 0.001 and P < 0.005, respectively). There was no significant 
difference between the 10- and 20-mg doses of omeprazole (P = 0.06). 
 
CONCLUSIONS: 
Maintenance treatment with omeprazole (20 or 10 mg once daily) is superior to ranitidine (150 mg twice daily) in 
keeping patients with erosive reflux esophagitis in remission over a 12-month period. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Multicenter Study 
Randomized Controlled Trial 
 
MeSH terms 
Adolescent 
Adult 
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Aged 
Double-Blind Method 
Esophagitis, Peptic/drug therapy* 
Esophagitis, Peptic/metabolism 
Esophagitis, Peptic/pathology 
Female 
Gastric Mucosa/drug effects 
Gastric Mucosa/pathology 
Gastrins/blood 
Humans 
Life Tables 
Male 
Middle Aged 
Omeprazole/administration & dosage 
Omeprazole/adverse effects 
Omeprazole/therapeutic use* 
Parietal Cells, Gastric/drug effects 
Parietal Cells, Gastric/pathology 
Prognosis 
Prospective Studies 
Ranitidine/administration & dosage 
Ranitidine/adverse effects 
Ranitidine/therapeutic use* 
Recurrence 
Regression Analysis 
Remission Induction 
Scandinavian and Nordic Countries 
Time Factors 
Substances 
Gastrins 
Ranitidine 
Omeprazole 

Embase bibliographic information 

Title  

Omeprazole or ranitidine in long-term treatment of reflux esophagitis. 

Publication accession no. 

24328266 / Embase accession no. 1994331131 

Abstract and author keywords 

Background/Aims: Patients with reflux esophagitis have rapid relapses after treatment withdrawal. This study was 
designed to investigate the relapse rate of symptomatic esophagitis during maintenance treatment with 
omeprazole or ranitidine. 
Method(s): Patients with endoscopically verified acute erosive or ulcerative esophagitis were initially treated with 
20-40 mg omeprazole daily for 8-12 weeks. After healing, the patients were randomized to maintenance treatment 
with omeprazole (20 or 10 mg each morning) or ranitidine (150 mg twice daily). Control endoscopy was performed 
at the end of the healing phase and after 12 months of maintenance treatment or symptomatic relapse. 
Result(s): Of 426 initially treated patients, 392 were healed and entered the maintenance study. The estimated 
proportions of patients in remission after 12 months of maintenance treatment with 20 mg omeprazole once daily 
(n = 131), 10 mg omeprazole once daily (n = 133), and 150 mg ranitidine twice daily (n = 128) were 72%, 62%, and 
45%, respectively. Both the 10- and 20-mg doses of omeprazole were significantly better than the dose of ranitidine 
(P < 0.001 and P < 0.005, respectively). There was no significant difference between the 10- and 20-mg doses of 
omeprazole (P = 0.06). 
Conclusion(s): Maintenance treatment with omeprazole (20 or 10 mg once daily) is superior to ranitidine (150 mg 
twice daily) in keeping patients with erosive reflux esophagitis in remission over a 12-month period. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
aged 
article 
clinical trial 
controlled clinical trial 
controlled study 
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diarrhea / si [Side Effect] 
double blind procedure 
drug efficacy 
epigastric pain / si [Side Effect] 
female 
human 
long term care 
major clinical study 
male 
priority journal 
randomized controlled trial 
*reflux esophagitis / dt [Drug Therapy] 
relapse 
remission 
*omeprazole / ae [Adverse Drug Reaction] 
*omeprazole / cm [Drug Comparison] 
*omeprazole / do [Drug Dose] 
*omeprazole / dt [Drug Therapy] 
*ranitidine / ae [Adverse Drug Reaction] 
*ranitidine / cm [Drug Comparison] 
*ranitidine / do [Drug Dose] 
*ranitidine / dt [Drug Therapy] 
 
 
 
Drug Index Terms:  
*omeprazole / *adverse drug reaction / *drug comparison / *drug dose / *drug therapy; *ranitidine / *adverse 
drug reaction / *drug comparison / *drug dose / *drug therapy 
 
Other Index Terms:  
adult; aged; article; clinical trial; controlled clinical trial; controlled study; diarrhea / side effect; double blind 
procedure; drug efficacy; epigastric pain / side effect; female; human; long term care; major clinical study; male; 
priority journal; randomized controlled trial; *reflux esophagitis / *drug therapy; relapse; remission 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1  1/1  1/1  1/1  

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 22.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 
 

Publication nr. 
  

#40 

Publication title 

Effects of 6‐12 months of esomeprazole treatment on the gastric mucosa.  

Publication authors 

Genta RM, Rindi G, Fiocca R, Magner DJ, D'Amico D, Levine DS.  

Publication journal and year 

American Journal of Gastroenterology 2003;98(6):1257‐65. 
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1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Numbers and percentages of participants showing an worsening/improvement  

of atrophic gastritis scores after 6 months' maintenance therapy 

Numbers and percentages of participants showing an worsening/improvement  

of intestinal metaplasia scores after 6 months' maintenance therapy 

Prevalence of ECL cell hyperplasia (diffuse/liner/micronodular) at baseline  

and after 6 months' maintenance therapy 
 

 

PubMed bibliographic information 

Title 

Effects of 6-12 months of esomeprazole treatment on the gastric mucosa. 

PMID 

12818266 

Abstract and author keywords 

OBJECTIVE: 
The aim of this study was to determine the effect of 6-12 months of treatment with esomeprazole on the 
histopathology of the gastric mucosa. 
 
METHODS: 
Two identically designed, randomized, placebo-controlled trials of esomeprazole 40, 20, or 10 mg daily for up to 6 
months, as well as a noncomparative, multicenter trial of esomeprazole 40 mg daily for up to 12 months, were 
conducted in 1326 patients with healed erosive esophagitis (1294 negative for Helicobacter pylori [H. pylori]). 
Gastric biopsy samples were obtained before treatment and on completion of (or discontinuation from) the trials. 
Samples were evaluated for the presence of H. pylori, characteristics of acute gastritis or atrophic gastritis, and 
enterochromaffin-like cell pathology. 
 
RESULTS: 
During treatment with esomeprazole, the number of patients with an improvement in gastric histological scores 
was typically greater than or equal to the number who worsened. Gastric histological scores worsened for each 
corporal or antral characteristic of gastritis in <6.2% of patients. Histological scores with esomeprazole and placebo 
were similar throughout the 6-month trials. Only one among 1326 patients treated with esomeprazole (H. pylori 
negative) had evidence of treatment-emergent atrophic gastritis. On final biopsy, 5-12% of patients had abnormal 
enterochromaffin-like cell scores (simple, linear, or micronodular hyperplasia). There were no instances of 
enterochromaffin-like cell dysplasia, carcinoids, or neoplasia. 
 
CONCLUSIONS: 
Patients with healed erosive esophagitis receiving esomeprazole for up to 12 months had minor fluctuations in 
gastric histological scores, similar to those experienced in untreated populations. Use of esomeprazole did not raise 
any safety concerns with respect to the development of atrophic gastritis, or cause clinically significant changes in 
enterochromaffin-like cells. 
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Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adult 
Anti-Ulcer Agents/pharmacology* 
Anti-Ulcer Agents/therapeutic use 
Enterochromaffin-like Cells/pathology 
Esomeprazole/pharmacology* 
Esomeprazole/therapeutic use 
Esophagitis/drug therapy* 
Esophagitis/microbiology 
Esophagitis/pathology* 
Gastric Mucosa/drug effects* 
Gastric Mucosa/pathology* 
Gastrins/blood 
Gastritis, Atrophic/pathology 
Helicobacter Infections 
Helicobacter pylori 
Humans 
Metaplasia 
 
Substances 
Anti-Ulcer Agents 
Gastrins 
Esomeprazole 

Embase bibliographic information 

Title  

Effects of 6-12 months of esomeprazole treatment on the gastric mucosa. 

Publication accession no. 

36741519 / Embase accession no. 2003248413 

Abstract and author keywords 

OBJECTIVE: The aim of this study was to determine the effect of 6-12 months of treatment with esomeprazole on 
the histopathology of the gastric mucosa. 
METHOD(S): Two identically designed, randomized, placebo-controlled trials of esomeprazole 40, 20, or 10 mg daily 
for up to 6 months, as well as a noncomparative, multicenter trial of esomeprazole 40 mg daily for up to 12 
months, were conducted in 1326 patients with healed erosive esophagitis (1294 negative for Helicobacter pylori [H. 
pylori]). Gastric biopsy samples were obtained before treatment and on completion of (or discontinuation from) 
the trials. Samples were evaluated for the presence of H. pylori, characteristics of acute gastritis or atrophic 
gastritis, and enterochromaffin-like cell pathology. 
RESULT(S): During treatment with esomeprazole, the number of patients with an improvement in gastric 
histological scores was typically greater than or equal to the number who worsened. Gastric histological scores 
worsened for each corporal or antral characteristic of gastritis in <6.2% of patients. Histological scores with 
esomeprazole and placebo were similar throughout the 6-month trials. Only one among 1326 patients treated with 
esomeprazole (H. pylori negative) had evidence of treatment-emergent atrophic gastritis. On final biopsy, 5-12% of 
patients had abnormal enterochromaffin-like cell scores (simple, linear, or micronodular hyperplasia). There were 
no instances of enterochromaffin-like cell dysplasia, carcinoids, or neoplasia. 
CONCLUSION(S): Patients with healed erosive esophagitis receiving esomeprazole for up to 12 months had minor 
fluctuations in gastric histological scores, similar to those experienced in untreated populations. Use of 
esomeprazole did not raise any safety concerns with respect to the development of atrophic gastritis, or cause 
clinically significant changes in enterochromaffin-like cells. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
 
article 
atrophic gastritis / si [Side Effect] 
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bacterium detection 
clinical trial 
controlled clinical trial 
controlled study 
drug effect 
enterochromaffin cell 
gastrin blood level 
gastritis / si [Side Effect] 
Helicobacter pylori 
histopathology 
human 
human tissue 
major clinical study 
multicenter study 
priority journal 
randomized controlled trial 
*reflux esophagitis / dt [Drug Therapy] 
stomach antrum 
stomach biopsy 
*stomach mucosa 
*esomeprazole / ae [Adverse Drug Reaction] 
*esomeprazole / ct [Clinical Trial] 
*esomeprazole / do [Drug Dose] 
*esomeprazole / dt [Drug Therapy] 
*esomeprazole / po [Oral Drug Administration] 
gastrin / ec [Endogenous Compound] 
placebo 
 
Drug Index Terms:  
*esomeprazole / *adverse drug reaction / *clinical trial / *drug dose / *drug therapy / *oral drug administration; 
gastrin / endogenous compound; placebo 
 
Other Index Terms:  
article; atrophic gastritis / side effect; bacterium detection; clinical trial; controlled clinical trial; controlled study; 
drug effect; enterochromaffin cell; gastrin blood level; gastritis / side effect; Helicobacter pylori; histopathology; 
human; human tissue; major clinical study; multicenter study; priority journal; randomized controlled trial; *reflux 
esophagitis / *drug therapy; stomach antrum; stomach biopsy; *stomach mucosa 



Retrieval of PICO elements in Cochrane-included studies 

162 

 

Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 22.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 
 

Publication nr. 
  

#41 

Publication title 

Effects of 6‐12 months of esomeprazole treatment on the gastric mucosa.  

Publication authors 

Genta RM, Rindi G, Fiocca R, Magner DJ, D'Amico D, Levine DS.  

Publication journal and year 

American Journal of Gastroenterology 2003;98(6):1257‐65. 
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1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Numbers and percentages of participants showing an worsening/improvement  

of atrophic gastritis scores after 6 months' maintenance therapy 

Numbers and percentages of participants showing an worsening/improvement  

of intestinal metaplasia scores after 6 months' maintenance therapy 

Prevalence of ECL cell hyperplasia (diffuse/liner/micronodular) at baseline  

and after 6 months' maintenance therapy 
 

 

PubMed bibliographic information 

Title 

Effects of 6-12 months of esomeprazole treatment on the gastric mucosa. 

PMID 

12818266 

Abstract and author keywords 

OBJECTIVE: 
The aim of this study was to determine the effect of 6-12 months of treatment with esomeprazole on the 
histopathology of the gastric mucosa. 
 
METHODS: 
Two identically designed, randomized, placebo-controlled trials of esomeprazole 40, 20, or 10 mg daily for up to 6 
months, as well as a noncomparative, multicenter trial of esomeprazole 40 mg daily for up to 12 months, were 
conducted in 1326 patients with healed erosive esophagitis (1294 negative for Helicobacter pylori [H. pylori]). 
Gastric biopsy samples were obtained before treatment and on completion of (or discontinuation from) the trials. 
Samples were evaluated for the presence of H. pylori, characteristics of acute gastritis or atrophic gastritis, and 
enterochromaffin-like cell pathology. 
 
RESULTS: 
During treatment with esomeprazole, the number of patients with an improvement in gastric histological scores 
was typically greater than or equal to the number who worsened. Gastric histological scores worsened for each 
corporal or antral characteristic of gastritis in <6.2% of patients. Histological scores with esomeprazole and placebo 
were similar throughout the 6-month trials. Only one among 1326 patients treated with esomeprazole (H. pylori 
negative) had evidence of treatment-emergent atrophic gastritis. On final biopsy, 5-12% of patients had abnormal 
enterochromaffin-like cell scores (simple, linear, or micronodular hyperplasia). There were no instances of 
enterochromaffin-like cell dysplasia, carcinoids, or neoplasia. 
 
CONCLUSIONS: 
Patients with healed erosive esophagitis receiving esomeprazole for up to 12 months had minor fluctuations in 
gastric histological scores, similar to those experienced in untreated populations. Use of esomeprazole did not raise 
any safety concerns with respect to the development of atrophic gastritis, or cause clinically significant changes in 
enterochromaffin-like cells. 
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Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adult 
Anti-Ulcer Agents/pharmacology* 
Anti-Ulcer Agents/therapeutic use 
Enterochromaffin-like Cells/pathology 
Esomeprazole/pharmacology* 
Esomeprazole/therapeutic use 
Esophagitis/drug therapy* 
Esophagitis/microbiology 
Esophagitis/pathology* 
Gastric Mucosa/drug effects* 
Gastric Mucosa/pathology* 
Gastrins/blood 
Gastritis, Atrophic/pathology 
Helicobacter Infections 
Helicobacter pylori 
Humans 
Metaplasia 
 
Substances 
Anti-Ulcer Agents 
Gastrins 
Esomeprazole 

Embase bibliographic information 

Title  

Effects of 6-12 months of esomeprazole treatment on the gastric mucosa. 

Publication accession no. 

36741519 / Embase accession no. 2003248413 

Abstract and author keywords 

OBJECTIVE: The aim of this study was to determine the effect of 6-12 months of treatment with esomeprazole on 
the histopathology of the gastric mucosa. 
METHOD(S): Two identically designed, randomized, placebo-controlled trials of esomeprazole 40, 20, or 10 mg daily 
for up to 6 months, as well as a noncomparative, multicenter trial of esomeprazole 40 mg daily for up to 12 
months, were conducted in 1326 patients with healed erosive esophagitis (1294 negative for Helicobacter pylori [H. 
pylori]). Gastric biopsy samples were obtained before treatment and on completion of (or discontinuation from) 
the trials. Samples were evaluated for the presence of H. pylori, characteristics of acute gastritis or atrophic 
gastritis, and enterochromaffin-like cell pathology. 
RESULT(S): During treatment with esomeprazole, the number of patients with an improvement in gastric 
histological scores was typically greater than or equal to the number who worsened. Gastric histological scores 
worsened for each corporal or antral characteristic of gastritis in <6.2% of patients. Histological scores with 
esomeprazole and placebo were similar throughout the 6-month trials. Only one among 1326 patients treated with 
esomeprazole (H. pylori negative) had evidence of treatment-emergent atrophic gastritis. On final biopsy, 5-12% of 
patients had abnormal enterochromaffin-like cell scores (simple, linear, or micronodular hyperplasia). There were 
no instances of enterochromaffin-like cell dysplasia, carcinoids, or neoplasia. 
CONCLUSION(S): Patients with healed erosive esophagitis receiving esomeprazole for up to 12 months had minor 
fluctuations in gastric histological scores, similar to those experienced in untreated populations. Use of 
esomeprazole did not raise any safety concerns with respect to the development of atrophic gastritis, or cause 
clinically significant changes in enterochromaffin-like cells. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
 
article 
atrophic gastritis / si [Side Effect] 
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bacterium detection 
clinical trial 
controlled clinical trial 
controlled study 
drug effect 
enterochromaffin cell 
gastrin blood level 
gastritis / si [Side Effect] 
Helicobacter pylori 
histopathology 
human 
human tissue 
major clinical study 
multicenter study 
priority journal 
randomized controlled trial 
*reflux esophagitis / dt [Drug Therapy] 
stomach antrum 
stomach biopsy 
*stomach mucosa 
*esomeprazole / ae [Adverse Drug Reaction] 
*esomeprazole / ct [Clinical Trial] 
*esomeprazole / do [Drug Dose] 
*esomeprazole / dt [Drug Therapy] 
*esomeprazole / po [Oral Drug Administration] 
gastrin / ec [Endogenous Compound] 
placebo 
 
Drug Index Terms:  
*esomeprazole / *adverse drug reaction / *clinical trial / *drug dose / *drug therapy / *oral drug administration; 
gastrin / endogenous compound; placebo 
 
Other Index Terms:  
article; atrophic gastritis / side effect; bacterium detection; clinical trial; controlled clinical trial; controlled study; 
drug effect; enterochromaffin cell; gastrin blood level; gastritis / side effect; Helicobacter pylori; histopathology; 
human; human tissue; major clinical study; multicenter study; priority journal; randomized controlled trial; *reflux 
esophagitis / *drug therapy; stomach antrum; stomach biopsy; *stomach mucosa 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

0/1 0/1 0/1 1/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 22.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

Publication nr. 
  

#42 

Publication title 

 Esomeprazole once daily for 6 months is effective therapy for maintaining healed erosive esophagitis and for 
controlling gastroesophageal reflux disease symptoms: a randomized, double‐blind, placebo‐controlled study of 
efficacy and safety. 

Publication authors 

Johnson DA, Benjamin SB, Vakil NB, Goldstein JL, Lamet M, Whipple J, et al. 

Publication journal and year 

American Journal of Gastroenterology2001;96(1):27‐34. 
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C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 
 
1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Numbers and percentages of participants showing an worsening/improvement  

of atrophic gastritis scores after 6 months' maintenance therapy 

Numbers and percentages of participants showing an worsening/improvement  

of intestinal metaplasia scores after 6 months' maintenance therapy 

Prevalence of ECL cell hyperplasia (diffuse/liner/micronodular) at baseline  

and after 6 months' maintenance therapy 
 

 

PubMed bibliographic information 

Title 

Esomeprazole once daily for 6 months is effective therapy for maintaining healed erosive esophagitis and for 
controlling gastroesophageal reflux disease symptoms: a randomized, double-blind, placebo-controlled study of 
efficacy and safety. 

PMID 

11197282 

Abstract and author keywords 

OBJECTIVE: 
Esomeprazole, the S-isomer of omeprazole, achieves a significantly greater healing rate and symptom resolution of 
erosive esophagitis than that achieved by omeprazole. The objective of this study is to assess the efficacy of the 
new proton pump inhibitor esomeprazole in preventing relapse over a prolonged period in patients with healed 
erosive esophagitis. 
 
METHODS: 
A total of 318 gastroesophageal reflux patients whose erosive esophagitis was healed in a comparative study of 
esomeprazole 40 mg, 20 mg, or omeprazole 20 mg, were randomized to maintenance therapy with once daily 
esomeprazole 40 mg, 20 mg, or 10 mg, or placebo in a U.S., double-blind multicenter trial. 
 
RESULTS: 
After 6 months, healing was maintained (cumulative life table rates) in 93.6% (95% CI 87.4-99.7) of patients treated 
with esomeprazole 40 mg, 93.2% (95% CI 87.4-99.0) treated with esomeprazole 20 mg, and 57.1% (95% CI 45.2-69) 
treated with esomeprazole 10 mg; p < 0.001 vs placebo (29.1%; 95% CI 17.7-40.3). Of patients relapsing, mean time 
to first recurrence of esophagitis increased with dose, from 34 days (placebo) to 78 days (10 mg), 115 days (20 mg), 
and 163 days (40 mg). Patients treated with esomeprazole had less frequent and less severe heartburn than those 
treated with placebo. At month 6, more than 70% of patients being treated with esomeprazole remained symptom-
free. 
 
CONCLUSIONS: 
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Esomeprazole is effective and well tolerated in the maintenance of a healing erosive esophagitis. Esomeprazole 40 
mg and 20 mg maintain healing in over 90% of patients while providing effective control of heartburn symptoms. 

Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Administration, Oral 
Adult 
Aged 
Aged, 80 and over 
Biopsy, Needle 
Confidence Intervals 
Dose-Response Relationship, Drug 
Double-Blind Method 
Drug Administration Schedule 
Enzyme Inhibitors/administration & dosage* 
Enzyme Inhibitors/adverse effects 
Esomeprazole 
Esophagitis/complications 
Esophagitis/drug therapy* 
Esophagitis/pathology 
Female 
Follow-Up Studies 
Gastric Mucosa/drug effects 
Gastric Mucosa/pathology 
Gastroesophageal Reflux/complications 
Gastroesophageal Reflux/diagnosis 
Gastroesophageal Reflux/drug therapy* 
Humans 
Male 
Middle Aged 
Omeprazole/administration & dosage 
Probability 
Reference Values 
Secondary Prevention 
Treatment Outcome 
 
Substances 
Enzyme Inhibitors 
Omeprazole 
Esomeprazole 

Embase bibliographic information 

Title  

Esomeprazole once daily for 6 months is effective therapy for maintaining healed erosive esophagitis and for 
controlling gastroesophageal reflux disease symptoms: A randomized, double-blind, placebo-controlled study of 
efficacy and safety. 

Publication accession no. 

32104803 / Embase accession no. 2001041810 

Abstract and author keywords 

OBJECTIVE: Esomeprazole, the S-isomer of omeprazole, achieves a significantly greater healing rate and symptom 
resolution of erosive esophagitis than that achieved by omeprazole. The objective of this study is to assess the 
efficacy of the new proton pump inhibitor esomeprazole in preventing relapse over a prolonged period in patients 
with healed erosive esophagitis. 
METHOD(S): A total of 318 gastroesophageal reflux patients whose erosive esophagitis was healed in a comparative 
study of esomeprazole 40 mg, 20 mg, or omeprazole 20 mg, were randomized to maintenance therapy with once 
daily esomeprazole 40 mg, 20 mg, or 10 mg, or placebo in a U.S., double-blind multicenter trial. 
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RESULT(S): After 6 months, healing was maintained (cumulative life table rates) in 93.6% (95% CI 87.4-99.7) of 
patients treated with esomeprazole 40 mg, 93.2% (95% CI 87.4-99.0) treated with esomeprazole 20 mg, and 57.1% 
(95% CI 45.2-69) treated with esomeprazole 10 mg; p < 0.001 vs placebo (29.1%; 95% CI 17.7-40.3). Of patients 
relapsing, mean time to first recurrence of esophagitis increased with dose, from 34 days (placebo) to 78 days (10 
mg), 115 days (20 mg), and 163 days (40 mg). Patients treated with esomeprazole had less frequent and less severe 
heartburn than those treated with placebo. At month 6, more than 70% of patients being treated with 
esomeprazole remained symptom-free. 
CONCLUSION(S): Esomeprazole is effective and well tolerated in the maintenance of a healing erosive esophagitis. 
Esomeprazole 40 mg and 20 mg maintain healing in over 90% of patients while providing effective control of 
heartburn symptoms. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
aged 
article 
clinical trial 
controlled clinical trial 
controlled study 
double blind procedure 
drug efficacy 
drug safety 
drug tolerance 
*erosive gastritis / dt [Drug Therapy] 
*erosive gastritis / pc [Prevention] 
female 
*gastroesophageal reflux / dt [Drug Therapy] 
*gastroesophageal reflux / pc [Prevention] 
heartburn / dt [Drug Therapy] 
heartburn / pc [Prevention] 
human 
major clinical study 
male 
multicenter study 
priority journal 
randomized controlled trial 
recurrent disease 
relapse 
treatment outcome 
*esomeprazole / ct [Clinical Trial] 
*esomeprazole / cm [Drug Comparison] 
*esomeprazole / dt [Drug Therapy] 
*omeprazole / ct [Clinical Trial] 
*omeprazole / cm [Drug Comparison] 
*omeprazole / dt [Drug Therapy] 
placebo 
*proton pump inhibitor / ct [Clinical Trial] 
*proton pump inhibitor / cm [Drug Comparison] 
*proton pump inhibitor / dt [Drug Therapy] 
 
Drug Index Terms:  
*esomeprazole / *clinical trial / *drug comparison / *drug therapy; *omeprazole / *clinical trial / *drug comparison 
/ *drug therapy; placebo; *proton pump inhibitor / *clinical trial / *drug comparison / *drug therapy 
 
Other Index Terms:  
adult; aged; article; clinical trial; controlled clinical trial; controlled study; double blind procedure; drug efficacy; 
drug safety; drug tolerance; *erosive gastritis / *drug therapy / *prevention; female; *gastroesophageal reflux / 
*drug therapy / *prevention; heartburn / drug therapy / prevention; human; major clinical study; male; multicenter 
study; priority journal; randomized controlled trial; recurrent disease; relapse; treatment outcome 
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Publication characteristics 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 0/1 1/1 1/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 22.11.2919 Date (validation) 14.1.2020 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 
 
1. with no treatment or placebo; 
 

Publication nr. 
  

#43 

Publication title 

Lack of effect of acid suppression therapy on gastric atrophy.  

Publication authors 

Lundell L, Miettinen P, Myrvold HE, Pedersen SA, Thor K, Andersson A, et al. 

Publication journal and year 

Gastroenterology 1999;117(2):319‐26. 
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2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Numbers and percentages of participants showing an worsening/improvement  

of atrophic gastritis scores after 3 years' maintenance therapy, based on the  

status of H. pylori infection 

Numbers and percentages of participants showing an worsening/improvement  

of intestinal metaplasia scores after 3 years' maintenance therapy, based on  

the status of H. pylori infection 

Prevalence of ECL cell hyperplasia (diffuse/liner/micronodular) at baseline  

and after 3 years' maintenance therapy, based on the status of H. pylori infection 
 

 

PubMed bibliographic information 

Title 

Lack of effect of acid suppression therapy on gastric atrophy. Nordic Gerd Study Group. 

PMID 

10419912 

Abstract and author keywords 

BACKGROUND & AIMS: 
A hypothesis suggesting that profound acid inhibition therapy facilitates and hastens the development of gastric 
glandular atrophy in patients infected with Helicobacter pylori was investigated in this randomized study comparing 
omeprazole therapy with antireflux surgery (ARS) for chronic gastroesophageal reflux disease (GERD). 
 
METHODS: 
Patients with esophagitis and/or chronic GERD were enrolled; 155 patients were randomized to ARS and 155 to 
long-term omeprazole therapy. Baseline data were obtained and repeated after 3 years in 131 ARS patients and in 
139 omeprazole-treated patients. Histopathologic status of the oxyntic mucosa was assessed according to the 
Sydney system. 
 
RESULTS: 
Forty omeprazole-treated patients were infected with H. pylori compared with 53 in the ARS group. Basal gastrin 
levels were significantly higher in H. pylori-infected patients, particularly in the omeprazole group. No further 
increases in serum gastrin levels were observed during 3 years. Despite 3 years of therapy, only slight changes were 
found in the prevalence of inflammation in the corpus mucosa of H. pylori-infected subjects. A slow progression of 
gastric glandular atrophy was observed in these patients irrespective of therapy with no obvious difference 
between treatment regimens. Intestinal metaplasia (all of type I) was only exceptionally observed with no 
difference between the treatment arms. 
 
CONCLUSIONS: 
Acid-suppressive therapy in the form of omeprazole maintained for 3 years facilitates neither the development of 
gastric glandular atrophy of the corpus mucosa nor the occurrence of intestinal metaplasia in H. pylori-infected 
GERD patients. 

Publication types, MeSH terms, Substances 

Publication types 
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Clinical Trial 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adolescent 
Adult 
Aged 
Anti-Ulcer Agents/adverse effects* 
Atrophy 
Esophagitis/therapy* 
Female 
Gastric Mucosa/pathology* 
Gastrins/blood 
Gastroesophageal Reflux/therapy* 
Helicobacter Infections/drug therapy* 
Helicobacter Infections/pathology 
Helicobacter pylori* 
Humans 
Male 
Middle Aged 
Omeprazole/adverse effects* 
Prospective Studies 
Substances 
Anti-Ulcer Agents 
Gastrins 
Omeprazole 

Embase bibliographic information 

Title  

Lack of effect of acid suppression therapy on gastric atrophy. 

Publication accession no. 

29352939 / Embase accession no. 1999263003 

Abstract and author keywords 

Background and Aims: A hypothesis suggesting that profound acid inhibition therapy facilitates and hastens the 
development of gastric glandular atrophy in patients infected with Helicobacter pylori was investigated in this 
randomized study comparing omeprazole therapy with antireflux surgery (ARS) for chronic gastroesophageal reflux 
disease (GERD). 
Method(s): Patients with esophagitis and/or chronic GERD were enrolled; 155 patients were randomized to ARS 
and 155 to long-term omeprazole therapy. Baseline data were obtained and repeated after 3 years in 131 ARS 
patients and in 139 omeprazole-treated patients. Histopathologic status of the oxyntic mucosa was assessed 
according to the Sydney system. 
Result(s): Forty omeprazole-treated patients were infected with H. pylori compared with 53 in the ARS group. Basal 
gastrin levels were significantly higher in H. pylori- infected patients, particularly in the omeprazole group. No 
further increases in serum gastrin levels were observed during 3 years. Despite 3 years of therapy, only slight 
changes were found in the prevalence of inflammation in the corpus mucosa of H. pylori-infected subjects. A slow 
progression of gastric glandular atrophy was observed in these patients irrespective of therapy with no obvious 
difference between treatment regimens. Intestinal metaplasia (all of type I) was only exceptionally observed with 
no difference between the treatment arms. 
Conclusion(s): Acid-suppressive therapy in the form of omeprazole maintained for 3 years facilitates neither the 
development of gastric glandular atrophy of the corpus mucosa nor the occurrence of intestinal metaplasia in H. 
pylori-infected GERD patients. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
adult 
aged 
antireflux operation 
article 
*atrophic gastritis / co [Complication] 
*atrophic gastritis / di [Diagnosis] 
chronic gastritis / di [Diagnosis] 
clinical trial 



Retrieval of PICO elements in Cochrane-included studies 

173 

 

 

 

  

controlled clinical trial 
controlled study 
endoscopic biopsy 
female 
gastrin blood level 
gastroesophageal reflux / dt [Drug Therapy] 
gastroesophageal reflux / su [Surgery] 
Helicobacter pylori 
human 
human tissue 
intestine metaplasia / co [Complication] 
intestine metaplasia / di [Diagnosis] 
major clinical study 
male 
priority journal 
randomized controlled trial 
reflux esophagitis / dt [Drug Therapy] 
reflux esophagitis / su [Surgery] 
*stomach acid 
stomach gland 
stomach parietal cell 
gastrin / ec [Endogenous Compound] 
*omeprazole / dt [Drug Therapy] 
 
Drug Index Terms:  
gastrin / endogenous compound; *omeprazole / *drug therapy 
 
Other Index Terms:  
adult; aged; antireflux operation; article; *atrophic gastritis / *complication / *diagnosis; chronic gastritis / 
diagnosis; clinical trial; controlled clinical trial; controlled study; endoscopic biopsy; female; gastrin blood level; 
gastroesophageal reflux / drug therapy / surgery; Helicobacter pylori; human; human tissue; intestine metaplasia / 
complication / diagnosis; major clinical study; male; priority journal; randomized controlled trial; reflux esophagitis 
/ drug therapy / surgery; *stomach acid; stomach gland; stomach parietal cell 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 1 

 
O: outcome (s) 

 

 
1. outcome (s) 

1/1 1/1 1/1 1/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 22.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 
 

Publication nr. 
  

#44 

Publication title 

Effects of 6‐12 months of esomeprazole treatment on the gastric mucosa.  

Publication authors 

Genta RM, Rindi G, Fiocca R, Magner DJ, D'Amico D, Levine DS.  

Publication journal and year 

American Journal of Gastroenterology 2003;98(6):1257‐65. 



Retrieval of PICO elements in Cochrane-included studies 

175 

 

1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Numbers and percentages of participants showing an worsening/improvement  

of atrophic gastritis scores after 6 months' maintenance therapy 

Numbers and percentages of participants showing an worsening/improvement  

of intestinal metaplasia scores after 6 months' maintenance therapy 

Prevalence of ECL cell hyperplasia (diffuse/liner/micronodular) at baseline  

and after 6 months' maintenance therapy 
 

 

PubMed bibliographic information 

Title 

Effects of 6-12 months of esomeprazole treatment on the gastric mucosa. 

PMID 

12818266 

Abstract and author keywords 

OBJECTIVE: 
The aim of this study was to determine the effect of 6-12 months of treatment with esomeprazole on the 
histopathology of the gastric mucosa. 
 
METHODS: 
Two identically designed, randomized, placebo-controlled trials of esomeprazole 40, 20, or 10 mg daily for up to 6 
months, as well as a noncomparative, multicenter trial of esomeprazole 40 mg daily for up to 12 months, were 
conducted in 1326 patients with healed erosive esophagitis (1294 negative for Helicobacter pylori [H. pylori]). 
Gastric biopsy samples were obtained before treatment and on completion of (or discontinuation from) the trials. 
Samples were evaluated for the presence of H. pylori, characteristics of acute gastritis or atrophic gastritis, and 
enterochromaffin-like cell pathology. 
 
RESULTS: 
During treatment with esomeprazole, the number of patients with an improvement in gastric histological scores 
was typically greater than or equal to the number who worsened. Gastric histological scores worsened for each 
corporal or antral characteristic of gastritis in <6.2% of patients. Histological scores with esomeprazole and placebo 
were similar throughout the 6-month trials. Only one among 1326 patients treated with esomeprazole (H. pylori 
negative) had evidence of treatment-emergent atrophic gastritis. On final biopsy, 5-12% of patients had abnormal 
enterochromaffin-like cell scores (simple, linear, or micronodular hyperplasia). There were no instances of 
enterochromaffin-like cell dysplasia, carcinoids, or neoplasia. 
 
CONCLUSIONS: 
Patients with healed erosive esophagitis receiving esomeprazole for up to 12 months had minor fluctuations in 
gastric histological scores, similar to those experienced in untreated populations. Use of esomeprazole did not raise 
any safety concerns with respect to the development of atrophic gastritis, or cause clinically significant changes in 
enterochromaffin-like cells. 
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Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Comparative Study 
Multicenter Study 
Randomized Controlled Trial 
Research Support, Non-U.S. Gov't 
 
MeSH terms 
Adult 
Anti-Ulcer Agents/pharmacology* 
Anti-Ulcer Agents/therapeutic use 
Enterochromaffin-like Cells/pathology 
Esomeprazole/pharmacology* 
Esomeprazole/therapeutic use 
Esophagitis/drug therapy* 
Esophagitis/microbiology 
Esophagitis/pathology* 
Gastric Mucosa/drug effects* 
Gastric Mucosa/pathology* 
Gastrins/blood 
Gastritis, Atrophic/pathology 
Helicobacter Infections 
Helicobacter pylori 
Humans 
Metaplasia 
 
Substances 
Anti-Ulcer Agents 
Gastrins 
Esomeprazole 

 

Embase bibliographic information 

Title  

Effects of 6-12 months of esomeprazole treatment on the gastric mucosa. 

Publication accession no. 

36741519 / Embase accession no. 2003248413 

Abstract and author keywords 

OBJECTIVE: The aim of this study was to determine the effect of 6-12 months of treatment with esomeprazole on 
the histopathology of the gastric mucosa. 
METHOD(S): Two identically designed, randomized, placebo-controlled trials of esomeprazole 40, 20, or 10 mg daily 
for up to 6 months, as well as a noncomparative, multicenter trial of esomeprazole 40 mg daily for up to 12 
months, were conducted in 1326 patients with healed erosive esophagitis (1294 negative for Helicobacter pylori [H. 
pylori]). Gastric biopsy samples were obtained before treatment and on completion of (or discontinuation from) 
the trials. Samples were evaluated for the presence of H. pylori, characteristics of acute gastritis or atrophic 
gastritis, and enterochromaffin-like cell pathology. 
RESULT(S): During treatment with esomeprazole, the number of patients with an improvement in gastric 
histological scores was typically greater than or equal to the number who worsened. Gastric histological scores 
worsened for each corporal or antral characteristic of gastritis in <6.2% of patients. Histological scores with 
esomeprazole and placebo were similar throughout the 6-month trials. Only one among 1326 patients treated with 
esomeprazole (H. pylori negative) had evidence of treatment-emergent atrophic gastritis. On final biopsy, 5-12% of 
patients had abnormal enterochromaffin-like cell scores (simple, linear, or micronodular hyperplasia). There were 
no instances of enterochromaffin-like cell dysplasia, carcinoids, or neoplasia. 
CONCLUSION(S): Patients with healed erosive esophagitis receiving esomeprazole for up to 12 months had minor 
fluctuations in gastric histological scores, similar to those experienced in untreated populations. Use of 
esomeprazole did not raise any safety concerns with respect to the development of atrophic gastritis, or cause 
clinically significant changes in enterochromaffin-like cells. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
 
article 
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atrophic gastritis / si [Side Effect] 
bacterium detection 
clinical trial 
controlled clinical trial 
controlled study 
drug effect 
enterochromaffin cell 
gastrin blood level 
gastritis / si [Side Effect] 
Helicobacter pylori 
histopathology 
human 
human tissue 
major clinical study 
multicenter study 
priority journal 
randomized controlled trial 
*reflux esophagitis / dt [Drug Therapy] 
stomach antrum 
stomach biopsy 
*stomach mucosa 
*esomeprazole / ae [Adverse Drug Reaction] 
*esomeprazole / ct [Clinical Trial] 
*esomeprazole / do [Drug Dose] 
*esomeprazole / dt [Drug Therapy] 
*esomeprazole / po [Oral Drug Administration] 
gastrin / ec [Endogenous Compound] 
placebo 
 
Drug Index Terms:  
*esomeprazole / *adverse drug reaction / *clinical trial / *drug dose / *drug therapy / *oral drug administration; 
gastrin / endogenous compound; placebo 
 
Other Index Terms:  
article; atrophic gastritis / side effect; bacterium detection; clinical trial; controlled clinical trial; controlled study; 
drug effect; enterochromaffin cell; gastrin blood level; gastritis / side effect; Helicobacter pylori; histopathology; 
human; human tissue; major clinical study; multicenter study; priority journal; randomized controlled trial; *reflux 
esophagitis / *drug therapy; stomach antrum; stomach biopsy; *stomach mucosa 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#51 

Cochrane review title Long‐term proton pump inhibitor (PPI) use and the development of gastric pre‐
malignant lesions 

Cochrane PMID 25464111 Cochrane accession no. 620548732 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 1/1 1/1 1/1 

 
C: comparison (s) 

1 1 1 0 

 
O: outcome (s) 

 

 
1. outcome (s) 

0/1 0/1 0/1 0/1 

 
2. outcome (s) 

    

 

Data extraction and validation information 

Date (initial data extraction) 22.11.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Adults (aged 18 years or greater) without any gastric malignant lesion at baseline, confirmed by 
endoscopy or biopsy sampling (or both). 

I: intervention (s) The experimental intervention was PPI use for six months or greater.  
 
We considered only oral therapies administered at any dosage. 

C: comparison (s) We included any study with at least one intervention arm and at least one valid control arm. A 
valid control group included one of the following subset of participants: 

Publication nr. 
  

#45 

Publication title 

The new proton pump inhibitor esomeprazole is effective as a maintenance therapy in GERD patients with healed 
erosive oesophagitis: a 6‐month, randomized, double‐blind, placebo‐controlled study of efficacy and safety.  

Publication authors 

Vakil NB, Shaker R, Johnson DA, Kovacs T, Baerg RD, Hwang C, et al. 

Publication journal and year 

Alimentary Pharmacology and Therapeutics 2001;5(7):927‐35. 
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1. with no treatment or placebo; 
 
2. undergoing anti‐reflux surgery (ARS) or endoscopic anti‐reflux treatment; 
 
3. other anti‐acid treatment: histamine H2‐receptor antagonists or antacids. 
 

O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

Development or progression of gastric pre‐
malignant lesions after long‐term PPI use, 
mainly including atrophic gastritis, 
intestinal metaplasia, ECL cell hyperplasia, 
and dysplasia.  
 
Classification and grading of these lesions 
should be carried out by experienced 
pathologists, using well‐established criteria 
(e.g. (updated) Sydney system for gastritis 
(Dixon 1996; Price 1991), and the system 
described by Solcia 1988 for ECL cell 
hyperplasia). 

No planned secondary outcomes. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Numbers and percentages of participants showing an worsening/improvement  

of atrophic gastritis scores after 6 months' maintenance therapy 

Numbers and percentages of participants showing an worsening/improvement  

of intestinal metaplasia scores after 6 months' maintenance therapy 

Prevalence of ECL cell hyperplasia (diffuse/liner/micronodular) at baseline 

and after 6 months' maintenance therapy 
 

 

PubMed bibliographic information 

Title 

The new proton pump inhibitor esomeprazole is effective as a maintenance therapy in GERD patients with healed 
erosive oesophagitis: a 6-month, randomized, double-blind, placebo-controlled study of efficacy and safety. 

PMID 

11421866 

Abstract and author keywords 

BACKGROUND: 
Esomeprazole, the S-isomer of omeprazole, is the first proton pump inhibitor to be developed as an optical isomer. 
In patients with erosive oesophagitis, esomeprazole has produced significantly greater healing rates and improved 
symptom resolution vs. omeprazole. 
 
AIM: 
This study assesses the efficacy of esomeprazole for preventing relapse in patients with healed oesophagitis. 
 
METHODS: 
In this 6-month US multicentre randomized double-blind placebo-controlled trial, 375 Helicobacter pylori-negative 
patients with endoscopically healed oesophagitis received esomeprazole 40 mg, 20 mg, 10 mg, or placebo once 
daily. The primary efficacy end-point was maintenance of healing at 6 months. Secondary end-points assessed 
changes in symptoms, and long-term safety and tolerability. 
 
RESULTS: 
Significantly (P < 0.001) more patients remained healed with esomeprazole 40 mg (87.9%), 20 mg (78.7%), or 10 mg 
(54.2%), than with placebo (29.1%). Relapse, when it occurred, was later with esomeprazole. Sustained resolution 
of heartburn was observed in the 40 mg and 20 mg groups; there was a high correlation between absence of 
heartburn and maintenance of healing. Adverse effects were mild, infrequent and not significantly different 
between groups. 
 
CONCLUSIONS: 
Esomeprazole is effective and well-tolerated in the maintenance of healing of erosive oesophagitis. Esomeprazole 
40 mg and 20 mg offer significant clinical benefit to patients. 
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Publication types, MeSH terms, Substances 

Publication types 
Clinical Trial 
Multicenter Study 
Randomized Controlled Trial 
 
MeSH terms 
Administration, Oral 
Adolescent 
Adult 
Aged 
Aged, 80 and over 
Dose-Response Relationship, Drug 
Double-Blind Method 
Esomeprazole/administration & dosage* 
Esomeprazole/adverse effects 
Esophagitis, Peptic/drug therapy* 
Esophagitis, Peptic/pathology 
Female 
Gastroesophageal Reflux/complications 
Gastroesophageal Reflux/drug therapy* 
Heartburn 
Humans 
Isomerism 
Male 
Middle Aged 
Placebos 
Proton Pump Inhibitors/administration & dosage* 
Proton Pump Inhibitors/adverse effects 
Recurrence 
Treatment Outcome 
Substances 
Placebos 
Proton Pump Inhibitors 
Esomeprazole 

 

Embase bibliographic information 

Title  

The new proton pump inhibitor esomeprazole is effective as a maintenance therapy in GERD patients with healed 
erosive oesophagitis: A 6-month, randomized, double-blind, placebo-controlled study of efficacy and safety. 

Publication accession no. 

32578963 / Embase Accession Number: 2001226307 

Abstract and author keywords 

Background: Esomeprazole, the S-isomer of omeprazole, is the first proton pump inhibitor to be developed as an 
optical isomer. In patients with erosive oesophagitis, esomeprazole has produced significantly greater healing rates 
and improved symptom resolution vs. omeprazole.  
Aim(s): This study assesses the efficacy of esomeprazole for preventing relapse in patients with healed 
oesophagitis.  
Method(s): In this 6-month US multicentre randomized double-blind placebo-controlled trial, 375 Helicobacter 
pylori-negative patients with endoscopically healed oesophagitis received esomeprazole 40 mg, 20 mg, 10 mg, or 
placebo once daily. The primary efficacy end-point was maintenance of healing at 6 months. Secondary end-points 
assessed changes in symptoms, and long-term safety and tolerability.  
Result(s): Significantly (P < 0.001) more patients remained healed with esomeprazole 40 mg (87.9%), 20 mg 
(78.7%), or 10 mg (54.2%), than with placebo (29.1%). Relapse, when it occurred, was later with esomeprazole. 
Sustained resolution of heartburn was observed in the 40 mg and 20 mg groups; there was a high correlation 
between absence of heartburn and maintenance of healing. Adverse effects were mild, infrequent and not 
significantly different between groups.  
Conclusion(s): Esomeprazole is effective and well-tolerated in the maintenance of healing of erosive oesophagitis. 
Esomeprazole 40 mg and 20 mg offer significant clinical benefit to patients. 

Subject headings, drug index terms & other index terms 

Subject Headings: 
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abdominal pain / si [Side Effect] 
adult 
aged 
article 
clinical trial 
controlled clinical trial 
controlled study 
diarrhea / si [Side Effect] 
double blind procedure 
drug efficacy 
drug safety 
drug tolerability 
esophagitis / dt [Drug Therapy] 
esophagitis / pc [Prevention] 
female 
flatulence / si [Side Effect] 
gastritis / si [Side Effect] 
*gastroesophageal reflux / dt [Drug Therapy] 
headache / si [Side Effect] 
heartburn / dt [Drug Therapy] 
Helicobacter pylori 
human 
major clinical study 
male 
multicenter study 
nausea / si [Side Effect] 
priority journal 
randomized controlled trial 
relapse 
respiratory tract infection / si [Side Effect] 
symptom 
United States 
*esomeprazole / ae [Adverse Drug Reaction] 
*esomeprazole / ct [Clinical Trial] 
*esomeprazole / do [Drug Dose] 
*esomeprazole / dt [Drug Therapy] 
*esomeprazole / po [Oral Drug Administration] 
*proton pump inhibitor / ae [Adverse Drug Reaction] 
*proton pump inhibitor / ct [Clinical Trial] 
*proton pump inhibitor / do [Drug Dose] 
*proton pump inhibitor / dt [Drug Therapy] 
*proton pump inhibitor / po [Oral Drug Administration] 
 
Drug Index Terms: 
*esomeprazole / *adverse drug reaction / *clinical trial / *drug dose / *drug therapy / *oral drug administration; 
*proton pump inhibitor / *adverse drug reaction / *clinical trial / *drug dose / *drug therapy / *oral drug 
administration 
 
Other Index Terms: 
abdominal pain / side effect; adult; aged; article; clinical trial; controlled clinical trial; controlled study; diarrhea / 
side effect; double blind procedure; drug efficacy; drug safety; drug tolerability; esophagitis / drug therapy / 
prevention; female; flatulence / side effect; gastritis / side effect; *gastroesophageal reflux / *drug therapy; 
headache / side effect; heartburn / drug therapy; Helicobacter pylori; human; major clinical study; male; 
multicenter study; nausea / side effect; priority journal; randomized controlled trial; relapse; respiratory tract 
infection / side effect; symptom; United States 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#63 

Cochrane review title Omentoplasty for oesophagogastrostomy after oesophagectomy. 

Cochrane PMID 25274134 Cochrane accession no. 620548882 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 0/1 1/1 0/1 

 
C: comparison (s) 

1 0 1 0 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1) 

0/2 
(0+0) 

2/2 
(1+1) 

2/2 
(1+1) 

 
2. outcome (s) 

1/3 
(1+0+0) 

0/3 
(0+0+0) 

1/3 
(1+0+0) 

1/3 
(1+0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 2.12.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Patients with a diagnosis of oesophageal cancer, according to pathology, who received 
omentoplasty or no omentoplasty for oesophagogastrostomy after oesophagectomy, regardless 
of age, sex, race, stage and histological type of cancer. 

I: intervention (s) Omentoplasty for oesophagogastrostomy after oesophagectomy in patients with oesophageal 
cancer, regardless of anastomotic site (neck or chest anastomosis), anastomotic method (manual 
or mechanical anastomosis) or surgical approach (transhiatal or transthoracic).  
 

C: comparison (s) The control group received no omentoplasty. 

Publication nr. 
  

#46 

Publication title 

Use of pedicled omentum in esophagogastric anastomosis for prevention of anastomotic leak. 

Publication authors 

Bhat MA, Dar MA, Lone GN, Dar AM. 

Publication journal and year 

Annals of Thoracic Surgery 2006;82(2):1857‐62. 
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O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

I. Mortality (death from any cause in the 
early postoperative period: within one 
month after surgery).  
 
II. Survival (during the follow‐up period): at 
one, three and five years. 
 
III. Anastomotic leakage rate after surgery. 

I. Surgery‐related complications, such as major 
vascular injury, tracheal injury, recurrent laryngeal 
nerve injury or thoracic duct injury.  
 
II. Omentoplasty‐related complications, such as 
peritonitis, intestinal obstruction or infection.  
 
III. Anastomotic stenosis after surgery. 
 
IV. Duration of hospital stay. 
 
V. Quality of life. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcome
s 

Outcomes reported in both groups: hospital mortality, anastomotic leakage,  
anastomotic strictures, pulmonary atelectasis, aspiration pneumonia, wound sepsis,  
cardiac complications, vocal cord palsy, perijejunostomy leakage,  
anastomotic strictures  

Time points for follow‐up: every 3 months for the first 3 years and 
every 4 to 6 months thereafter  

 

 

PubMed bibliographic information 

Title 

Use of pedicled omentum in esophagogastric anastomosis for prevention of anastomotic leak. 

PMID 

17062260 

Abstract and author keywords 

BACKGROUND:  
Esophagogastrectomy for carcinoma of the esophagus is the standard surgical treatment for cure or palliation. 
Esophagogastric anastomotic leakage is a life-threatening postoperative complication, more so if the leakage occurs 
in the chest. 
METHODS:  
A prospective, randomized study was conducted on 238 patients treated for carcinoma of the esophagus between 
January 2000 and January 2006. The study excluded 44 patients (18.49%) who were inoperable. The patients were 
assigned to two treatment groups of 97 each (A and B) according to a restricted permuted block randomization 
plan. Group A patients underwent esophagogastrectomy with wrapping of the pedicled omentum around the 
esophagogastric anastomosis. Group B patients underwent esophagogastrectomy without using the omental graft. 
An Ivor-Lewis type esophagogastrectomy (TTE) was done in 122 patients (62.89%) and a transhiatal 
esophagogastrectomy (THE) was done in 72 (37.11%). 
RESULTS:  
Anastomotic leaks occurred in 3 group A patients (3.09%) and in 14 (14.43%) group B patients. In group A, 54 
patients underwent THE and 43 had TTE, with anastomotic leakage in 2 (3.70%) and 1 (2.33%) patients, 
respectively. In group B, 48 patients had THE and 49 had TTE, with anastomotic leakage in 8 (16.26%) and 6 
(12.24%), respectively. The difference in the incidence of leakage was statistically significant (p = 0.005). There was 
no complication related to the omental graft technique nor was there a significant difference in the mortality 
between the two groups. 
CONCLUSIONS:  
The pedicled omental transposition for reinforcing the anastomotic suture line significantly reduces the incidence 
of leakage after esophagogastrectomy for carcinoma of the esophagus, thus decreasing the morbidity and mortality 
of the procedure. 

Publication types, MeSH terms, Substances 

Publication type 
Randomized Controlled Trial 
 
MeSH terms 
Adenocarcinoma/surgery 
Anastomosis, Surgical 
Carcinoma, Squamous Cell/surgery 
Esophageal Neoplasms/surgery* 
Esophagectomy/adverse effects 
Esophagectomy/methods* 
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Esophagus/surgery 
Female 
Gastrectomy 
Humans 
Male 
Middle Aged 
Omentum/blood supply 
Omentum/surgery* 
Prospective Studies 
Stomach/surgery 
Surgical Flaps* 
Surgical Wound Dehiscence/etiology 
Surgical Wound Dehiscence/prevention & control* 

 

Embase bibliographic information 

Title  

Use of Pedicled Omentum in Esophagogastric Anastomosis for Prevention of Anastomotic Leak. 

Publication accession no. 

44584909 / Embase Accession Number: 2006512418 

Abstract and author keywords 

Background: Esophagogastrectomy for carcinoma of the esophagus is the standard surgical treatment for cure or 
palliation. Esophagogastric anastomotic leakage is a life-threatening postoperative complication, more so if the 
leakage occurs in the chest.  
Method(s): A prospective, randomized study was conducted on 238 patients treated for carcinoma of the 
esophagus between January 2000 and January 2006. The study excluded 44 patients (18.49%) who were 
inoperable. The patients were assigned to two treatment groups of 97 each (A and B) according to a restricted 
permuted block randomization plan. Group A patients underwent esophagogastrectomy with wrapping of the 
pedicled omentum around the esophagogastric anastomosis. Group B patients underwent esophagogastrectomy 
without using the omental graft. An Ivor-Lewis type esophagogastrectomy (TTE) was done in 122 patients (62.89%) 
and a transhiatal esophagogastrectomy (THE) was done in 72 (37.11%).  
Result(s): Anastomotic leaks occurred in 3 group A patients (3.09%) and in 14 (14.43%) group B patients. In group A, 
54 patients underwent THE and 43 had TTE, with anastomotic leakage in 2 (3.70%) and 1 (2.33%) patients, 
respectively. In group B, 48 patients had THE and 49 had TTE, with anastomotic leakage in 8 (16.26%) and 6 
(12.24%), respectively. The difference in the incidence of leakage was statistically significant (p = 0.005). There was 
no complication related to the omental graft technique nor was there a significant difference in the mortality 
between the two groups.  
Conclusion(s): The pedicled omental transposition for reinforcing the anastomotic suture line significantly reduces 
the incidence of leakage after esophagogastrectomy for carcinoma of the esophagus, thus decreasing the morbidity 
and mortality of the procedure.  

Subject headings, drug index terms & other index terms 

Subject Headings: 
adult 
anastomosis 
*anastomosis leakage / co [Complication] 
*anastomosis leakage / pc [Prevention] 
article 
cancer surgery 
clinical trial 
controlled clinical trial 
controlled study 
esophagostomy 
esophagus 
esophagus carcinoma / su [Surgery] 
esophagus prosthesis 
female 
gastrectomy 
human 
incidence 
major clinical study 
male 
morbidity 
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*omentum 
postoperative complication / co [Complication] 
postoperative complication / pc [Prevention] 
priority journal 
prospective study 
randomized controlled trial 
risk reduction 
skin transposition flap 
statistical significance 
stomach 
surgical mortality 
surgical technique 
tissue graft 
 
Other Index Terms: 
adult; anastomosis; *anastomosis leakage / *complication / *prevention; article; cancer surgery; clinical trial; 
controlled clinical trial; controlled study; esophagostomy; esophagus; esophagus carcinoma / surgery; esophagus 
prosthesis; female; gastrectomy; human; incidence; major clinical study; male; morbidity; *omentum; 
postoperative complication / complication / prevention; priority journal; prospective study; randomized controlled 
trial; risk reduction; skin transposition flap; statistical significance; stomach; surgical mortality; surgical technique; 
tissue graft 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#63 

Cochrane review title Omentoplasty for oesophagogastrostomy after oesophagectomy. 

Cochrane PMID 25274134 Cochrane accession no. 620548882 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

1 1 1 1 

 
I: intervention (s) 

1/1 0/1 1/1 1/1 

 
C: comparison (s) 

0 0 0 0 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1) 

1/2 
(1+1) 

2/2 
(1+1) 

2/2 
(1+1) 

 
2. outcome (s) 

3/4 
(0+1+1+1) 

0/4 
(0+0+0+0) 

3/4 
(0+1+1+1) 

2/4 
(0+1+0+1) 

 

Data extraction and validation information 

Date (initial data extraction) 2.12.2919 Date (validation) 14.1.2020 

 

 

Review characteristics (based on PICO) 

P: patient / population  Patients with a diagnosis of oesophageal cancer, according to pathology, who received 
omentoplasty or no omentoplasty for oesophagogastrostomy after oesophagectomy, regardless 
of age, sex, race, stage and histological type of cancer. 

I: intervention (s) Omentoplasty for oesophagogastrostomy after oesophagectomy in patients with oesophageal 
cancer, regardless of anastomotic site (neck or chest anastomosis), anastomotic method (manual 
or mechanical anastomosis) or surgical approach (transhiatal or transthoracic).  
 

C: comparison (s) The control group received no omentoplasty. 

Publication nr. 
  

#47 

Publication title 

Wrapping of the omental pedicle flap around esophagogastric anastomosis after esophagectomy for esophageal 
cancer. 

Publication authors 

Dai JG, Zhang ZY, Min JX, Huang XB, Wang JS. 

Publication journal and year 

Surgery 2010;149(3):404‐10. 
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O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

I. Mortality (death from any cause in the 
early postoperative period: within one 
month after surgery).  
 
II. Survival (during the follow‐up period): at 
one, three and five years. 
 
III. Anastomotic leakage rate after surgery. 

I. Surgery‐related complications, such as major 
vascular injury, tracheal injury, recurrent laryngeal 
nerve injury or thoracic duct injury.  
 
II. Omentoplasty‐related complications, such as 
peritonitis, intestinal obstruction or infection.  
 
III. Anastomotic stenosis after surgery. 
 
IV. Duration of hospital stay. 
 
V. Quality of life.      

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Outcomes reported in both groups: mortality due to pulmonary insufficiency;  

anastomotic leakage; anastomotic strictures; pulmonary complications;  

abdominal or thoracic infections; hospital stay (days); medium duration  

from operation to development of benign strictures (standard deviation not  

provided) 

Time points for follow‐up: every 3 months for the first 3 years and  

every 4 to 6 months thereafter 
 

 

PubMed bibliographic information 

Title 

Wrapping of the omental pedicle flap around esophagogastric anastomosis after esophagectomy for esophageal 
cancer. 

PMID 

20850852 

Abstract and author keywords 

BACKGROUND: 
Esophagogastrectomy for esophageal cancer is the standard surgical treatment as a curative measure or for 
palliation. Esophagogastric anastomotic leakage and stricture are common life-threatening postoperative 
complications (more so if the leakage occurs in the chest), and the success of the anastomosis created in the 
reconstruction of the resected esophagus can highly influence morbidity and mortality. 
 
METHODS: 
A prospective, randomized study was undertaken on 291 patients treated for carcinoma of the esophagus between 
January 2004 and December 2008. The study excluded 36 patients (12%) who were inoperable. Patients were 
assigned to 2 treatment groups that consisted of 128 patients in group A and 127 patients in group B according to a 
restricted, permuted block randomization plan. Patients in group A underwent an esophagogastrectomy with 
wrapping of the pedicle omental flap around the esophagogastric anastomosis. Group B patients underwent an 
esophagogastrectomy with only a stapled technique. 
 
RESULTS: 
Of all 255 patients who received an esophagogastric anastomosis, 226 (89%) were discharged from the hospital 
within 15 days of operation. There was no significant difference between these 2 groups in regard to the incidence 
of pulmonary complications, abdominal or thoracic infections, and days of hospital stay. Anastomotic leaks 
occurred in a single patient from group A (1%) and in 7 patients from group B (6%). In group A, 33 patients 
underwent transhiatal esophagogastrectomy and 95 had thoracic esophagogastrectomy, which resulted in an 
anastomotic leakage in 1 (3%) and 0 (0%) patients, respectively. In group B, 42 patients had transhiatal 
esophagogastrectomy and 85 had thoracic esophagogastrectomy, which resulted in anastomotic leakage in 5 (12%) 
and 2 (2%) patients, respectively. The leakage ratio of group B was significant greater than that of group A (P < .05). 
Two patients were excluded during the evaluation of the benign stricture due to hospital mortality. Anastomotic 
strictures were noted in 8 patients from group A (6%) and 20 patients from group B (16%), and the difference in the 
incidence of anastomotic strictures between these 2 groups was statistically significant (P < .05). 
 
CONCLUSION: 
Wrapping of the pedicle omental flap around the esophagogastric stapled anastomosis site decreases the incidence 
of anastomotic leakage and stricture rate after esophagectomy for esophageal cancer, thereby decreasing the 
morbidity and mortality of the procedure. 

Publication types, MeSH terms, Substances 
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Publication type 
Randomized Controlled Trial 
 
MeSH terms 
Aged 
Anastomosis, Surgical/methods* 
Anastomotic Leak/prevention & control 
Esophageal Neoplasms/surgery* 
Esophagectomy/methods* 
Female 
Humans 
Male 
Middle Aged 
Omentum 
Prospective Studies 
Surgical Flaps* 

 

Embase bibliographic information 

Title  

Wrapping of the omental pedicle flap around esophagogastric anastomosis after esophagectomy for esophageal 
cancer. 

Publication accession no. 

51075091 /  Embase Accession Number: 2011107731 

Abstract and author keywords 

Background: Esophagogastrectomy for esophageal cancer is the standard surgical treatment as a curative measure 
or for palliation. Esophagogastric anastomotic leakage and stricture are common life-threatening postoperative 
complications (more so if the leakage occurs in the chest), and the success of the anastomosis created in the 
reconstruction of the resected esophagus can highly influence morbidity and mortality. 
Method(s): A prospective, randomized study was undertaken on 291 patients treated for carcinoma of the 
esophagus between January 2004 and December 2008. The study excluded 36 patients (12%) who were inoperable. 
Patients were assigned to 2 treatment groups that consisted of 128 patients in group A and 127 patients in group B 
according to a restricted, permuted block randomization plan. Patients in group A underwent an 
esophagogastrectomy with wrapping of the pedicle omental flap around the esophagogastric anastomosis. Group B 
patients underwent an esophagogastrectomy with only a stapled technique. 
Result(s): Of all 255 patients who received an esophagogastric anastomosis, 226 (89%) were discharged from the 
hospital within 15 days of operation. There was no significant difference between these 2 groups in regard to the 
incidence of pulmonary complications, abdominal or thoracic infections, and days of hospital stay. Anastomotic 
leaks occurred in a single patient from group A (1%) and in 7 patients from group B (6%). In group A, 33 patients 
underwent transhiatal esophagogastrectomy and 95 had thoracic esophagogastrectomy, which resulted in an 
anastomotic leakage in 1 (3%) and 0 (0%) patients, respectively. In group B, 42 patients had transhiatal 
esophagogastrectomy and 85 had thoracic esophagogastrectomy, which resulted in anastomotic leakage in 5 (12%) 
and 2 (2%) patients, respectively. The leakage ratio of group B was significant greater than that of group A (P < .05). 
Two patients were excluded during the evaluation of the benign stricture due to hospital mortality. Anastomotic 
strictures were noted in 8 patients from group A (6%) and 20 patients from group B (16%), and the difference in the 
incidence of anastomotic strictures between these 2 groups was statistically significant (P < .05). 
Conclusion(s): Wrapping of the pedicle omental flap around the esophagogastric stapled anastomosis site 
decreases the incidence of anastomotic leakage and stricture rate after esophagectomy for esophageal cancer, 
thereby decreasing the morbidity and mortality of the procedure. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
abdominal infection 
adult 
anastomosis 
anastomosis leakage / co [Complication] 
article 
cancer surgery 
chest infection / co [Complication] 
clinical evaluation 
*esophagus cancer / su [Surgery] 
esophagus carcinoma / su [Surgery] 
*esophagus resection 
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*esophagus surgery 
female 
*gastrectomy 
hospital discharge 
hospitalization 
human 
intermethod comparison 
lung complication / co [Complication] 
major clinical study 
male 
priority journal 
prospective study 
randomized controlled trial 
surgical mortality 
surgical technique 
*omental pedicle flap wrapping 
*thoracic esophagogastrectomy 
*transhiatal esophagogastrectomy 
 
Candidate Terms:  
*omental pedicle flap wrapping [other term]; *thoracic esophagogastrectomy [other term]; *transhiatal 
esophagogastrectomy [other term] 
 
Other Index Terms:  
abdominal infection; adult; anastomosis; anastomosis leakage / complication; article; cancer surgery; chest 
infection / complication; clinical evaluation; *esophagus cancer / *surgery; esophagus carcinoma / surgery; 
*esophagus resection; *esophagus surgery; female; *gastrectomy; hospital discharge; hospitalization; human; 
intermethod comparison; lung complication / complication; major clinical study; male; priority journal; prospective 
study; randomized controlled trial; surgical mortality; surgical technique 
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Publication characteristics 

 

 

Cochrane review characteristics 

Cochrane group  
(Upper GI and Pancreatic Group / Gynaecology and 
fertility group)  

Upper Gi and Pancreatic Group 

Cochrane review 
(angivet I excel-fil I fanebladet “Publikationer til analyse”) 
 

#63 

Cochrane review title Omentoplasty for oesophagogastrostomy after oesophagectomy. 

Cochrane PMID 25274134 Cochrane accession no. 620548882 

 

Reported findings 

 
Characteristic 

 
PubMed 
Retrievable in  
TI-AB-KEY 
(0 = no, 1 = yes)  
(Comment findings) 

 
PubMed 
Retrievable in 
MeSH  
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
TI-AB-KEY 
(0 = no, 1 = yes) 
(Comment findings) 

 
Embase 
Retrievable in 
subject heading  
(0 = no, 1 = yes) 
(Comment findings) 

 
P: patient / 
population 

0 1 0 1 

 
I: intervention (s) 

1/1 10/1 1/1 1/1 

 
C: comparison (s) 

1 0 1 0 

 
O: outcome (s) 

 

 
1. outcome (s) 

2/2 
(1+1) 

1/2 
(0+1) 

2/2 
(1+1) 

1/2 
(0+1) 

 
2. outcome (s) 

2/2 
(1+1) 

1/2 
(1+0) 

2/2 
(1+1) 

0/2 
(0+0) 

 

Data extraction and validation information 

Date (initial data extraction) 2.12.2919 Date (validation) x.x.xxxx 

 

 

Review characteristics (based on PICO) 

P: patient / population  Patients with a diagnosis of oesophageal cancer, according to pathology, who received 
omentoplasty or no omentoplasty for oesophagogastrostomy after oesophagectomy, regardless 
of age, sex, race, stage and histological type of cancer. 

I: intervention (s) Omentoplasty for oesophagogastrostomy after oesophagectomy in patients with oesophageal 
cancer, regardless of anastomotic site (neck or chest anastomosis), anastomotic method (manual 
or mechanical anastomosis) or surgical approach (transhiatal or transthoracic).  
 

C: comparison (s) The control group received no omentoplasty. 

Publication nr. 
  

#48 

Publication title 

Omentoplasty in preventing anastomotic leakage of oesophagogastrostomy following radical oesophagectomy with 
three‐field lymphadenectomy.  

Publication authors 

Zheng QF, Wang JJ, Ying MG, Liu SY.  

Publication journal and year 

European Journal of Cardio‐thoracic Surgery 2013;43(2):274‐8. 
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O: outcome (s) 
OBS: se “Characteristics 
of studies” i Cochrane 
reviewet – her er for 
hvert studie 
(publikation) angivet 
hvilke outcomes der var 
med i pågældende 
studie. 

I. Mortality (death from any cause in the 
early postoperative period: within one 
month after surgery).  
 
II. Survival (during the follow‐up period): at 
one, three and five years. 
 
III. Anastomotic leakage rate after surgery. 

I. Surgery‐related complications, such as major 
vascular injury, tracheal injury, recurrent laryngeal 
nerve injury or thoracic duct injury.  
 
II. Omentoplasty‐related complications, such as 
peritonitis, intestinal obstruction or infection.  
 
III. Anastomotic stenosis after surgery. 
 
IV. Duration of hospital stay. 
 
V. Quality of life. 

!Note 
 
Følgende er angivet i 
reviewet 

Outcomes Outcomes reported in both groups: hospital mortality; anastomotic leakage; 

anastomotic strictures; hospital stay (days); tumour recurrence 

Time points for follow‐up: 7th and 14th days after the operation, and  

within 3 years following surgery 
 

 

PubMed bibliographic information 

Title 

Omentoplasty in preventing anastomotic leakage of oesophagogastrostomy following radical oesophagectomy with 
three-field lymphadenectomy. 

PMID 

22648923 

Abstract and author keywords 

OBJECTIVES: 
Anastomotic leakage is a major cause of mortality in oesophageal surgery. Whether omentoplasty after 
oesophagogastrostomy could reduce anastomotic leakage is still controversial. The aim of this study is to 
investigate the function of omentoplasty to reinforce cervical oesophagogastrostomy after radical oesophagectomy 
with three-field lymphadenectomy. 
 
METHODS: 
A total of 184 patients who underwent radical oesophagectomy with three-field lymphadenectomy took part in this 
prospective study. Patients were randomized to receive either the omentoplasty or non-omentoplasty. In the 
omentoplasty group, the omentum was wrapped around the oesophagogastric anastomosis after 
oesophagogastrostomy. Age, gender, location of carcinoma, stage, body mass index, diabetes, coronary artery 
disease, peripheral vascular disease and performance of omentoplasty were recorded. The anastomotic leakage 
and stricture and recurrence site were followed up for three years after the operation. 
 
RESULTS: 
The two groups were comparable in terms of age, gender, location of carcinoma, stage, body mass index, diabetes, 
coronary artery disease and peripheral vascular disease (P > 0.05). In contrast to the non-omentoplasty group with 
a postoperative anastomotic leakage rate of 9.8%, the omentoplasty subjects demonstrated a significantly lower 
rate of 3.3% (P < 0.05). No lethal leakage was found in the omentoplasty group, while two non-omentoplasty 
patients developed incurable empyema and mediastinitis due to leakage and ultimately died. The rate of incidence 
of anastomotic stricture in the omentoplasty and non-omentoplasty groups were 4.3% and 2.2% respectively. Of 
the five cases of death during the hospital stay, two were found in the omentoplasty group and three in non-
omentoplasty. There was no significant difference of lethal leakage, stricture and death rate between the two 
groups (P > 0.05). The hospital stay was significantly longer for non-omentoplasty patients, compared with that for 
the omentoplasty subjects (P < 0.05). Tumour recurrence in lymphatic- or haematogenous metastasis was similar in 
both groups (P > 0.05). 
 
CONCLUSION: 
Omentoplasty may prevent anastomotic leakage of oesophagogastrostomy following radical oesophagectomy with 
three-field lymphadenectomy. 

Publication types, MeSH terms, Substances 

Publication type 
Randomized Controlled Trial 
 
MeSH terms 
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Adult 
Aged 
Aged, 80 and over 
Anastomotic Leak/prevention & control* 
Esophageal Neoplasms/surgery* 
Esophageal Stenosis/etiology 
Esophagectomy/methods 
Esophagostomy/methods 
Female 
Gastrostomy/methods 
Humans 
Lymph Node Excision/methods 
Male 
Middle Aged 
Omentum/surgery* 
Prospective Studies 

 

Embase bibliographic information 

Title  

Omentoplasty in preventing anastomotic leakage of oesophagogastrostomy following radical oesophagectomy with 
three-field lymphadenectomy. 

Publication accession no. 

368170051 /  Embase Accession Number: 2013057028 

Abstract and author keywords 

OBJECTIVES: Anastomotic leakage is a major cause of mortality in oesophageal surgery. Whether omentoplasty 
after oesophagogastrostomy could reduce anastomotic leakage is still controversial. The aim of this study is to 
investigate the function of omentoplasty to reinforce cervical oesophagogastrostomy after radical oesophagectomy 
with three-field lymphadenectomy. 
METHOD(S): A total of 184 patients who underwent radical oesophagectomy with three-field lymphadenectomy 
took part in this prospective study. Patients were randomized to receive either the omentoplasty or non-
omentoplasty. In the omentoplasty group, the omentum was wrapped around the oesophagogastric anastomosis 
after oesophagogastrostomy. Age, gender, location of carcinoma, stage, body mass index, diabetes, coronary artery 
disease, peripheral vascular disease and performance of omentoplasty were recorded. The anastomotic leakage 
and stricture and recurrence site were followed up for three years after the operation. 
RESULT(S): The two groups were comparable in terms of age, gender, location of carcinoma, stage, body mass 
index, diabetes, coronary artery disease and peripheral vascular disease (P > 0.05). In contrast to the non-
omentoplasty group with a postoperative anastomotic leakage rate of 9.8%, the omentoplasty subjects 
demonstrated a significantly lower rate of 3.3% (P < 0.05). No lethal leakage was found in the omentoplasty group, 
while two non-omentoplasty patients developed incurable empyema and mediastinitis due to leakage and 
ultimately died. The rate of incidence of anastomotic stricture in the omentoplasty and non-omentoplasty groups 
were 4.3% and 2.2% respectively. Of the five cases of death during the hospital stay, two were found in the 
omentoplasty group and three in non-omentoplasty. There was no significant difference of lethal leakage, stricture 
and death rate between the two groups (P > 0.05). The hospital stay was significantly longer for non-omentoplasty 
patients, compared with that for the omentoplasty subjects (P < 0.05). Tumour recurrence in lymphatic- or 
haematogenous metastasis was similar in both groups (P > 0.05). 
CONCLUSION(S): Omentoplasty may prevent anastomotic leakage of oesophagogastrostomy following radical 
oesophagectomy with three-field lymphadenectomy. 

Subject headings, drug index terms & other index terms 

Subject Headings:  
aged 
*anastomosis leakage / co [Complication] 
*anastomosis leakage / pc [Prevention] 
*anastomosis leakage / su [Surgery] 
article 
body mass 
cancer staging 
controlled study 
coronary artery disease 
*esophagogastrostomy 
*esophagus carcinoma / su [Surgery] 
*esophagus resection 
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female 
human 
*lymph node dissection 
major clinical study 
male 
metastasis 
*omentoplasty 
peripheral vascular disease 
priority journal 
randomized controlled trial 
tumor recurrence 
 
Other Index Terms:  
aged; *anastomosis leakage / *complication / *prevention / *surgery; article; body mass; cancer staging; controlled 
study; coronary artery disease; *esophagogastrostomy; *esophagus carcinoma / *surgery; *esophagus resection; 
female; human; *lymph node dissection; major clinical study; male; metastasis; *omentoplasty; peripheral vascular 
disease; priority journal; randomized controlled trial; tumor recurrence 


