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OctreotideOctreotide in  in preventingpreventing abdominal abdominal
complications complications afterafter  pancreatic resectionpancreatic resection

•• BuchlerBuchler (1992) (1992)
•• PederzoliPederzoli (1994) (1994)
•• MontorsiMontorsi (1995) (1995)
•• FriessFriess (1995) (1995)

((chronicchronic  pancreatitispancreatitis))

•• LowyLowy (1997) (1997)
((cancer et DPC)cancer et DPC)

•• YeoYeo  (2000)(2000)
(DPC)(DPC)

6 6 controlledcontrolled  randomized randomized trialstrials

UsefulUseful UnusefulUnuseful



MethodsMethods (I) (I)

•• Multicentric Multicentric trialtrial
•• ControlledControlled, , randomizedrandomized, simple , simple blindblind
•• Main Main endpointendpoint :  : numbernumber of patients  of patients withwith

one or more complicationsone or more complications
•• SubsidiarySubsidiary  endpointsendpoints :  : severityseverity of of

complications (complications (reoperationsreoperations, , mortalitymortality,,
durationduration of  of hospitalhospital  staystay))



•• Randomization Randomization by a phone-callby a phone-call
•• Intra-Intra-operativeoperative  ((afterafter  resectionresection))

•• Stratification as regards 3 Stratification as regards 3 riskrisk  factors factors ::
Type of Type of resectionresection : PD or DSP : PD or DSP

Type of Type of deseasesdeseases : Cancer or ou  : Cancer or ou Chronic pancreatitisChronic pancreatitis
Type of Type of pancreatic parenchymapancreatic parenchyma : Normal or  : Normal or FibroticFibrotic

MethodsMethods (II) (II)



Inclusion Inclusion criteriacriteria
•• AllAll pancreatic resections pancreatic resections for cancer or for cancer or

benign diseasebenign disease
•• Extended resection Extended resection to to the vessels the vessels or toor to

other organsother organs
•• Surgical Surgical technique nottechnique not imposed imposed
•• Use of Glue Use of Glue availableavailable
•• Exclusion ofExclusion of pancreatic  pancreatic trauma trauma and acuteand acute

pancreatitispancreatitis



PatientsPatients

• From August 1992 to January 1997
• 20 centers (13 University Hospital, 7

Comunity Hospital)
• From 1 to 31 patients were included  per

center
• Median number of patients included per

center : 8



ResultsResults

• 230 patients included
122 octreotide group ; 108 control group

• No patient excluded

• Pancreatoduodenectomy (PD) : 177 (77%)
• Distal splenopancreatectomy (DSP) : 53(23%)

• Cancer : 200 (87%)
• Chronic pancreatitis : 30 (13%)



•• PrePre--operative characteristicsoperative characteristics ( (gendergender, age,, age,
weight lossweight loss, , pathologypathology) : ) : no no differencedifference

•• Intra-Intra-operative characteristicsoperative characteristics ( (kindkind of of
resectionresection, texture of , texture of pancreatic remnantpancreatic remnant,,
diameterdiameter of main  of main pancreatic ductpancreatic duct, use of, use of
glue) : glue) : Larger Larger use of glue in use of glue in octreotide octreotide groupgroup

ResultsResults :  : ComparisonComparison of groups of groups



ResultsResults
Main Main endpointendpoint

OctreotideOctreotide group group
•• Complications inComplications in

27 patients (22%*)27 patients (22%*)

Control groupControl group
•• Complications inComplications in

35 patients 35 patients (32%*)(32%*)

* p = 0,08 ; * p = 0,08 ; same results after homogenisationsame results after homogenisation of of
groupsgroups



Main Main endpointsendpoints
( complications)( complications)

OctreotideOctreotide group group
•• Pancreatic fistulaPancreatic fistula

N = 21 (17%)N = 21 (17%)
•• Biliary fistulaBiliary fistula

N = 5 (4%)N = 5 (4%)
•• CollectionCollection

N = 18 (15%)N = 18 (15%)
•• HemorrhageHemorrhage

N = 16 (13%)N = 16 (13%)

Control groupControl group
•• Pancreatic fistulaPancreatic fistula

N = 20 (19%)N = 20 (19%)
•• Biliary fistulaBiliary fistula

N = 5 (5%)N = 5 (5%)
•• CollectionCollection

N = 23 (21%)N = 23 (21%)
•• HemorrhageHemorrhage

N = 10 (9%)N = 10 (9%)



ResultsResults :  : Subsidiary endpointsSubsidiary endpoints

OctreotideOctreotide  groupgroup
•• ReoperationReoperation : 24 : 24

20%*20%*
•• MortalityMortality : 15 : 15

12%§12%§
•• Median duration stayMedian duration stay

: 21 : 21 daysdays £ £

ControleControle group group
•• ReoperationReoperation : 21 : 21

19%*19%*
•• MortalityMortality : 8 : 8

7%§7%§
•• Median duration stayMedian duration stay

: 22 : 22 daysdays £ £

* p = 0,94 ; § p =0,21 ; £ p =0,31* p = 0,94 ; § p =0,21 ; £ p =0,31



RiskRisk  factorsfactors (I) (I)

•• The The rate of patients rate of patients with with complications complications waswas
higher higher in case of normal in case of normal parenchymaparenchyma : 32%  : 32% vsvs
19%; p=0,0419%; p=0,04

•• In In the other stratathe other strata : no : no significant significant  differencesdifferences

•• Every strataEvery strata : no  : no significant efficacitysignificant efficacity of of
OctreotideOctreotide



Risk factorsRisk factors (II) (II)

OctreotideOctreotide  loweredlowered  significantlysignificantly  thethe rate of intra- rate of intra-
abdominal complications in abdominal complications in bothboth  subgroupssubgroups

–– Main Main pancreaticpancreatic  ductduct < 3 mm < 3 mm : 24%  : 24% vsvs
45%*45%*

–– PancreatojejunostomyPancreatojejunostomy : 21% versus 40%* : 21% versus 40%*

* P = 0,02* P = 0,02



ConclusionConclusion

•• OctreotideOctreotide  decreases the frequencedecreases the frequence of intra- of intra-
abdominal complications abdominal complications after pancreaticafter pancreatic
resectionsresections but does not but does not lower their gravity lower their gravity

•• ParticularlyParticularly in case of in case of narrow narrow main  main pancreaticpancreatic
duct and afterduct and after  pancreatojejunostomypancreatojejunostomy in case of in case of
pancreatoduodenectomypancreatoduodenectomy

•• PreoperativePreoperative administration  administration could optimize itscould optimize its
action.action.



Wirsung Wirsung duct duct occlusion byocclusion by
Fibrin Fibrin Glue in Glue in the preventionthe prevention

of complications of complications afterafter
pancreatic resectionpancreatic resection
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Wirsung Wirsung duct duct occlusionocclusion

•• No No controlledcontrolled  studiesstudies**

**WaclawisczekWaclawisczek 1996 ; Van 1996 ; Van Gulik Gulik 1995 ; Cavallini 1991 1995 ; Cavallini 1991



Fibrin Fibrin Glue in Glue in thethe
preventionprevention of complications of complications

•• MulticentricMulticentric trial trial
•• Simple Simple blind study randomizedblind study randomized
•• Main Main endpointendpoint : : number number of patients of patients with with

one or more IACone or more IAC
•• Subsidiary endpointsSubsidiary endpoints : : severity severity of of

complications (complications (reoperationsreoperations,, mortality mortality,,
durationduration of of hospital stay hospital stay))



•• RandomizationRandomization by a phone-call by a phone-call
•• In intra-In intra-operative periodoperative period  ((afterafter

resectionresection))

•• Stratification Stratification according according to 3to 3 risk risk
factorsfactors : :
Type ofType of resection resection : PD or DSP : PD or DSP

Type ofType of deseases deseases : Cancer or  : Cancer or ChronicChronic
pancreatitispancreatitis
Type ofType of pancreatic parenchyma pancreatic parenchyma : Normal or : Normal or
FibroticFibrotic

MethodsMethods (II) (II)



Inclusion Inclusion criteriascriterias
•• Every Every partial partial pancreatic resectionpancreatic resection for for

cancer or cancer or chronic pancreatitischronic pancreatitis
•• Extended resectionExtended resection to to the vessels the vessels or to or to

other organsother organs
•• SurgicalSurgical technique not technique not imposed imposed
•• Use of Use of Octreotide Octreotide possiblepossible
•• Exclusion ofExclusion of pancreatic pancreatic trauma trauma and acute and acute

pancreatitispancreatitis



PatientsPatients

• From January 1994 to december 1998
• 15 centers (10 UH, 5 CH)
• 1 to 32 patients included for different centers
• Median number of patients included per

center : 11



ResultsResults

• 182 patients included
102 Glue group ; 80 Control group

• No patients excluded

• PD : 141 (77%); DSP :41 (23%)

• Cancer : 150 (82%) ; Chronic pancreatitis : 30
(18%)



•• PrePre--operative factorsoperative factors ( (gendergender, age,, age,
weightweight  lossloss, , pathologypathology) : ) : No No significantsignificant
differencesdifferences

•• Intra-Intra-operative factorsoperative factors :  : 3 3 differencesdifferences
–– Glue group : more Glue group : more fibrotic pancreasfibrotic pancreas (p<0,05) (p<0,05)
–– Glue group : more Glue group : more often Octreotideoften Octreotide (p<0,05) (p<0,05)
–– Glue group : more Glue on Glue group : more Glue on thethe  anastomosisanastomosis

(p<0,05)(p<0,05)

ResultsResults :  : ComparisonComparison  betweenbetween groups groups



ResultsResults
Main Main endpointendpoint

Glue groupGlue group
•• 24 patients 24 patients withwith

complicationscomplications
23,5%*23,5%*

Control groupControl group
•• 21 patients21 patients with with

complicationscomplications
26%*26%*

* p = 0,67 ; * p = 0,67 ; same results after homogenisation same results after homogenisation ofof
groupsgroups



Main Main endpointendpoint
((detailsdetails of complications) of complications)

Glue groupGlue group
•• Pancreatic fistulaPancreatic fistula

N = 17 (17%)N = 17 (17%)
•• Biliary fistulaBiliary fistula

N = 6 (6%)N = 6 (6%)
•• CollectionsCollections

N = 15 (15%)N = 15 (15%)
•• HaemorrhageHaemorrhage

N = 7 (7%)N = 7 (7%)

Control groupControl group
•• Pancreatic fistulaPancreatic fistula

N = 12 (15%)N = 12 (15%)
•• Biliary fistulaBiliary fistula

N = 3 (4%)N = 3 (4%)
•• CollectionsCollections

N = 19 (24%)N = 19 (24%)
•• HaemorrhageHaemorrhage

N = 11 (14%)N = 11 (14%)



ResultsResults: : Subsidiary endpointsSubsidiary endpoints

Glue groupGlue group
•• Re-Re-operationsoperations :15 :15

15%*15%*
•• MortalityMortality : 9 : 9

8,8%§8,8%§
•• Median hospital stayMedian hospital stay  ::

19 jours £19 jours £

Control groupControl group
•• Re-Re-operationsoperations : 15 : 15

19%*19%*
•• MortalityMortality : 5 : 5

6%§6%§
•• Median hospital stayMedian hospital stay : :

20 jours £20 jours £

* p = 0,46 ; § p = 0,51 ; £ p = 0,8* p = 0,46 ; § p = 0,51 ; £ p = 0,8



ResultsResults :  : riskrisk  factorsfactors

•• More complications in patients More complications in patients withwith
normal normal pancreatic parenchymapancreatic parenchyma : :
32% 32% vsvs 13%; p = 0,003 13%; p = 0,003

•• More complications in patients More complications in patients withwith
small pancreatic ductsmall pancreatic duct (< 3mm) : (< 3mm) :
35% versus 15% ; p = 0,00235% versus 15% ; p = 0,002

•• No No significant differences significant differences due to due to the the GlueGlue
in in every strataevery strata



ConclusionConclusion

Wirsung Wirsung duct duct occlusion by occlusion by Fibrin Fibrin Glue Glue does does notnot
modify the frequence and the severity modify the frequence and the severity of IACof IAC

after pancreatic resectionsafter pancreatic resections


