
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 
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are provided with free text boxes to elaborate on their assessment. These free text comments are 
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study to compare the efficacy of octreotide therapy 40 mg monthly 
versus standard of care in patients with refractory anaemia due to 
gastrointestinal bleeding from small bowel angiodysplasias: a 
protocol of the OCEAN Trial 

AUTHORS Grooteman, Katherina; van Geenen, Erwin; Drenth, Joost 

 

VERSION 1 - REVIEW 

REVIEWER Javier Molina-Infante 
Department of Gastroenterology,  
Hospital San Pedro de Alcantara, Caceres, Spain 

REVIEW RETURNED 21-Feb-2016 

 

GENERAL COMMENTS The authors present a proposal of RCT in one of the fields in most 
need for randomized interventions. This entity represent extremely 
desperate clinical cases, with elderly fragile comorbid population, 
mostly on anticoagulation or antiplatelet therapy, which may 
exacerbate GI bleeding. I have several concerns  
 
1) Design  
 
The more logical design is octreotide vs. placebo in patients where 
the standard of care has failed. Skim reading the proposal, it seems 
that the standard of care is somewhat weak, whereas the 
interventional arm is stronger, with octreotide doses twice as high as 
published in liteature  
The standard of care is not well defined as it varies notably, but it 
may not be not only iron and blood transfusions support. It may also 
consists as well of sustained or transient withdrawal of antiplatelet or 
anticoagulation therapy, or even transient change of anticoagulant 
standard therapy for heparin.  
 
2) Inclusion/Exclusion Criteria  
 
2.1) The authors will exclude patients with any other possible source 
of gastrointestinal bleeding found during diagnostic endoscopy. This 
is definitely going to slow down enormously the inclusion of patients. 
On the other hand, GI angiodysplasias commonly coexist in the 
stomach (watermelon stomach, portal hypertension gastropathy) or 
colon, along with small bowel lesions, specially in cirrothic patients. 
Do these patients have to be excluded) When these GI lesions are 
present simultaneously with small bowel angiodysplasias, you 
cannot discriminate which ones are responsible for GI bleeding. 
However, if there is a failure to control anemia after repeated 
endoscopic treatment in accesible lesions, is there any point in 
denying somatostin analogues to these patients?. Accordingly, I 
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would suggest to include patients with other coexisting gastric and/or 
colonic lesions accesible lesion in which repeat endoscopic 
treatment (2 or more attempsts) cannot adequately control anemia.  
 
2.2) Normalization of haemoglobin level under oral iron 
supplementation alone. It is obvious that these patients won´t need 
blood transfusions, which is an inclusion critera. However, there 
might a number of reasons why oral iron might me inadequately 
absorbed (PPIs, polimedication, comorbidities), but iv iron may work 
avoiding the need for blood transfusions. In fact, "RBC transfusion in 
the protocol will be indicated just when anaemia is persistent despite 
parenteral iron supplementation". This clashes with the exclusion 
criteria. As such, I would suggest to exclude patients with 
normalization of haemoglobin level after EITHER oral OR 
PARENTERAL iron supplementation.  
 
3) Drug doses. All evidence available uses octreotide LAR 10 or 20 
mg for this indication. 20 mg x 2 are supratherapeutic doses without 
rationale justification behind. Will they be administered 
simultaneously?. This is important to acknowledge seeing as the 
intramuscular route usually exhibits blood concentration peak 14 dys 
after initial administration. Therfore it would be even more logical 
from a pharmakokynetic standpoint to administer 20 mg a fortnight 
rather than 40 mg once a month.  
 
I would start with a standard dose of 20 mg. In case of lack of 
response after 3 to 6 months, I´d consider stepping up to the 
aforementioned scheme. This is not considered in the current 
version of the protocol either. Is there any measure that will be taken 
in patients unresponsive to 40 gg/month?  
 
4) Follow-up period. Available data are conflicting about whether GI 
bleeding relapses after OCT discontinuation. A 2-month period is 
extraordinarily short to observe rebleeding. A minimum of 6- to 12-
month observation should be set. Although the vascular effect of 
OCT is gone, several studies have suggested but not proven that 
OCT may exert antiangiogenic effect (as the authors mention in the 
introduction), which may result in long-term clinic benefit.  
 
5) References. Please, add this Spanish article to the reference list 
and the discussion. Klímová K, Padilla-Suárez C, Giménez-
Manzorro Á, Pajares-Díaz JA, Clemente-Ricote G, Hernando-Alonso 
A. Octreotide long-active release in the treatment of gastrointestinal 
bleeding due to vascular malformations: Cost-effectiveness study. 
Rev Esp Enferm Dig. 2015 Feb;107(2):79-88.  

 

REVIEWER Christian S. Jackson MD FACG 
Loma Linda VA Medical Center  
Loma Linda, CA USA 

REVIEW RETURNED 08-Mar-2016 

 

GENERAL COMMENTS Has the study been completed? Have there been outcomes 
determined for this study? Only the protocol for the study was sent. I 
do not see a results or a discussion section. The manuscript should 
be resubmitted once it is complete.   
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REVIEWER Aparicio 
Service de Gastroentérologie  
Hôpital Avicenne, APHP  
Bobigny, France 

REVIEW RETURNED 23-Apr-2016 

 

GENERAL COMMENTS This is the first randomized prospective trial to evaluate octreotide 
efficacy for angiodysplasia treatment.  
Some minor point could be improved  
Introduction: very recently a randomized phase II study report 
positive result for pasireotide, another somatostatin analogue 
(Benamouzig R et al JFHOD 2016 S158 and in DDW 2016)  
Method: 1) it should be state if it is allowed to enroll patients with 
angiodysplasia of stomach and/or colon associate with small bowel 
angiodysplasia. If yes, the presence of angiodysplasia of 
colon/stomach or nt should be a stratification factor.  
2) For patient with anticoagulant the modification of this therapy 
should be collected after randomization. This is particularly important 
as it is not a double blind study and there is a chance to observed 
more anticoagulant treatment modification in the arm with intra 
muscular octreotide injection.  
Discussion: intramuscular injection could cause hematomas in 
patient anticoagulant treatment. This could cause experimental 
treatment interruption and challenge the trial result? This should be 
discussed. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Javier Molina-Infante  

 

The authors present a proposal of RCT in one of the fields in most need for randomized interventions. 

This entity represent extremely desperate clinical cases, with elderly fragile comorbid population, 

mostly on anticoagulation or antiplatelet therapy, which may exacerbate GI bleeding. I have several 

concerns  

 

1. Design: The more logical design is octreotide vs. placebo in patients where the standard of care 

has failed. Skim reading the proposal, it seems that the standard of care is somewhat weak, whereas 

the interventional arm is stronger, with octreotide doses twice as high as published in liteature The 

standard of care is not well defined as it varies notably, but it may not be not only iron and blood 

transfusions support. It may also consists as well of sustained or transient withdrawal of antiplatelet or 

anticoagulation therapy, or even transient change of anticoagulant standard therapy for heparin.  

 

We agree with the reviewer that the design with placebo as a ‘drug’ in control group is preferable. We 

addressed this issue in the discussion section. Unfortunately production of a placebo is too costly to 

start this study under current financial restrictions.  

 

All patients, regardless of treatment allocation, will receive the best clinical care possible. The 

standard-of-care for chronic bleeding from angiodysplasias such as, endoscopy treatment, blood 

transfusions and iron supplementation are part of the treatment program for these patients. It is our 

goal to compare octreotide on top of standard of care.  

We made adjustments in the ‘standard of care’ summary of the protocol concerning the anticoagulant 

therapy modification. Please see the section on page 13.  
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2. The authors will exclude patients with any other possible source of gastrointestinal bleeding found 

during diagnostic endoscopy. This is definitely going to slow down enormously the inclusion of 

patients. On the other hand, GI angiodysplasias commonly coexist in the stomach (watermelon 

stomach, portal hypertension gastropathy) or colon, along with small bowel lesions, specially in 

cirrothic patients. Do these patients have to be excluded) When these GI lesions are present 

simultaneously with small bowel angiodysplasias, you cannot discriminate which ones are responsible 

for GI bleeding. However, if there is a failure to control anemia after repeated endoscopic treatment in 

accesible lesions, is there any point in denying somatostin analogues to these patients?. Accordingly, 

I would suggest to include patients with other coexisting gastric and/or colonic lesions accesible lesion 

in which repeat endoscopic treatment (2 or more attempsts) cannot adequately control anemia.  

 

We agree with the reviewer that exclusion of other sources of gastrointestinal bleeds slows down 

inclusion. However, we deliberately considered this risk outweighing an increased heterogeneous 

study population. Therefore, an amendment, in which “Angiodysplasias at any location in the 

gastrointestinal tract, which are transfusion dependent and fail endoscopic therapy” was added in the 

inclusion population section of the protocol.  

 

We agree that it is unreasonable to deny patients with GAVE the opportunity of SST. The difficulty is 

that GAVE / portal hypertension gastropathy are different disease entities, although associated with 

similar risk factors. Instead of broadening our inclusion criteria further, we have initiated small sub-

studies that target patients with GAVE (as the therapy of choice in portal hypertension gastropathy is 

TIPS).  

 

3. Normalization of haemoglobin level under oral iron supplementation alone. It is obvious that these 

patients won´t need blood transfusions, which is an inclusion critera. However, there might a number 

of reasons why oral iron might me inadequately absorbed (PPIs, polimedication, comorbidities), but iv 

iron may work avoiding the need for blood transfusions. In fact, "RBC transfusion in the protocol will 

be indicated just when anaemia is persistent despite parenteral iron supplementation". This clashes 

with the exclusion criteria. As such, I would suggest to exclude patients with normalization of 

haemoglobin level after EITHER oral OR PARENTERAL iron supplementation.  

 

We understand the concerns of the reviewer and we too had ample of discussion on the degree of 

transfusion dependency. However, from a patient’s perspective, the burden of parenteral iron 

dependency with day-care admissions is considered higher than that of oral iron supplementation and 

thereby the possible gain of SST is much higher, e.g. justified. We do not discriminate patients on 

reason for iron infusion dependency. As a consequence there might be patients in our trial, where oral 

iron would be sufficient, if there was not an inadequately absorption due to polimedication. However 

the inclusion of patients based on iron infusion dependency without looking at the specific reason for 

the infusion therapy, is not a problem as we want to proof that octreotide is effective (proof of 

principle). Additionally, disease severity is not clearly defined for symptomatic angiodysplasias, 

thereby heterogeneity in study population is unavoidable. The RCT design will balance this.  

 

4. Drug doses. All evidence available uses octreotide LAR 10 or 20 mg for this indication. 20 mg x 2 

are supratherapeutic doses without rationale justification behind. Will they be administered 

simultaneously?. This is important to acknowledge seeing as the intramuscular route usually exhibits 

blood concentration peak 14 dys after initial administration. Therfore it would be even more logical 

from a pharmakokynetic standpoint to administer 20 mg a fortnight rather than 40 mg once a month.  

 

I would start with a standard dose of 20 mg. In case of lack of response after 3 to 6 months, I´d 

consider stepping up to the aforementioned scheme. This is not considered in the current version of 

the protocol either. Is there any measure that will be taken in patients unresponsive to 40 gg/month?  

 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011442 on 12 S

eptem
ber 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


- We agree with the reviewer that 40mg LAR is a possible supratherapeutic dose. However, our study 

is a proof of concept study, rather than a dose optimizing study (including dose-effect and side-

effects). In other areas of medicine this dose of octreotide is used safely and has a difference in 

response been described for the 20 and 40 mg of octreotide LAR or their equivalent Lanreotide doses 

[Temmerman, AP&T, 2013; Ludlam, Adv Ther, 2011].  

- Both injections are given at the same time. It is correct that from a pharmacokinetic standpoint in the 

first 1.5 month it would be more logical to give it every 2 weeks 20 mg. However, we know that the 

octreotide levels reach a steady-state after 2-3 injections. 40mg LAR will most likely lead to a shorter 

Tmax. In conclusion, to our opinion, the pharmacokinetics of our proposed dose regimen outweighs 

the extra discomfort for the patient of having every 2 weeks injections.  

- Because we start at a high dose for this indication, we did not include a step-up approach, only a 

step-down approach. If a patient is unresponsive, we do not want to increase the dose even more and 

conclude the patient is a non-responder.  

 

5. Follow-up period. Available data are conflicting about whether GI bleeding relapses after OCT 

discontinuation. A 2-month period is extraordinarily short to observe rebleeding. A minimum of 6- to 

12-month observation should be set. Although the vascular effect of OCT is gone, several studies 

have suggested but not proven that OCT may exert antiangiogenic effect (as the authors mention in 

the introduction), which may result in long-term clinic benefit.  

 

We agree with the reviewer that our follow-up period is too short to investigate the long-term 

antiangiogenic effect after discontinuation of the octreotide. However, the current study is not 

designed and powered to study these possible side-effects. The 2-month follow-up period is chosen 

for safety reasons. The octreotide LAR can be on therapeutic levels for 6 weeks after injection [SmPC 

Octreotide LAR 20 mg]. Thus, the 2-month follow-up is only a wash-out period for detecting adverse 

events related to the study drug. We will try to extend the follow-up and answer the suggested 

research question in a new study that we want to initiate.  

 

6. References. Please, add this Spanish article to the reference list and the discussion. Klímová K, 

Padilla-Suárez C, Giménez-Manzorro Á, Pajares-Díaz JA, Clemente-Ricote G, Hernando-Alonso A. 

Octreotide long-active release in the treatment of gastrointestinal bleeding due to vascular 

malformations: Cost-effectiveness study. Rev Esp Enferm Dig. 2015 Feb;107(2):79-88.  

 

The reference is included in the discussion.  

 

 

Reviewer: 2  

Christian S. Jackson MD FACG  

 

1. Has the study been completed? Have there been outcomes determined for this study? Only the 

protocol for the study was sent. I do not see a results or a discussion section. The manuscript should 

be resubmitted once it is complete.  

 

This manuscript is submitted to the section “study protocols” which is used to publish studies which 

has not yet been completed. The goal is to get suggestions of reviewers for improvement of the study 

and also to show the decisions made up front (e.g. choice of primary outcome).  

 

 

Reviewer: 3  

Aparicio  

 

This is the first randomized prospective trial to evaluate octreotide efficacy for angiodysplasia 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011442 on 12 S

eptem
ber 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


treatment.  

Some minor point could be improved  

 

1. Introduction: very recently a randomized phase II study report positive result for pasireotide, 

another somatostatin analogue (Benamouzig R et al JFHOD 2016 S158 and in DDW 2016)  

 

We have included the information of this abstract in the introduction.  

 

2. Method: 1) it should be state if it is allowed to enroll patients with angiodysplasia of stomach and/or 

colon associate with small bowel angiodysplasia. If yes, the presence of angiodysplasia of 

colon/stomach or nt should be a stratification factor.  

 

We recently made an amendment to the first approved protocol, with now also stomach and/or colon 

angiodysplasias included in the OCEAN study. Unfortunately, it is not possible to stratify on a third 

variable with this limited number of patients. This would make the randomization unequal instead of 

improving the balance between characteristics in the two groups. Also, it is never proven or 

associated that the localization of the angiodysplasias has an influence on efficacy of the 

somatostatin analogue (Nardone, Compare, Scarpignato et al. Digestive and Liver Disease, 2014).  

 

3. For patient with anticoagulant the modification of this therapy should be collected after 

randomization. This is particularly important as it is not a double blind study and there is a chance to 

observed more anticoagulant treatment modification in the arm with intra muscular octreotide 

injection.  

 

Anticoagulant modification is initiated by the treating physician and is not clearly defined in our study 

protocol. However, when possible, anticoagulant treatment in patients with severe transfusion 

dependency is already decreased before entering the study by the treating physician by means of 

standard of care. To be certain of a balanced use of anticoagulants in the intervention and control 

arm, we have changed this as proposed in the protocol.  

 

4. Discussion: intramuscular injection could cause hematomas in patient anticoagulant treatment. This 

could cause experimental treatment interruption and challenge the trial result? This should be 

discussed.  

 

We have included this point in the discussion. However, it is a very uncommon side effect in contrast 

to pain and swelling at the injection site. 

 

VERSION 2 – REVIEW 

REVIEWER Javier Molina-Infante 
Hospital San Pedro de Alcantara, Caceres, Spain 

REVIEW RETURNED 09-Jun-2016 

 

GENERAL COMMENTS The authors have performed a thorough review of the protocol, 
answering adequately all arisen queries.  

 

REVIEWER Aparicio 
Avicenne Hospital, Bobigny, France 

REVIEW RETURNED 09-Jun-2016 
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GENERAL COMMENTS The work cited in Ref 22 has been presented at DDW 2016 :  
Robert Benamouzig, Mourad Benallaoua, Jean-Christophe Saurin et 
al. Randomized Phase II Trial Evaluating the Efficacy of Pasireotide 
for the Treatment of Digestive Angiodysplasia (ANGIOPAS). 
Gastroenterology 2016 Volume 150, Issue 4, Supplement 1, Page 
S497 
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