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The legally binding text is the original French ver sion 

 
TRANSPARENCY COMMITTEE 

 
OPINION 

 
31 March 2010 

 
 
INEXIUM 40 mg, powder for solution for injection or  for infusion  
1 glass vial (CIP: 364 439-9)  
10 glass vials (CIP: 364 440-7)  
 
 
Applicant: ASTRAZENECA 
 
Esomeprazole 
 
ATC Code: A02BC05 
 
List II 
 
 
Date of Marketing Authorisation (for the extension of indication examined): 18 September 
2009 
 
 
Reason for request: Inclusion on the list of medicines approved for use by hospitals in the 
extension of indication: prevention of rebleeding following therapeutic endo scopy for 
bleeding gastric or duodenal ulcers . 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Medical, Economic and Public Health Assessment Division 
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1 CHARACTERISTICS OF THE MEDICINAL PRODUCT 

 

1.1. Active ingredient 
Esomeprazole 
 

1.2. Indication 
“Inexium solution for injection or for infusion is indicated for gastric antisecretory treatment 
when the oral route is not possible, such as:  

• gastroesophageal reflux disease in patients with oesophagitis and/or severe 
symptoms of reflux; 

• healing of gastric ulcers associated with NSAID therapy; 

• prevention of gastric and duodenal ulcers associated with NSAID therapy, in patients 
at risk. 

Prevention of rebleeding following therapeutic endo scopy for acute bleeding gastric 
or duodenal ulcers.” 

 

1.3. Dosage 
“Prevention of rebleeding of gastric and duodenal ulcers.  

Following therapeutic endoscopy for acute bleeding gastric or duodenal ulcers, 80 mg should 
be administered as a bolus infusion over 30 minutes, followed by a continuous intravenous 
infusion of 8 mg/h given over 3 days (72 hours). 

The parenteral treatment should be followed by oral acid-suppression therapy [….] INEXIUM 
should not be used in children since no data is available”. 

 

2 SIMILAR MEDICINAL PRODUCTS 

 

2.1. ATC classification (2005) 
 
A  : Alimentary tract and metabolism  
A02  : Drugs for acid related disorders  
A02B  : Drugs for peptic ulcer  
A02BC  : Proton pump inhibitors  
A02BC05 : Esomeprazole 
 

2.2. Medicines in the same therapeutic category 
No medicine has this precise indication. 

2.3. Medicines with a similar therapeutic aim: 
No medicine has this precise indication.  
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3 ANALYSIS OF AVAILABLE DATA 

 

3.1. Efficacy 
The company has submitted two phase I studies: studies D961DC00004 and D9615C00015 
(which will not be described in this document since these studies were performed in healthy 
volunteers) and a phase III study in the indication “prevention of rebleeding following 
therapeutic endoscopy for gastric or duodenal ulcers”: study D961DC000011. It is a 
randomized, double-blind controlled study in parallel groups comparing intravenous (IV) 
esomeprazole with an IV placebo (bolus of 80 mg followed by a continuous infusion of 
8 mg/h). Esomeprazole and placebo were administered for 72 hours to prevent rebleeding in 
patients who have successfully undergone endoscopic haemostasis of a bleeding peptic 
ulcer. 
 
Main objective of study D961DC00001: to compare the efficacy, given the risk of rebleeding 
at 72 h, of administering a bolus of 80 mg esomeprazole followed by a continuous infusion 
for 71.5 h (8 mg/h) with that of placebo in patients who had had an ulcer-related upper 
gastrointestinal haemorrhage in the 24 hours prior to their treatment and in whom 
endoscopic haemostasis had been achieved.  
 
The diagnostic criteria for identifying clinical rebleeding were both clinical (haematemesis, 
anaemia) and endoscopic (acute haemorrhage defined as Forrest stages Ia and Ib). 
 
Secondary objectives: to compare, in these patients: 

- the percentage of rebleeding on D7 and D30 
- mortality at 72 h and D30 
- the performance of repeat haemostatic endoscopy at 72 h and on D30 
- the performance of surgery at 72 h and on D30 
- the number of units of packed cells transfused at 72 h and on D30 
- the number of days of hospitalisation due to rebleeding. 

 
Inclusion criteria: 

- Age >18 years  
- hospitalisation for ulcer-related upper gastrointestinal haemorrhage (haematemesis, 

melaena, proctorrhagia), assessed objectively by upper gastrointestinal endoscopy. 
The ulcer had to be at least 5 mm in diameter and classed as stage Ia, Ib, IIa or IIb in 
the Forrest classification (see appendix). 

 
non inclusion criteria: 
The main non inclusion criteria were: 

- signs of bleeding peptic ulcer or concomitant haemorrhage with a different cause 
(oesophageal varices, GORD, gastritis, Mallory Weiss syndrome) 

- a serious cardiovascular event that occurred in the last 3 months 
- renal and/or hepatic impairment 
- haemostasis disorder or treatment with low-molecular-weight heparin 
- physical condition ASA2 >3 
- endoscopic suspicion of a gastric neoplasm or pyloric stenosis. 

 
1 Sung JJ et al. Peptic Ulcer Bleed Study Group. Intravenous Ann Intern Med 2009;150:455-64 
2 Classification of the American Society of Anesthesiologists (scores from 1 - subject in good health to 
5 - patient moribund) 
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Treatment: 
After endoscopic haemostasis, patients received: 
 

- esomeprazole IV administered as an 80 mg bolus over 30 minutes, then an infusion 
of 8 mg/h over 71.5 hours, replaced by 40 mg oral esomeprazole until the visit on 
D30,  

- a placebo identical in appearance to esomeprazole for 72 hours, replaced by 40 mg 
oral esomeprazole until the visit on D30.  

 
Endoscopic haemostasis was performed by using one, two or three techniques combined 
(injection of adrenaline solution diluted 1:100,000), and/or use of a thermal probe, 
electrocoagulation, application of haemoclips) in ~46%, 52% and 1% of patients respectively, 
with no difference between the two groups of patients. 
 
In cases of infection with Helicobacter pylori, eradication treatment was not permitted during 
the study period. 
 
In the event of rebleeding, treatment was stopped and the patient was managed in 
accordance with current recommendations. 
 
 
Results:  
The number of patients included was of 375 in the esomeprazole group, 389 in the placebo 
group. The characteristics of the patients on inclusion are shown in Table 2. 
 
Table 2:  Characteristics of patients on inclusion 
 Esomeprazole (n = 375) Placebo (n = 389) 
Mean age (SD) 62 years (± 17) 60 years (± 17) 
Women 
Men 

121 (32.3%) 
254 (67.7%) 

121 (31.1%) 
268 (68.9%) 

H. Pylori positive 264 (70.4%) 252 (64.8%) 
Ongoing treatment: 
- NSAID 
- acetylsalicylic acid 
- clopidogrel 
- warfarin 
- SSRI 

 
151 (40.3%) 
103 (27.5%) 
12 (3.2%) 
9 (2.4%) 
9 (2.4%) 

 
157 (40.4%) 
103 (26.5%) 
11 (2.8%) 
13 (3.3%) 
14 (3.6%) 

ASA classification: 
- ASA 1 
- ASA 2 
- ASA 3 

 
139 (37.1%) 
188 (50.1%) 
48 (12.8%) 

 
161 (41.4%) 
178 (45.8%) 
50 (12.9%) 

Forrest classification: 
Ia 
Ib 
IIa 
IIb 
No data 

 
28 (7.5%) 

166 (44.3%) 
136 (36.3%) 
42 (11.2%) 
3 (0.8%) 

 
40 (10.3%) 
163 (41.9%) 
151 (38.8%) 
34 (8.7%) 
1 (0.3%) 

 
 
With the primary criterion (rebleeding clinically authenticated during the 72-hour infusion of 
esomeprazole or placebo) there were 22 (5.9%) clinical rebleeds in 72 h of IV infusion in the 
esomeprazole group and 40 (10.3%) in the placebo group (p = 0.0256).  
 
The results for the secondary criteria are presented in Table 3. 
 



 5 

Table 3:  Results for the primary and secondary criteria 

 D0-D3 D0-D30 

 Esomeprazole 
n = 375 

Placebo 
n = 389 p Esomeprazole 

n = 375 
Placebo 
n = 389 p 

Rebleeds 22 (5.9%) 40 (10.3%) 0.02 29 (7.7%) 53 (13.6%) 0.009 

Surgery 5 (1.3%) 9 (2.3%) 0.31 10 (2.7%) 21 (5.4%) 0.058 

New endoscopic treatment 16 (4.3%) 32 (8.2%) 0.02 24 (6.4%) 45 (11.6%) 0.012 

Death 1 (0.3%) 0 0.4 3 (0.8%) 8 (2.1%) 0.22 

Number of units transfused 492 738 0.04 589 935 0.033 
 
The number of days of hospitalisation associated with a rebleed was 284 days in the 
esomeprazole group and 500 days in the placebo group (p = 0.008). 

3.2. Adverse effects 
The safety profile of IV esomeprazole was similar to that of IV placebo. There were 147 
(39.2%) adverse events in the esomeprazole group and 163 (41.9%) in the placebo group in 
the 72 hours. There were 35 (9.3%) serious adverse events in the esomeprazole group and 
44 (11.3%) in the placebo group; in decreasing order of frequency they were gastrointestinal 
haemorrhage, cardiovascular event and respiratory infection. The most commonly reported 
adverse events were gastrointestinal (12.3% in the esomeprazole group and 19.8% in the 
placebo group). The vascular events (thrombophlebitis, phlebitis, erythema at the injection 
site, oedema, collapse, hypertension, etc.) were more common in the esomeprazole group, 
at 6.4% (24), than in the placebo group, at 4.1% (16). There were 9 cases of 
thrombophlebitis in the esomeprazole group and 2 in the placebo group; they occurred early 
(between the 2nd and 4th days) and were regarded as probably attributable to the 
substance. 
There were more reactions at the injection site in the group treated with esomeprazole than 
in the group receiving placebo (3 versus 0) but these reactions were always of weak intensity 
and short duration: median 5 days [1-30 days].  
The number of deaths following a rebleed was 2 (0.5%) in the IV esomeprazole group 
(gastrointestinal haemorrhage) and 3 (0.8%) in the placebo group (myocardial infarction, 
gastrointestinal haemorrhage and peritonitis) at 30 days. The number of deaths from all 
causes combined at 30 days was 3 (0.8%) in the esomeprazole group and 8 (2.1%) in the 
placebo group. 
 
There were 13 (3.5%) adverse effects in the esomeprazole group and 8 (2.1%) in the 
placebo group in the 72 hours. 
 
The adverse effects listed in the SPC are as follows: 
 
Skin and subcutaneous tissue disorders  
Common (in 1-10% of the patients treated): administration site reactions 
Uncommon (in less than 1% of the patients treated): dermatitis, pruritus, rash, urticaria 
Rare (more than 1 case in 10,000 patients and less than 1 case in 1000 patients): alopecia, 
photosensitivity 
Very rare (< 1/10,000): erythema multiforme, Stevens-Johnson syndrome, toxic epidermal 
necrolysis. 
 
Musculoskeletal and systemic disorders 
Rare: arthralgia, myalgia 
Very rare: muscular weakness 
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Renal and urinary disorders 
Very rare: interstitial nephritis 
 
Reproductive system and breast disorders 
Very rare: gynaecomastia 
 
General disorders and administration site conditions 
Rare: malaise, increased sweating. 
 

3.3. Conclusion 
 
In a phase III study (D961DC00001) comparing injectable esomeprazole with placebo, the 
number of rebleeds in the first 72 hours of intravenous infusion (primary assessment 
criterion) was significantly reduced in the esomeprazole group as compared to the placebo 
group (5.9% vs 10.3%; p = 0.0256). 
The difference in favour of injectable esomeprazole was significant for the following 
secondary criteria: rebleed at 7 and 30 days, performance of second endoscopic treatment, 
need for a transfusion, but not for the number of deaths from all causes or from 
haemorrhage, at 30 days, need for surgery at 72 hours or at 30 days.  
There was no significant difference between the 2 groups at 72 hours and at 30 days as 
regards the number or categories of adverse events apart from injection site reactions and 
phlebitis, which seem to be more common in the esomeprazole group.  
 
The question of the applicability of the results of this study to clinical practice arose. Firstly, 
the severity of patients’ conditions in real life is greater than that of the patients included in 
this study. In fact, the literature data show that mortality in patients who are not treated with a 
PPI (5.6% to 10%) is higher than that observed in the placebo group of this study (2.1%). 
Secondly, the choice of a placebo as comparator poses a problem of ethics and evaluation. 
Finally, the absence of Helicobacter pylori eradication as usually recommended4 raises a 
question about the patient management offered in this study. 
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4 TRANSPARENCY COMMITTEE CONCLUSIONS 

4.1. Actual benefit:  
Bleeding ulcers are a major medical emergency. Mortality from gastrointestinal bleeding is 
high, at about 10%. It is a serious condition. Despite endoscopic treatment, there is still an 
increased risk of rebleeding, of the order of 20%3. 
Injectable esomeprazole is intended as a treatment for preventing ulcer-related rebleeds in 
the upper gastrointestinal tract. 
The efficacy/adverse effects ratio for this medicinal product is high in this extension of 
indication. 
This medicinal product is a first-line therapy for the prevention of rebleeding following 
therapeutic endoscopy for acute bleeding gastric or duodenal ulcers. There are treatment 
alternatives.  

Public health benefit: 
The public health burden represented by peptic ulcer disease is moderate. That 
represented by ulcer-related haemorrhages may be considered small given the more 
limited number of patients concerned. 
The improvement in the treatment of the serious complications of peptic ulcer is still a 
public health need which is only partially covered by conventional management. 
In view of the clinical study data (one phase III study versus placebo), the medicinal 
product INEXIUM is not expected to have any public health impact compared to other 
therapeutic agents recommended in this indication. 
Applicability is not assured since the profile of patients treated in real life is likely to differ 
from that in the study (specific inclusion criteria and numerous criteria for exclusion from 
the study). 
The impact on the health system is difficult to quantify.  
This medicinal product is therefore unlikely to meet the public health need identified. 
Consequently, the medicinal product INEXIUM is not expected to offer any public health 
benefit in this indication. 

The actual benefit of injectable INEXIUM in this new indication is substantial. 
 

4.2. Improvement in actual benefit (IAB)  
In view of the fact that esomeprazole is the only PPI authorised for use in this indication, the 
improvement in actual benefit is minor for injectable INEXIUM (IAB IV) in the prevention of 
rebleeding after therapeutic endoscopy for a gastric or duodenal ulcer in the treatment 
strategy. 

 
3 Freeman ML. Value of stigmata in decision-making in gastrointestinal haemorrhage. Baillieres Best 
Pract Res Clin Gastroenterol 2000;14:411-25.  
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4.3. Therapeutic use 
PPIs are the first-line treatment for upper gastrointestinal haemorrhage. According to the 
Afssaps recommendations on gastric antisecretory treatments4, PPIs are the only 
antisecretory agents recommended for the treatment of ulcer-related upper gastrointestinal 
haemorrhages, more particularly for the prevention of early recurrences after haemostasis 
(spontaneous or secondary to local endoscopic treatment) (grade A).  
These recommendations stipulate that “in cases of upper gastrointestinal haemorrhage, 
there is not a strong enough argument for recommending the use of PPIs before diagnostic 
and/or therapeutic endoscopy if this is done within the recommended period, i.e. within the 
first 24 hours, contrary to the international consensus recommendations.  
In upper gastrointestinal haemorrhage with endoscopic signs of severity (Forrest stages Ia to 
IIb), the use of high doses of PPI reduces mortality (grade B). In this situation, the use of high 
doses of intravenous PPI (bolus then slow IV administration) is recommended in the acute 
phase for a period of 48-72 h (grade B), followed by full-dose oral administration5.  
In the absence of endoscopic signs of severity, full-dose6 use of a PPI, given orally if 
possible, is sufficient.”  
 

4.4. Target population 
In the indication “prevention of rebleeding following therapeutic endoscopy for acute bleeding 
gastric or duodenal ulcers”, the target population for injectable esomeprazole can be 
calculated as follows: 
The incidence of upper gastrointestinal bleeding has been estimated at between 30 and 116 
per 100,000 inhabitants a year7,8. Bleeding from a gastroduodenal ulcer is the primary cause 
of it (36 to 60 %)9,10. In France, the annual incidence of ulcer-related upper gastrointestinal 
haemorrhage could be estimated at 27 per 100,000 inhabitants11. Considering only Forrest 
stages Ia and Ib (18%), IIa (17%) and IIb (17%), which are the ones with the greatest risk of 
rebleeding12,13, the target population for esomeprazole 40 mg IV in the prevention of 
rebleeding following therapeutic endoscopy for bleeding duodenal or gastric ulcers can be 
estimated at about 14,000 patients a year. 

 
4 Afssaps 2007- Recommandations de bonne pratique- Les antisécrétoires gastriques chez l’adulte. 
5 Barkun at al. Consensus Recommendations for Managing Patients with Nonvariceal Upper 
Gastrointestinal Bleeding. Ann Intern Med 2010 ;152:101-113 
6 For reasons of convenience, it is customary to refer to antisecretory agents using the terms full dose 
(or standard dose) or half-dose (Afssaps 2007) 
7 Mallery S, Metfessel BA, Freeman ML. Outcomes of therapy for bleeding peptic ulcers in the general 
U.S. medical community. Am J Gastroenterol 1996;91:119 
8 Longstreth GF. Epidemiology of hospitalization for acute upper gastrointestinal hemorrhage: a 
population-based study. Am J Gastroenterol 1995;90:206-10 
9 Czernichow P, et al. Epidemiology and course of acute upper gastrointestinal haemorrhage in four 
French geographical areas. Eur J Gastroenterol Hepatol 2000;12:175-81 
10 Morgan AG, Clamp SE. O.M.G.E. International Upper Gastro-Intestinal Bleeding Survey 1978-1982. 
Scand J Gastroenterol Suppl 1984;95:41-58 
11 Nousbaum JB et al. Hemorrhaging eso-gastro-duodenal ulcers: epidemiology and management. A 
multicenter prospective study. Ann Chir 1999;53:942-948  
12 Forrest JA, Finlayson ND Shearman DJ. Endoscopy in gastrointestinal bleeding. Lancet 
1974.2:394-7 
13 Lesur G, Artru P, Mitry E. Hémorragies digestives ulcéreuses: histoire naturelle et place de 
l’hémostase endoscopique. Gastroenterol Clin Biol 2000;24:656-666 
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4.5. Transparency Committee recommendations 
The Transparency Committee recommends inclusion on the list of medicines approved for 
use by hospitals and various public services in the new indication and at the dosages in the 
Marketing Authorisation. 
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APPENDIX 

 
Endoscopic classification of bleeding ulcers = Forrest classification10: 
 
I = Acute haemorrhage: 
• Ia: spurting haemorrhage 
• Ib: oozing haemorrhage 
 
I = Recent haemorrhage: 
• IIa: visible vessel 
• IIb: adherent clot 
• IIc: pigmented spot (not included in study D961DC00001) 
 
III = no stigmata of recent haemorrhage (not included in study D961DC00001). 
 


