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GI pipeline products

A further important element of Movetis’ strategy is to broaden its product offering to physicians and patients beyond Resolor. In order to achieve this, the Company is investing in two further clinical drug candidates, M0002 and M0003, as well as in the other compounds in its portfolio.
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M0002, targeting ascites – an attractive GI niche opportunity

Movetis is currently developing M0002 as a potential treatment for ascites. It is believed that M0002 is the only compound that is specifically under development for this indication.

Ascites

Ascites is a condition that is due to impaired functioning of the liver (cirrhosis). It can result from hepatitis B, hepatitis C, alcoholism or other diseases such as cancer. It is characterised by the accumulation of several litres of fluid in the abdominal cavity. Approximately 70% of liver cirrhosis patients ultimately develop ascites, which is often associated with significant mortality and morbidity. Today, there are an estimated 1.5 million patients in the US and Europe affected by ascites across all stages of the disease.(1) Ascites treatment with current diuretics is still associated with insufficient efficacy in many patients – especially those with tense and refractory ascites. This leads to the need for invasive procedures to remove the fluid or liver transplantation as a last resort.

(1) Datamonitor

M0002, an aquaretic – not a diuretic

M002 is an aquaretic, which has the potential to offer patients an effective, once daily oral treatment, with an attractive safety profile. 

M0002 is a selective vasopressin-2 receptor antagonist and is a member of a new class of compounds. By inhibiting vasopressin, V2 antagonists stimulate the excretion of water without disturbing the physiological process of electrolyte (salt) re-absorption in the kidneys. In contrast to diuretics, M0002 is less likely to be associated with potential electrolyte imbalances and the related potentially life-threatening complications.

Movetis believes that M0002 could be effective in patients with the more severe forms of tense and refractory ascites where diuretics fail to provide sufficient relief. Consequently, M0002 would also reduce the number of invasive procedures.

Development status

The Company has already completed a Phase IIa study with M0002 in patients with ascites. This study showed that M0002 was safe and well tolerated and that there was evidence of efficacy in the small number of patients tested. (1) A Phase IIb dosing study is expected to start around mid 2010.

As Movetis has the global rights to M0002, the Company is looking for a partner, so that it can share the costs of development and commercialisation.
(1) Thuluvath PJ, Maheshwari A, Wong F, et al. Oral V2 receptor antagonist (RWJ-351647) in patients with cirrhosis and ascites: a randomized, double-blind, placebo-controlled, single ascending dose study. Aliment Pharmacol Ther 2006; 24:973-82

M0003, targeting a significant upper GI disorder

Movetis is developing M0003, a novel prokinetic that stimulates upper GI motility, focusing initially on the treatment of 

· patients with symptoms of gastro-oesophagal reflux disease (GORD), such as heartburn and regurgitation, who do not get adequate relief from proton pump inhibitors (PPIs), the current standard therapy and

· reflux in infants
GORD in patients refractory to PPIs

The PPIs have become the standard treatment of GORD, for approximately 50% of all GORD patients. However, 25% of GORD patients currently treated with PPIs in the EU and the US (11.9 million patients) have been defined as being inadequately treated for their symptoms. (2)
 (2) Chey et al, Gastroenterology 2008; 234;323-325

Paediatric reflux

In the case of children, the underlying causes of reflux disease are different from adults, and they vary as the child grows older.In premature neonates and infants up to 1.5 years (paediatric reflux disease) symptoms are driven by immature gut motility and therefore require treatments, such as the use of prokinetics that can stimulate motility along the upper GI tract. 
Various studies suggest that approximately 40% of infants below the age of 1.5 years experience episodes of significant regurgitation or other symptoms attributable to GORD. The overall prevalence of severe regurgitation that requires medical treatment is estimated at 15% or more than 2.5 million children in the western world. (3)
(3) Sandheimer JM. Gastroesophagal reflux in infants. Clinical presentation and diagnostic evaluation. infants. Clinical presentation and diagnostic evaluation.

M0003, a novel upper GI prokinetic

M0003 is a novel chemical entity which binds potently and selectively to 5-HT4 receptors. M0003 acts predominantly on the 5- HT4 receptors in the upper GI tract to promote more pronounced and coordinated movements of the oesophagus and the stomach (gastrokinetic).

Based on preliminary data, Movetis anticipates that M0003 could have a number of advantages over older prokinetics, including:

· a larger safety window, which means that no central nervous system and cardiovascular side effects are expected,

· a three-times daily oral administration, which is attractive given the symptoms of GORD and paediatric reflux often occur during or around meals;

· a favourable tolerability profile.
M0003 appears to be an attractive treatment option for GORD and paediatric reflux.
Development status

Movetis’ development of M0003 in adults is focusing on further characterising its potential patient population via surveys in the second half of 2010. Once the results of these studies are available the company plans to begin a Phase II. This study is expected to start assessing the effects of M0003 on reflux-related GI and extra-GI symptoms in PPI refractory GORD patients.

In the case of children, a pharmacokinetic study is expected to take place once a number of further pre-clinical activities have been completed.
R&D focused on excellence in GI disease

A key element in Movetis’ progress to-date has been its high quality R&D capability. The Company’s GI focused research and development department has a number of core competencies including medicinal chemistry, the development of in vitro and in vivo pharmacology test models as well as clinical development in certain GI diseases. Movetis intends to develop its R&D organisation so that it is perceived as one of the industry leaders in GI disease by top opinion leaders, physicians and industry analysts.

Movetis early research is focused on the discovery of new compounds that influence GI motility with the most favourable results. The discovery and early development activities are outsourced to university laboratories, where a group of laboratory technicians and scientists operate in close collaboration with the Company’s experienced employees, thus ensuring cost-efficient use of resources.

Movetis’ development team is focused on advancing the Company’s clinical and preclinical drug candidates and assets. Currently all clinical trials and associated services are outsourced to contract research organisations. In time, Movetis may choose to bring some of these outsourced capabilities in-house.

Movetis’ pre-clinical portfolio includes two potential drug candidates:

· M0012, a 5-HT3 receptor agonist targeting constipation associated with the irritable bowel syndrome and

· M0014, a 5-HT4 receptor antagonist targeting chronic anti-inflammatory states in GI diseases such as certain subtypes of irritable bowel syndrome.

In addition, Movetis has rights to a large library of qualified lead compounds with potential for development in different GI indications and access to know how for compounds in secretory diarrhoea.
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