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SOME Key milestones for ovarian cancer ACTION over the last decade
The evolution of the Helene Harris Memorial Trust into Ovarian Cancer Action
The Helene Harris Memorial Trust (HHMT) started life as an ovarian cancer research think tank.  It brought together the best scientists in the world to share knowledge of ovarian cancer and foster collaborations.  However, in 2002 - although survival figures and general knowledge of the disease were improving in North America - very little was changing in the UK.  The HHMT was a leading authority in the international scientific sphere but it did not make direct contact with those affected by the disease.  The founders of the Trust recognised that it was time to change and set out to develop and broaden the organisation into a medical research charity – utilising the fantastic network of worldwide clinicians and scientists with goodwill towards the HHMT.  The evolution from HHMT to Ovarian Cancer Action was complete by 2006 with the official birth of the charity in its present guise.
Ovarian Cancer Action was registered as a charity in 2006 and has gone on to become the UK’s leading ovarian cancer charity, dedicated to improving survival rates for women with ovarian cancer.  The charity’s annual turnover is £1.4 million, with 82p in every £1 raised spent on research.  It funds innovative research into the disease; raises awareness of the symptoms with national awareness campaigns aimed at women and healthcare workers; and gives a voice to those affected by it, acting as an  advocate with policymakers, healthcare professionals and scientists.
Ovarian Cancer Action Research Centre
In 2006, Ovarian Cancer Action established the UK’s only dedicated ovarian cancer research centre, based at Imperial College London, Hammersmith Hospital, and provides 50% of its funding.  In just five years the Ovarian Cancer Action Research Centre has become an international research hub, bringing together over 45 world-class scientists to foster collaborations and drive forward research into the causes, treatment and prevention of ovarian cancer.  Its goal is to help turn ovarian cancer into a more survivable or ultimately curable disease focusing on several key areas:
· Accurate and early detection of ovarian cancer
· More effective and targeted treatment, particularly ways to overcome resistance to chemotherapy
· Understanding how to help prevent ovarian cancer
Today, researchers at the Centre have access to around 600 tumour samples and benefit from contact with ovarian cancer patients at Hammersmith Hospital, enabling them to translate findings made in the laboratory into benefits for women affected by ovarian cancer.
Overcoming resistance to chemotherapy in ovarian cancer patients
As many as 70% of ovarian cancer patients become resistant to the most effective platinum-based chemotherapy drugs - making the treatment ineffective.  Almost every woman who dies from the disease does so because her disease relentlessly worsens after resistance develops.  Scientists at the Ovarian Cancer Action Research Centre are therefore investigating the causes of resistance and finding new ways to overcome the problem.
Researchers at the Centre made a significant breakthrough this year with this particular challenge with a study that led to a successful clinical trial in collaboration with GlaxoSmithKline.  The abstract detailing the results was accepted for inclusion at the globally prestigious American Society of Clinical Oncology (ASCO) conference in June
1.  The trial analysed the genetic changes that occur between chemotherapy responsive and resistant tumours from the same patient in order to find the key drivers of drug resistance.  Genes with increased activity were identified, including AKT – already known to cancer scientists.  The team were able to demonstrate impressive re-sensitisation to platinum-based chemotherapy in chemotherapy resistant ovarian cancer cells using a new AKT inhibitor developed by GlaxoSmithKline.
Dr Euan Stronach at the Ovarian Cancer Action Research Centre also discovered a cellular chemical “switch” that triggers resistance to platinum-based chemotherapy.  The STAT1 gene, a known transcription factor (meaning that it triggers activity in other genes within cancer cells, which helps keep them alive) was found to be very active in cells that had become resistant to platinum. But no such activity was seen in cells that were still sensitive to platinum.  Furthermore, Dr Stronach discovered that an enzyme called HDAC4 was the cellular chemical prompt that spurred STAT1 into action.  Disrupting production of this enzyme not only stopped STAT1 activity in resistant cells but restored their sensitivity to platinum treatment. 
The discovery, details of which were published in June this year in the journal Cancer Research
, opens up the prospect, for the first time, of targeted treatment to turn off the switch and prolong the survival of women with advanced disease.
Biopsy collection
The Ovarian Cancer Action Research Centre has established a system where a biopsy can be taken from a patient and stored in the Centre’s deep-freeze for future analysis within a mere 20 minutes.   This ensures that the molecular information contained in the tissue sample is preserved for accurate analysis.  As part of the platinum resistance research trial with GlaxoSmithKline, the Centre recruited women to offer biopsies before and after treatment in order to collect data in order to analyse thousands of genetic changes in a single experiment.  The team recruited 10 patients for the trial who were willing to have biopsies both before treatment and four weeks afterwards.  It is widely accepted that this ‘bedside to bench’ approach offers best practice for clinical cancer trials, but has proved harder for other research centres to establish.  
As a result of the trial’s success, GlaxoSmithKline awarded the Ovarian Cancer Action Research Centre a Gold Award as part of the GlaxoSmithKline Research & Development Recognition Program for ensuring efficient high quality patient recruitment.
This trial represents the first of hopefully many smart trials, with consensual biopsy before and after treatment, enabling scientists to study target inhibition and response. Such trials could well become the norm as we move towards the pinnacle that many cancer scientists aspire to: targeted therapies for personalised medicine.
UK Department of Health ratifies key messages on ovarian cancer symptoms
Up until 2008, ovarian cancer was commonly referred to as the ‘silent killer’.  In that year, the Department of Health consulted with some of the UK’s leading scientists, doctors and charities with an interest in ovarian cancer – including Ovarian Cancer Action - and agreed on a number of key symptoms, which are more common in women diagnosed with this disease.  This was a significant step forward in making early diagnosis of ovarian cancer more likely.  Up until that point in time, healthcare practitioners had little to guide them in recognising women in need of further investigation for the disease.  The symptoms of ovarian cancer can be difficult to recognise because they are often similar to those caused by more common, less serious conditions.
The key symptoms were posited as follows: 
· Persistent pelvic and stomach pain.
· Increased abdominal size / persistent bloating - not bloating that comes and goes.
· Difficulty eating and feeling full quickly.
Recognition was also made that occasionally other symptoms such as urinary symptoms, changes in bowel habit, extreme fatigue or back pain may also be experienced by women on their own or at the same time as those listed above.
As part of its ongoing commitment to raising awareness of the symptoms of ovarian cancer amongst women and healthcare professionals, Ovarian Cancer Action unveiled a UK-wide advertising campaign to encourage women and GPs to recognise the symptoms and take action.  Ovarian Cancer Action’s campaign is ongoing.
NICE publishes guideline on recognising and managing ovarian cancer
In April the National Institute of Health and Clinical Excellence (NICE) published a guideline on recognising and managing ovarian cancer.  This was a crucial step forward in the fight against ovarian cancer in the UK.  If the disease is detected when it is still contained in the ovary, women have a 90% chance of surviving - so prompt diagnosis offers the best possible chance of improving a woman's chance of survival and quality of life.   But to date, there is no national screening programme available
.   The new guideline sets out what healthcare professionals should do when women present with symptoms.  Crucially, it posits that women who fit the profile should be referred for a CA125 blood test straight away.  Ovarian Cancer Action supported the dissemination of the guidelines and continues to send GP surgeries copies of the guideline.
Plans for the future
The Ovarian Cancer Action Research Centre has been operating for nearly five years.  Building on its successes, Ovarian Cancer Action wants the Centre to become established as a world leader in ovarian cancer research.  In February next year, a review will be undertaken of the last five years of Ovarian Cancer Action’s research to assess its quality and impact.  The review will also be crucial in determining the Centre’s vision for the next five years from 2012 – 2017.
This process will involve agreeing which avenues of research need to be explored and developed; exploring opportunities for collaborations with other ovarian cancer research institutions; and planning how to nurture talent in this field of research.  Following completion of review, Ovarian Cancer Action will have a clear picture of how the Centre will achieve its aim of carrying out world-class research to change women’s lives from August 2012.
Significant progress has been made in improving survival figures for ovarian cancer over the last 10 years, but there is a long way to go in beating the disease.  Early diagnosis and treatment greatly enhances women’s survival rates.  Collaboration is crucial going forward, and the Ovarian Cancer Action Research Centre and other centres around the world are working hard to find better treatment options.  The 9-point action plan laid out in Rethinking Ovarian Cancer provides a route-map forward for the scientific community, pharmaceutical companies and other ovarian cancer stakeholders.  
<Ends>
For more information contact: Tania Pearson on 0300 456 4706 and tpearson@ovarian.org.uk
� Pharmacokinetic (PK)/pharmacodynamic (PD) analysis of escalating repeat doses of the AKT inhibitor GSK2141795 (GSK795) in patients (pts) with ovarian cancer


� HDAC4-regulated STAT1 activation mediates platinum resistance in ovarian cancer. Stronach EA, Alfraidi AM, Rama NR, Datler C, Studd JB, Agarwal R, Guney TG, Gourley C, Hennessy BT, Mills GB, Mai A, Brown R, Dina R, Gabra H.
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�� A trial (UKCTOCS) is currently underway at University College London under the directorship of Prof Usha Menon and funded jointly by the MRC, Cancer Research UK and NHS R&D and is setting out to establish if the combination of a CA125 blood test and trans-vaginal ultrasound will provide the correct tools for a national screening programme.  It is scheduled to publish its findings in 2014.
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