SPAEN CONFERENCE, MADRID, 22 – 24 NOVEMBER 2010
View of a delegate

This was the first full conference of the Sarcoma Patients Euro Network and it was attended by about 70 people from around Europe.

One of the highlights of the first day was the afternoon visit to Pharma Mar, a drugs research company that specialises in testing organisms found in the ocean, to see if they have potential for producing anti-cancer drugs.  We were allowed unprecedented access to the company’s laboratories.  One amazing fact hat emerged was that it can take several tons of marine organism in order to find one gram of potentially useful medication.
That evening, the conference dinner was followed by a presentation on understanding the research process in cancer.  The session was introduced by Roger Wilson, who said that he had been diagnosed with sarcoma in 1999.  Since 2002, he had been offering his services as a patient, to research.  His view was that patients must work with scientists, as the patient’s experience is invaluable part of the process of developing solutions.  Our professional partners were just as excited about the partnership approach as we, the patients, ought to be.

Prof Dr Paolo Casali, of the Instituto Tumori of Milan.

Dr Casali said that many patients were interested in trying new treatments, prior to approval.  Dr Casali’s opinion was “Why not?” as long as the risk was small.  However, this was not as straightforward as it might seem.  There were two main reasons for this:

a. ever since the thalidomide disaster, there was a need for extensive safety tests; and

b. one had to consider the best use of resources.  If there were a choice of developing two alternative therapies, a decision had to be taken as to which should be invested in.
Although the European Medical Agency did not work on the basis of cost but of risk, national bodies tended to work on the basis of cost effectiveness.  The result was inequalities in treatment across Europe.  These could increase as costs rise or the economic situation deteriorates.  “Off label” drugs came into the equation here.  Different policies on this applied across Europe, giving rise to yet more inequalities.

It was also important to make sure that drugs were only used in a targeted way.  The targeted use of targeted drugs yields better results, because patients are selected who are most likely to benefit.  Pharmaceutical companies want their drugs to be used in a targeted way, so as to ensure the best results and obtain reimbursements from national health regulators.

ESMO concluded in November 2008 that tissue banks formed an important part of this.  Many patients are very willing to donate tissue for research.  There were difficulties, in that privacy laws made it difficult for researchers to have regular contact with the donor patients regularly.  In Europe, clinical trials were subject to the European Union Trial Directive.  The rules relating to data management added nothing to the needs of the clinical research process but nevertheless involved additional costs.

There were often strong links between pharmaceutical companies and researchers and between pharmaceutical companies and regulators.  However, there were not such links between the researchers and the regulators.

There was a conflict between statistical precision in rare cancers and clinical precision.  This was because “targetable” patients were only few in number.  So, for rare cancers, new methodologies such as the Bayes method had been developed.  If there were a “World Sarcoma Network”, it would be possible to set up a framework study of those sarcoma sub-types using Bayes methodology, the “Bayesian approach”.  Unfortunately, in the absence of a world network, patients with rare cancers had to accept a degree of uncertainty, compared with patients with more common diseases.

European Action against Rare Cancers
Dr Alessandro Gronchi, also from the Instituto Tumori of Milan spoke of the expense of creating and maintaining a tissue bank and the impact of this on the treatment process.  The costs of data protection were only a part of the problem.

Second day
Prof Dr Casali, entitled, “Soft Tissue Sarcoma, Medical Therapy”.  The main points of the presentation were that sarcomas can occur anywhere.  For example, 5% occur in the head and neck.  Dr Casali touched on the question of adjuvant therapy, saying that the results of research into the effectiveness of this, compared with ceasing drug therapy if there was no evidence of disease, were inconclusive.  It seemed to him that if the baseline risk of recurrence were 50%, the risk of recurrence reduced by 10% in patients using drugs adjuvantly.  So the risk of recurrence would reduce to 40%. 

“Sarcomas in the Extremities”, presented by Dr Piotr Rutkowski.  The problem with many sarcomas was that of the age of the patients.  Many were in their 60s or 70s, so had other “frailties” to worry about.  Surgery was the only potentially curative method.  Drugs could only keep things under control. 

The approach to diagnostics should be the same for all patients.  Treatment, however, depended on the needs of the individual patient.

“Retroperitoneal Sarcomas”.  Sarcomas in this area were usually low grade, level 1 or 2.  A minority were grade 3.   Surgery was the primary treatment.  Local control was crucial.  Tumours in the peritoneal cavity can grow as large as a baby, without giving much indication that they are there.  This is simply because there is room for them.

The first operation on retroperitoneal tumours was crucial.  The trend now is for aggressive front-line surgery, as opposed to simple excision.  This can mean sacrificing internal organs, in order to preserve the patient’s life.  Aggressive surgery is also associated with better local control.
As the quality of surgery increases, so the chance of cure increases.  Much depends on referring patients to specialist centres.

All lesions larger than 2 cm should be resected.  Smaller lesions should be monitored carefully.

About 20% of the population had microscopic gists which never present any problems.  Very often, these are dotted all over the liver but they can be found elsewhere.

Recurrence free survival (RFS) is longer for wild type gist without imatinib than for Exon 11 mutations, where imatinib prolongs RFS.

“Metastasectomy in Treatment of Sarcomas”, presented by Dr Piotr Rutkowski.  Dr Rutkowski said that it was possible to resect  metastatic sarcomas if they were in a good, non-life threatening situation.  Location was an important factor.  Another important factor was how long it had been since removal of the primary tumour, as was the question as to whether it constituted “simultaneous local recurrence.”
Metastatic gist was generally considered to be inoperable.  The first line of treatment was imatinib.  If the tumours responded, the question arose as to whether to resect any tumours that did not respond.  Where there was progression, the next step would be treatment with sunitinib.

Experience had shown that imatinib’s efficacy is often time limited.  However, he had personal experience of a patient who six years previously had a metastatic gist removed from his liver who has as yet had no recurrence.

It was crucial to maintain imatinib after surgery.

“Isolated Limb Perfusion,” by Dr Alessandro Gronchi.
The aims of this procedure , which is used in advanced ESTS, are:

· to make tumours smaller;

· to reduce adhesion to surrounding tissue;

· to make the tumours less viable at their “invasion front” ie where they meet the surrounding tissue.

The procedure involves isolating the circulation of the limb from that of the rest of the body, by connecting via canula to external apparatus.  The procedure also involved the use of TNF and melfalan.

There is a high risk of relapse and often a need for major reconstruction of the limb.

Dr Peter Reichardt:  General guidance on diagnosis and treatment of gist
This session was relayed by telephone.

Gist requires clinical management with expertise and experience from the outset.  This involves specialist gist centres and interdisciplinary collaboration.

Gist patient care was complex.  Assuming that diagnosis is correct, the treatment options must be correctly identified.  The oncologist needs to know about the surgical issues.  Radiologists need to be able to interpret the images properly and the pathologists must also be expert in gist.  It is also helpful to have a mutational analyst involved.  These people do not all have to be in the same hospital or even in the same city.

Obviously, things can go wrong but the chances of this happening can be reduced by seeing an expert from as early as possible.

This applies equally to patients who undergo surgery and who find subsequently that they should have been on imatinib prior to surgery.

Pathology 

There were two “musts”:

· risk classification (Miettinen table); and

· mutational testing (genotyping).

There was a problem caused by non-specialist oncologists increasingly diagnosing sarcomas as gist – erroneously.  The pathology helps to clear things up.  If there is any remaining doubt, there must be a reference to a second pathologist.

Staining with CD 117 was a good indicator.  Mutational analysis is considered mandatory nowadays.  This can lead to the right decisions being taken as to imatinib dosage, eg higher dosage for Exon 9.  Nonetheless, it was appropriate to start all gist patients on imatinib, even if there was only a low chance of a good response, as there was little alternative.

Some mutations do not require adjuvant therapy but most do.  The problem with adjuvant therapy is that there is no tumour on which to monitor progress.  If the mutation is not one that responds to imatinib, then immediate surgery is recommended.  All countries should equip themselves for mutational analysis of gist.  They do this for breast cancer so it was feasible to do the same for gist.

Risk classification relates to the risk of the development of metastases.  The determining factors were the size, location and mitotic count.  The recommendation for the latter was to count a minimum of 50 “fields” but many pathologists counted fewer than this and then extrapolate.  This can make for misleading results.  It has been shown that mitotic rate is by far the most important factor in determining risk.
Size was important but less so.   The risk of recurrence with large tumours was only 50% higher compared with small tumours.

Mutational analysis was best carried out in laboratories willing to share knowledge and experience with other laboratories.  Sometimes, there would be a case for a second opinion on the results of mutational analysis.  For example, a small bowel gist is unlikely to be Exon 18, so, if the pathology laboratory suggests this, he (Peter Reichardt) would ask another laboratory for a second opinion.  Information had to be exact and detailed, as there were different types of tumour within each mutation.  Not all Exon 11s were the same.

Adjuvant treatment with imatinib
Treatment with imatinib prior to surgery on a primary gist was technically “neo-adjuvant” therapy.  This is because the tumour will be operated on in a different way if it is smaller.   Neo-adjuvant therapy could also prevent the need to remove internal organs, such as the stomach.  He would normally expect there to be imatinib treatment for 6-12 months, to reduce the chance of having to do aggressive surgery.
All this should be discussed with the patient.  However, patients tend to go along with the surgeon’s recommendations.  Being new to gist, they usually are unaware of the existence of patient advocacy groups and only find out about them after surgery.
Who should receive adjuvant therapy?
The first point of reference should be the Miettinen risk tables.  These show that some patients have a less than 10% chance of recurrence.  In these cases, adjuvant therapy is not recommended, as it has not been proved that any benefit wil accrue to the patients.

If the risk of recurrence is greater than 50%, adjuvant therapy is recommended.  A small number of patients have a risk factor falling between 10 and 50%; in these cases, mutational analysis is recommended.  For patients in this group, mutation is more important than for those in other risk groups.

About 70% of gist patients are Exon 11.  All such patients could benefit from adjuvant therapy.

In the case of wild-type gist, the current data suggest that adjuvant therapy could be useful.

Exon 18 cases generally benefit from adjuvant therapy, except for those sub-classed as EA42B.

Exon 12 (less than 1% of all gists)cases should all get adjuvant therapy.

Exon 9 should be treated adjuvantly with 800 mg of imatinib, as opposed to the standard 400 mg dosage.

American trial data suggested that adjuvant treatment should continue for a year.  However, there was emerging evidence, from Scandinavian and German trials, that a longer period of adjuvant therapy could be appropriate.  Dr Reichardt was currently involved in trials, designed to establish the difference between 1 year adjuvant treatment and 3 years of adjuvant treatment.  The results would be known in about 6 months (ie by June 2011).  Dr Reichardt would recommend that if the patient had a risk requiring immediate imatinib, adjuvant treatment should continue at least until the reports of the trials were published.
For metastatic disease, imatinib should always be prescribed.  Treatment should never be ceased.  Stopping treatment only risks that growth will resume.  It would, for example, be very risky to stop taking imatinib in order to have a child.  Imatinib cannot be taken while expecting a child.

If on imatinib, it should be conrinued until the day before surgery.  There was no clear evidence on this point with regard to Sutent or Nexavar: it might be better to cease taking these at least a week prior to surgery.  This was because these drugs inhibit vascular growth factor.

If a patient has severe side effects, stop the treatment and monitor the side effects.  An interruption of 1 – 2 weeks is very unlikely to harm the patient.

Metastectomy
If a single lesion starts to grow again, then the treatment is RFA or surgery.  The benefits of RFA were clear and if the patient responds well to this, the question arises as to whether surgical removal could be beneficial.  The case is still not proven.  Whether RFA or surgery is decided upon, drug treatment should still continue.

No patient should ever be told that metastectomy is a standard treatment.  It is not.

Essential ingredients of the treatment of metastatic disease were:

· effective interface between radiologist and oncologist;

· regular monitoring of the response to treatment (Choi);

· good information and communication; and
· management of side effects.

Patients should always discuss their side effects with their oncologist.

 It was also essential for patients to comply with the regime of taking their medication daily, as prescribed (“compliance”) and to let their oncologists know of any omissions for any reason.

Plasma level testing
We do not know enough about this to make a definite recommendation.  However, where a therapy is expected to work but does not, then blood level testing might help to explain why.

Further options, where there is resistance or progression
The first response to resistance or progression, if on Glivec, should be to increase the dose to 800 mg – then Sutent.

If Sutent fails, then the next step should be to try and access a trial, as there is no clear way forward after Sutent.  This is because other drugs, such as Tasigna (nilotinib) are not yet proven.  Novartis has not yet applied for registration of nilotinib.  Clinical trials of nilotinib are continuing and it is not commonly available.  Nexavar (sorefinib) is still “not officially studied”.

As for Regorafinib, there is a small, phase 2 trial in the USA.  There will also be a trial in Europe in early 2011.  We hope for positive results from these trials.

There is one new drug, which is only being tested in Germany.  This is RBH 589.

There were no other major trials in progress.

Standard of care: follow-up and monitoring
After removal of a localised gist, it was essential to look out for recurrence.  In the vase of high or intermediate risk of recurrence, there should be CT scans every three months for 3 years.  If there is no evidence of disease after 3 years, the interval between scans can be increased to 6 months, for the 4th and 5th years following surgery.  After 5 “clear” years, it was sufficient to scan only once per year.

Paediatric and wildtype gist
Dr Daniel Orbach, of the Paediatric Department of the Institut Curie, Paris, said that paediatric cancers accounted for 1% of all adult cancers and that paediatric sarcomas represented 12% of all paediatric cancers.  In France, there were fewer than 300 new cases diagnosed each year.

Dr Arnauld Verschuur, of the Hopital de la Timone, Marseilles, said that a study, of 121 patients diagnosed in 2009, found that, of 121 cases, 68% were progression free, 21% had recurrence and 11% had died.

The incidence was uncertain but it is suspected that it is under-reported.  It occurs predominantly among females: 70% of the patients were female.  The most common locations were the stomach, colon and small intestine.
Paediatric gist can metastasize via the lymph nodes.  The tumours are positive for KIT and most are positive for CD 34.

The mutation pattern was different from that of adult gist: if mutation occurs, it mostly is to Exon 9.  A much rarer mutation is PDGFRα.

Carney triad gist, paraganglioma snd pulmonary chondroma were uncommon mutations.  The last of these was generally benign.

A recent study of young female patients, most of whom had wild type gist or PDGFRα, showed possible long term survival rates of 81%.
Evening of day 2:  Dinner in Madrid

In the evening, Pharma Mar generously paid the cost of a very enjoyable dinner at a restaurant in Madrid, close to the Royal Palace.  It was a hugely enjoyable occasion and gave plenty of time for delegates to get to know one another in a relaxed setting.
Final day:  SPAEN board and farewells

The final morning focussed on SPAEN organisational matters.  One of these was the filling of a vacancy on the board.  Much to my surprise, I found myself nominated, seconded and voted on to the board.  Needless to say, I felt very honoured and somewhat humbled by this.
This was an extremely full and informative conference and I am sure that everyone returned home with their understanding of gist and sarcomas increased more than they could have imagined possible. 
