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More than 100 years ago, Paul Ehrlich envisioned treatments that spare
normal tissues and originated the concept that antibodies could be used for
therapeutic purposes'. From this initial dream, it took almost 75 years un-
til Kohler and Milstein introduced their ingenuous hybridoma technique
to produce monoclonal epitope-specific antibodies, for which they were
awarded in 1984 with the Nobel Prize. It took another 22 years until the
approval of rituximab as the first monoclonal antibody for therapeutic use’.
Hence, the first targeted therapy in the lymphoma world. We are all aware
rituximab has revolutionized treatment of B-cell lymphomas and was one
of the greatest financial success stories of pharmaceutical companies. Simi-
larly, imatinib has been the first targeted therapy for leukemia patients and
has fundamentally changed the treatment of this disease. More recently,
several promising targeted therapies for patients with chronic lymphatic
leukemia are in the pipeline of the pharmaceutical companies®.

These examples of successful targeted therapies in hematological malig-
nancies have stimulated an increasing research activity carried out by both
Pharma and Academy with investigator-initiated clinical trials playing an
essential role. Here, contributions of the Swiss scientists have been out-
standing. In the context of basic and translational research one can remem-
ber the discovery, at the University of Basel, of the gain-of-function muta-
tion of JAK2 in myeloproliferative disorders’. Another example, this one
on the very clinical side, are the SAKK trials of single agent rituximab in
follicular lymphomas that have been pioneering in the development of the
concept of chemotherapy-free treatment strategies®.

The pace of this development has been set-up by the highly efficient mo-
lecular techniques that emerged during the last decades making feasible the
whole genome analysis in a large numbers of patients. These new technolo-
gies have generated a plethora of new molecular pathways and new poten-
tial candidates for targeted therapies. Moreover, the time from the detection
of new targets to the design of targeted drugs is getting shorter because of
the increasing interest of pharmaceutical companies and their capacity to
develop thousands of potential new drugs within a relatively short time.
For instance, two years after the first publications of Jak2, the first clinical
trial using a Jak inhibitor was opened and seven years after, the first Jak
inhibitor has become commercially available. Another compound, which
was rapidly brought into clinical development, is ibrutinib, an orally active
irreversible inhibitor of the Bruton tyrosine kinase, a cytoplasmic protein,
expressed in B-cells and myeloid cells, with an essential function in the
regulation of B-cell proliferation and survival. Ibrutinib has been recently
approved by FDA for treatment of mantle cell lymphoma and chronic lym-
phocytic leukemia™®.

Jak2 inhibitors and ibrutinib are just frontrunners of several novel classes
of anticancer agents undergoing a rapid development in the leukemia and
lymphoma field. These examples illustrate very clearly that targeted thera-
pies are becoming realistic for both leukemia and lymphoma and may also
change the therapeutic approaches to patients with other malignant dis-
orders in the next decades. Indeed, most if not all the ground-breaking
changes in oncological treatments have been first developed in leukemia or
lymphomas.

The landscape of clinical research has become more difficult. Regulatory is-
sues, which are obviously needed for patient safety and data protection, are
making the development of clinical trials more challenging and expensive.




This is particularly true for international investigator-initiated clinical tri-
als. In this scenario, early drug development could be a great opportunity
for SAKK to take a leading role in hematological malignancies. SAKK has
already devoted many resources to the implementation of the structure for
coordinating early clinical studies in solid tumors. SAKK could provide a
network of institutions with expertise and qualified phase I units and can
support their activities by providing a high quality infrastructure to devise,
implement and coordinate such trials. The achievements of the SAKK New
Anticancer Drug Group show that early drug development can be done also
in a small country and among few centers if a solid structure and a good
relationship among the investigators are granted.

In comparison with other countries, Switzerland offers several additional
advantages for drug development. First, it provides a well-structured health
system with clinical trial units of high quality and well integrated into the
hospital structures. Second, Switzerland has a high quality of preclinical re-
search and thus can provide the experimental background necessary for eat-
ly clinical drug development. Third, the vicinity to pharmaceutical compa-
nies and thereby the potential access to the developmental drug pipelines
should stimulate the collaboration between academic research centers and
the pharmaceutical companies. The continuous exchange of preclinical and
clinical data might indicate, on one side, which are the preclinical areas to
be further investigated and, on the other, which are the subsequent steps to
be taken in the clinical program thus realizing true translational studies. As
an example, the preclinical studies of OTX015 (a bromodomain inhibitor)
in lymphomas have been made in Switzerland’ and a phase I study with this
drug in leukemia, lymphoma and myeloma is currently ongoing in Switzer-
land, France and Italy®. In conclusion, early drug development in leukemia
and lymphoma might be a rewarding research niche for Switzerland and the
SAKK and should be pursued in the next years.

Georg Stiissi, Cristiana Sessa and Emanuele Zucca
Oncology Institute of Southern Switzerland, Bellinzona
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Willy Green, a 71-year-old retired business-
man in Hanover, Michigan, recently switched
general practitioners. As part of the standard
exams for new patients, Mr Green had a test for
prostate-specific antigen or PSA. His result was
85, many times the normal reading for a man
his age, which is 4 or less. His doctor sent him
to a urologist, who found aggressive prostate
cancer.

A 52-year-old executive in the London art world,
who asked not to be named, was told by his GP
in London that his PSA had «skyrocketed» in
two years. A short time later, he had successful
surgery for prostate cancer.

In both cases, it is highly likely that a PSA test
was instrumental in saving the lives of the two
men. Yet medical authorities on both sides of
the Atlantic now routinely recommend men
avoid getting a PSA test. According to the UK’s
National Health Service, «there is currently no
screening programme for prostate cancer in the
UK because it has not been proven that the
benefits outweigh the risks».

In May 2012 the US Preventive Services Task
Force, an advisory medical panel, also came
out against PSA-based screening because it
saw «a very small potential benefit and signifi-
cant potential harms».

So it was a bit of a surprise when | put the
question to Dr Abraham Morgentaler, an as-
sociate clinical professor of urology at Harvard
Medical School, and he made exactly the oppo-
site case. «The inescapable fact is that the PSA
has been one of the greatest success stories
in the history of cancer,» Dr Morgentaler says.

He points to statistics from the US Center for
Disease Control, which show that in 1992,
when the PSA test first came into wide use, the
death rate from prostate cancer was 40 per
100,000 men. By 2009 it was down to 21. Dr
Morgentaler says: «There is no other explana-
tion possible for the really remarkable decline
in prostate cancer mortality other than the in-
troduction of PSA testing.»

Even more dramatic evidence of the PSA test’s
ability to reduce cancer deaths come from Eu-
rope, where a study in Sweden showed that
prostate cancer mortality fell by almost half
over 14 years. A similar study of 35,000 men in
Rotterdam found that death from prostate can-
cer could be reduced by 51 per cent if regular
PSA tests were taken.
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So what is the rationale for opposing the tests?
One argument is that they can result in false
positives. A high PSA reading can also lead to
unnecessary biopsies, which involve inserting
12 needles into the prostate and can cause
infections, or overdiagnosis of tumours, which
sometimes leads to surgery for men who do not
need it because prostate cancer can be very
slow-growing.

Such operations can cause incontinence or
even impotence. So it is really not a PSA prob-
lem but how your doctor acts on that informa-
tion.

The good news is that advances in medical
technology may have alleviated some of these
concerns, according to Dr Robert Bard, a New
York radiologist who has written textbooks on
the prostate.

He says a combination of three-dimensional
Doppler ultrasound - widespread in Europe and
now available in the US - and magnetic reso-
nance imaging can now replace painful biop-
sies. He says it shows prostate cancer in such
detail that it is possible to determine readily
whether the cancer is aggressive and needs to
be treated or only warrants watching.

The tests take only minutes, are completely
painless and 95 per cent accurate, Dr Bard
says. Faced with 12 needles inserted into the
prostate or a $1,500 one-time bill for the 3D
ultrasound, | know which option | would choose.

Financial Times, January 14, 2014

In a broad review of scientific literature, the na-
tion’s top doctor has concluded that cigarette
smoking - long known to cause lung cancer
and heart disease - also causes diabetes,
colorectal and liver cancers, erectile dysfunc-
tion and ectopic pregnancy.

In a report to the nation to be released on
Friday, the acting surgeon general, Dr. Boris D.
Lushniak, significantly expanded the list of ill-
nesses that cigarette smoking has been scien-
tifically proved to cause.

The other health problems the report names are
vision loss, tuberculosis, rheumatoid arthritis,
impaired immune function and cleft palates in
children of women who smoke.

Smoking has been known to be associated with
these illnesses, but the report was the first time
the federal government concluded that smok-
ing causes them.

The finding does not mean that smoking causes
all cases of the health problems and diseases
listed in the report, but that some of the cases
would not have happened without smoking.
The surgeon general has added to the list of
smoking-related diseases before. Bladder can-
cer was added in 1990 and cervical cancer in
2004.

The report is not legally binding, but is broadly
held as a standard for scientific evidence
among researchers and policy makers.

Experts not involved in writing the report said
the findings were a comprehensive summary of
the most current scientific evidence, and while
they might not be surprising to researchers,
they were intended to inform the public as well
as doctors and other medical professionals
about the newest proven risks of smoking.

«| thought the science was very well done and
up to date,» said Dr. Robert Wallace, a profes-
sor of epidemiology and internal medicine at
the University of lowa, who helped review the
report.

The report comes 50 years after the pivotal
1964 surgeon general’s report in which the gov-
ernment concluded for the first time that smok-
ing caused lung cancer. That report was cred-
ited with starting to change public attitudes
toward smoking, which has declined sharply. In
1965, about 43 percent of adults were smok-
ers; in 2012, about 18 percent were.

But that decline has slowed in recent years, and
the new report calls for stronger action in com-
bating smoking. Smoking is the largest cause
of premature death in the country, killing more
than 400,000 people a year. The report notes
that far more Americans have died prematurely
from cigarette smoking than in all the wars ever
fought by the United States.

The report concluded that the evidence was in-
sufficient to say that smoking caused prostate
cancer. The evidence was suggestive, but not
definite, that smoking causes breast cancer.

The document also celebrates the public health
success of smoking’s decline since Dr. Luther
Terry, the surgeon general in 1964, released
his landmark finding. Smoking was deeply em-
bedded in American culture at the time. Half of
adult men were smokers, and a third of women.
Even doctors smoked.

That report was so controversial that it was re-
leased on a Saturday when Congress was on




recess to minimize the political repercussions,
said Dr. Richard D. Hurt, a professor of medi-
cine at the Mayo Clinic.

While smoking causes most cases of lung
cancer, it causes only a small fraction of liver
and colorectal cancers. A current smoker is 25
times as likely to develop lung cancer as some-
one who has never smoked, but only about 1.5
times as likely to develop liver cancer.

«t's a fairly modest association, but because
S0 many people smoke, it’s still an important
cause of these cancers,» said Neal Freedman,
an epidemiologist at the National Cancer In-
stitute.

He pointed out that the surgeon general last
looked at the effect of smoking on liver can-
cer in 2004, and found the evidence only sug-
gestive. Since then, 90 new studies have been
published allowing the surgeon general to con-
clude smoking is a cause.

The report also finds that the risks of lung can-
cer are far higher today than in past decades,
even though smokers today consume fewer cig-
arettes. In 1959, women who smoked were 2.7
times as likely as women who never smoked to
develop lung cancer, and by 2010, the addi-
tional risk had jumped nearly tenfold. For men,
the risk doubled over the same period. The re-
port said changes in cigarettes’ design, namely
to the filter, contributed to the increased dead-
liness.

International New York Times,
January 18-19, 2014

Le principal risque est celui de la dépendance,
en raison de la nicotine qu’elle contient

L'e-cigarette, bien fabriquée et bien con-
sommée, est en elle-méme un produit qui
présente des dangers infiniment moindres
que la cigarette, mais [...] pas totalement ab-
sents», estime le rapport de I'Office frangais de
prévention du tabagisme (OFT) sur la cigarette
électronique, daté de mai 2013. Selon ces ex-
perts, le principal risque est celui d’une dépen-
dance, principalement du fait du contenu en
nicotine, mais aussi potentiellement en raison
de la forme du produit et de la gestuelle rap-
pelant la cigarette. Mais ce risque addictif est-
il comparable a celui induit par les cigarettes
classiques?

«Avec ['e-cigarette, I'absorption de la nico-
tine présente beaucoup d’inconnues», écrit le
pneumologue Bertrand Dautzenberg, président
de I'OFT, dans son dernier livre, LE-cigarette
pour en finir avec le tabac (Ixelles, 192 p., 9,90
euros). Une chose est certaine, en revanche:
les e-cigarettes les plus récentes, de meilleure
qualité, font bien davantage augmenter le taux
de nicotine dans le sang que celles fabriquées
avant 2010.

Le taux de nicotine apporté est variable, mais
«il est susceptible d’apporter au fumeur dépen-
dant la nicotine qui lui est nécessaire» selon
le rapport de I'OFT. Un atout d’autant plus ap-
préciable chez ceux qui recherchent un sevrage
tabagique que le risque de dépendance parait
acceptable: la nicotine des cigarettes électro-
niques a «un pouvoir addictif a priori plus faible
que la cigarette de tabac, car sa cinétique est
plus lente», précise le professeur Dautzenberg.
Surtout les e-cigarettes ne recélent pas - ou
alors d’infimes traces sans effet mesurable -
de substances cancérigénes. Lengouement
pour le vapotage ne devrait donc pas entrainer
la dramatique épidémie de cancers observée
avec le tabagisme. En France, le tabagisme
est responsable de 30% de la mortalité par
tumeurs malignes. Plus de 60 composés can-
cérigénes ont été identifiés dans les cigarettes,
qui peuvent étre a l'origine de 17 localisa-
tions cancéreuses (au niveau du poumon, de
la gorge, de la vessie, du rein, du sein...). La
vapeur des cigarettes électroniques ne con-
tient pas non plus de particules fines solides,
responsables de pathologies respiratoires et
cardiaques chez les fumeurs.

Quid des effets sur le cerveau? Il n’y a pas
d’impact sur I'oxygénation de cet organe, en
I’absence de combustion et donc de monoxyde
de carbone, écrit Bertrand Dautzenberg. Le
risque d’accident vasculaire cérébral n’'a pas
été étudié, mais en théorie il devrait étre plus
faible que celui dii au tabac, voire nul, selon le
pneumologue.

Les données manquent aussi sur les risques
potentiels des e-cigarettes chez les femmes
enceintes. A priori, 'absence de monoxyde
de carbone, de microparticules et de cancéri-
genes, tous déléteres pour le feetus, est plutdt
rassurante. «Mais la vapeur apporte des sub-
stances potentiellement irritantes dont on ne
sait pas si elles sont, chez la femme enceinte,
plus ou moins toxiques que celles, différentes,
de la fumée de cigarette», indique M. Daut-
zenberg. Le pneumologue juge nécessaires
des études sur le sujet. En attendant leurs ré-
sultats, il plaide pour un principe de précau-
tion, qu'appliquent déja certains fabricants de
cigarettes électroniques en affichant sur leurs
produits un logo déconseillant leur utilisation
lors de la grossesse.

Le Monde, 1er mars 2014

La directive européenne sur les produits du
tabac, approuvée le 26 février par le Par-
lement européen, est censée lutter contre le
tabagisme. A ce jour, elle a surtout suscité une
bataille d’influence d’une rare intensité a Bru-
xelles, au point de codter son poste au com-
missaire chargé du dossier, le Maltais John Dal-
li, forcé de démissionner en octobre 2012 pour
soupgons de corruption aprés des contacts
troublants avec un fabricant suédois de tabac.
Le texte, que les Etats doivent adopter défini-
tivement le 14 mars, renforce I'encadrement
des produits du tabac, au grand dam des in-
dustriels du secteur.

«Initiative citoyenne»

Les messages sanitaires et les photos ap-
posées sur les paquets de cigarettes ou de
tabac devront couvrir 65% de chaque face. Les
emballages de moins de 20 cigarettes et les
aromes utilisés pour attirer les jeunes fumeurs
sont interdits. Sur pression des industriels, le
menthol pourra cependant continuer a étre
utilisé jusqu’en 2020. Et les cigarettes fines ne
seront pas interdites.

Pour la premiére fois, la directive tente
d’encadrer les cigarettes électroniques, contre
Iavis d'un secteur un plein 20mg/ml, les Etats
membres conservent la liberté d’encadrer les
e-cigarettes comme un produit pharmaceu-
tique, s'ils considerent qu'il s’agit d’un outil de
sevrage.

Une position défendue par la France. Les e-ci-
garettes seront interdites de vente aux mineurs
et feront I'objet de restrictions publicitaires. Par
ailleurs, les emballages et les flacons de re-
charge afficheront des avertissements tels que:
«La nicotine contenue dans ce produit crée
une forte dépendance.»

Longuement discuté au Parlement comme
entre les Etats, le dispositif ne satisfait
pas les professionnels de I'e-cigarette. «Si
le texte est appliqué, il pourrait avoir pour
conséquences une recrudescence aigué du
tabagisme et une perte massive d’emplois
dans le secteur», estime en France le Syn-
dicat national de la cigarette électronique.
Ce dernier soutient une «initiative citoyenne»
qui entend obliger la Commission a revoir le
texte. Pour atteindre son but, la pétition, bap-
tisée «Vapoter librement», devra recevoir un
million de signatures.

Le Monde, 1er mars 2014
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2 new studies find risks to health as regulators
try to keep up with trend

Electronic cigarettes appear to be safer than
ordinary cigarettes for one simple - and sim-
ply obvious - reason: people don'’t light up and
smoke them.

With the e-cigarettes, there is no burning to-
bacco to produce myriad new chemicals, in-
cluding some 60 carcinogens.

But new research suggests that, even without a
match, some popular e-cigarettes get so hot that
they, too, can produce a handful of the carcino-
gens found in cigarettes and at similar levels.

A study to be published this month in the jour-
nal Nicotine and Tobacco Research found that
the high-power e-cigarettes known as tank sys-
tems produce formaldehyde, a known carcino-
gen, along with the nicotine-laced vapor that
their users inhale. The toxin is formed when
liquid nicotine and other e-cigarette ingredients
are subjected to high temperatures, accord-
ing to the study. A second study that is being
prepared for submission to the same journal
points to similar findings.

The long-term effects of inhaling nicotine vapor
are unclear, but there is no evidence to date
that it causes cancer or heart disease as ciga-
rette smoking does. Indeed, many researchers
agree that e-cigarettes will turn out to be much
safer than conventional cigarettes, an idea that
e-cigarette companies have made much of in
their advertising.

The website for Janty, a company that manufac-
tures popular tank systems, says the benefits of
e-cigarettes include having «no toxins associ-
ated with tobacco smoking.»

Nonetheless, the new research suggests how
potential health risks are emerging as the
multibillion-dollar e-cigarette business rapidly
evolves, and how regulators are already strug-
gling to keep pace. While the Food and Drug
Administration last month proposed sweeping
new rules that for the first time would extend its
authority to e-cigarettes, the ED.A. has focused
largely on what goes into these products - cur-
rently, an unregulated brew of chemicals and
flavorings - rather than on what comes out of
them, as wispy plumes of flavored vapor.

The proposed rules give the ED.A. the power to
regulate ingredients, not emissions, although
the agency said it could consider such regula-
tions in the future. Even so, some experts con-
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tend that the current approach is akin to exam-
ining the health risks associated with tobacco
leaves rather than with cigarette smoke.

«Looking at ingredients is one thing, and very
important,» said Maciej L. Goniewicz, who led
the first study, which is scheduled to be pub-
lished on May 15. «But to have a comprehen-
sive picture, you have to look at the vapor.»

Both studies focused on tank systems, fast-
growing members of the e-cigarette fam-
ily. Unlike disposable e-cigarettes, which tend
to mimic the look and feel of conventional
smokes, tank systems tend to be larger devices
heated with batteries that can vary in voltage,
often resembling fountain pens or small flash-
lights. Users fill them with liquid nicotine, or
e-liquid, and the devices are powerful enough
to vaporize that fluid quickly, producing thick
plumes and a big nicotine kick.

Dr. Goniewicz, an assistant professor of oncol-
ogy at the Roswell Park Cancer Institute in Buf-
falo, said people using the systems «want more
nicotine, but the problem is they’re also getting
more toxicants.»

Complicating the issue is that the tank sys-
tems are made by a variety of manufacturers,
many overseas, and then sometimes tinkered
with and modified by retail shops or users. Still,
e-cigarette makers should be measuring emis-
sions, said Josh Rabinowitz, chief scientist at
NJoy, a maker of more traditional e-cigarettes,
not tank systems. ...

International New York Times, May 5, 2014

Le centre Léon-Bérard propose un programme
original mélant sport et nutrition qui bénéficie
notamment a des femmes atteintes d’un can-
cer du sein

Avec une cadence soutenue, les batons de
marche nordique se levent et s’'abattent sur le
sol. «lIs veulent se faire remarquer. D’habitude,
ils ne vont pas aussi vite», plaisante Janine, 68
ans, retardataire de ce groupe d’une dizaine de
marcheurs. Depuis 2010, le Centre de lutte con-
tre le cancer Léon-Bérard (CLB) de Lyon propose
a certains de ses patients - ceux qui ne sont
pas atteints d’un cancer métastatique - un pro-
gramme original, mélant sport et nutrition.

«Cela fait plusieurs années que le CLB déve-
loppe une approche globale de la prise en

charge des patients. Et dans ce cadre, I'activité
physique et le suivi diététique ont des effets
positifs sur la qualité de vie, la diminution de
la fatigue et méme des bénéfices en termes de
survie, notamment pour les cancers du sein
et du cdlon», raconte Béatrice Fervers, coordi-
natrice du projet au sein de l'unité Cancer et
environnement.

Deux fois par semaine, les volontaires alter-
nent ainsi la marche nordique avec la gymnas-
tique douce. Grace a ses 178 hectares, le parc
de Parilly, en lisiere de Lyon et de Vénissieux,
est le théatre idéal pour accueillir ces sportifs
motivés. «Le programme étale sur trois mois
les 26 séances de marche. Nous nous som-
mes rendu compte que la plupart des patients
étaient en dessous des recommandations du
Programme national nutrition santé», explique
le docteur Julien Carretier, partie prenante de
I'expérience.

Bonnet vissé sur la téte, combinaison adap-
tée, Serge commence «a sentir ses mollets a
mi-chemin d’un parcours d’environ quatre ki-
lométres et d’un effort qui doit durer une heu-
re. Ce jeune septuagénaire est le doyen d’un
groupe composé, a son exception, exclusive-
ment de femmes. «Le tiers des malades regus
par le centre sont atteints d’un cancer du sein.
Et la littérature médicale a montré de vrais bé-
néfices de I'activité physique pour cette caté-
gorie de patientes. Elles sont en outre trés en
demande de soins de support», raconte Julien
Carretier. Du coup, sur les 80 personnes prises
en charge annuellement par ce programme, on
retrouve prés de 80% de femmes qui souffrent
de cette pathologie.

“J apprécie le partage avec
les autres femmes. On se
raconte nos exériences,
quels que soient I’age, la
condition sociale”

Caroline, 67 ans

Alors que le cancer est souvent associé a la
perte de poids, une étude menée, entre 2004
et 2006 au CLB, sur 265 patientes atteintes
d’un cancer du sein, a montré au contraire une
augmentation du poids dans les six a douze
mois suivant le traitement. «C’est actuellement
un de nos axes de recherches. Est-ce dil a la
chimio, a la baisse de I'activité physique cau-
sée par la maladie ou a la coincidence souvent
de I'dge de la maladie avec la ménopause?»,
s’interroge Béatrice Fervers. Toujours est-il que
la reprise ou la découverte d’une activité phy-
sique permet aux patients d’éviter de grossir.

«0n ne marche pas sur la piste. On fait attention
au terrain glissant.» Attentif et jovial, Renaud
Meyrand assure I'encadrement sportif. Titulaire
d’un diplome d’activités physiques adaptées,




également moniteur de marche nordique, cet
homme de 27 ans se félicite de I'évolution des
éleves: «C’est un moyen sécurisant de mettre
en mouvement des personnes qui, pour des
raisons médicales, ne I'étaient plus. Au début,
elles sont fatiguées au bout de trente minutes.
Trés vite, I'heure s’effectue sans souci.»

Solidaires, les participants affichent un bon
état d’esprit et une motivation a toute épreuve.
«Je ne suis pas trés douée mais qu'importe.
Lessentiel est de bouger les épaules et le
haut du corps en marchant, témoigne Caroline,
67 ans. Japprécie le partage avec les autres
femmes. On se raconte spontanément nos
expériences, quels que soient I'age, la condi-
tion sociale. On vit une grande camaraderie.»
Enthousiaste, cette ancienne chercheuse mul-
tiplie depuis les occasions pour se dépenser:
«J'ai acheté un stepper et j'essaie le tai-chi.»
Janine, 68 ans, qui reconnait «avoir boosté ac-
tivité physique», souligne le coté «ludique» et
la possibilité de revenir participer au groupe
apreés la fin du programme.

Puisque I'activité physique n’est pas encore
reconnue dans le cadre de I'hopital, qu’elle
n'est pas remboursée par la Sécurité sociale,
le programme connait des difficultés pour se
financer. «La Ligue contre le cancer est notre
principal soutien, explique Julien Carretier. Si
I'on veut prendre en charge plus de patients,
embaucher des professeurs, on doit trouver
des financements extérieurs.» Motif d’espoir, le
troisiéme plan Cancer, dévoilé par le gouver-
nement le 4 février, prend en compte pour la
premiére fois le bénéfice de I'activité physique
dans le traitement contre la maladie. «Nous
espérons pérenniser notre programme mais
sommes, malgré ce signe encourageant, encore
dans I'expectative», souligne Béatrice Fervers.

Le Monde, 1° mars 2014

Mdtter und ihre Tochter - Bessere Aufkldrung
nétig
Von Theres Liithi

In Europa nimmt die Zahl der Brustkrebsfalle
bei Frauen unter 40 Jahren zu. Dies hat Folgen,
denn die Prognose ist bei ihnen schlechter.

Die Zahl der Brustkrebserkrankungen bei
Frauen unter 40 steigt. Dies belegte kiirzlich
eine Studie, die Daten aus 7 west- und siideu-
ropdischen L&ndern analysierte. Demnach nah-
men die Fallzahlen zwischen 1990 und 2008

um durchschnittlich 1 Prozent pro Jahr zu. Die
geringste Zunahme wurde in Bulgarien, die
hochsten in Italien, Frankreich und Portugal ver-
zeichnet, wo der Anstieg bis zu 2,2 Prozent pro
Jahr betrug («Cancer Epidemiology», Bd. 37,
S. 544). Eine weitere Aufschliisselung der Falle
ergab zudem, dass der Anstieg in den jingsten
Altersgruppen, bei den 15- bis 34-Jahrigen, am
hochsten war.

Fir die Studie wurden auch Zahlen aus der
Schweiz beriicksichtigt. In den Kantonen Genf
und Wallis beobachtete man einen relativen
Anstieg von etwa 1 Prozent pro Jahr. Zu ei-
nem &hnlichen Ergebnis kommt eine separate
Analyse von Daten aus 11 Krebsregistern,
die 15 Kantone aus allen Landesteilen ab-
decken. «Zwischen 1996 und 2009 gab es
einen leichten Anstieg der Neuerkrankungen
von Brustkrebs bei Frauen unter 40», sagt
Rolf Heusser, Direktor des Nationalen Insti-
tuts fiir Krebsepidemiologie und -registrierung
(Nicer) an der Universitat Zirich. «In dieser
Zeitspanne ist die Erkrankungsrate bei den
20- bis 40-jahrigen Frauen um 1 bis 2 Prozent
pro Jahr gestiegen.»

Brustkrebs ist das hdaufigste Krebsleiden bei
Frauen. Die meisten erkranken erst nach der
Menopause - nur 5 Prozent aller Félle weltweit
betreffen Frauen unter 40. Erbanlagen wie das
Brustkrebsgen BRCA spielen nur in 10 Prozent
dieser Falle eine Rolle. Warum neuerdings
mehr junge Frauen an Brustkrebs erkranken, ist
derzeit unklar. Zumindest ein Teil des Anstiegs
konnte auf eine vermehrte Friiherkennung
zuriickzufiihren sein. Es gibt zwar kein Mam-
mografie-Screening bei jungen Frauen. «Wenn
aber eine 60-jahrige Frau Brustkrebs hat, dann
gehen haufig auch die Tochter anschliessend
zur Mammografie», sagt Thomas Ruhstaller,
Stellvertretender Chefarzt am Brustzentrum
St. Gallen. «So kann es vorkommen, dass man
schon bei einer Frau mit 38 Jahren einen Tumor
entdeckt, der sonst vielleicht erst mit 45 Symp-
tome verursacht hatte.»

Aber auch Anderungen der Risikofaktoren
kdnnten eine Rolle spielen. Doch welche dies
sein konnten, ist unbekannt. Sicher ist nur,
dass es andere sind als bei den alteren Pa-
tientinnen. Gilt Ubergewicht als klarer Risiko-
faktor fir Frauen im reiferen Alter, sind es
eher schlanke Frauen, die im jungen Alter an
Brustkrebs erkranken. Eine friihe Menarche
erhdht zudem das Risiko fiir Brustkrebs nach
der Menopause, aber nicht jenes fiir junge
Frauen. Bei dlteren Frauen gilt ausserdem:
Je mehr Kinder sie geboren haben, um so
niedriger ist ihr Brustkrebsrisiko. Bei jungen
Frauen verhalt es sich anders: Hier hat die
Anzahl Kinder keinen Einfluss auf das Er-
krankungsrisiko. Mehr noch: Das Risiko, an
Brustkrebs zu erkranken, ist unmittelbar nach
einer Schwangerschaft sogar erhht.

Junge Frauen sehen sich nach einer Brustkrebs-
Diagnose mit anderen Fragen konfrontiert als
altere. «Es sind sehr viele Ungewissheiten, die
auf eine Frau einwirken», sagt Ruhstaller. Hau-
fig geht es um Fragen der Fortpflanzung, um
Auswirkungen von Operationen auf die Sexua-
litdt, und manchmal auch um Chemotherapien
wéahrend der Schwangerschaft.

Brustkrebs bei jungen Frauen verdient aber
auch aus einem anderen Grund grossere
Aufmerksamkeit. Denn jiingere Patientinnen
haben eine schlechtere Prognose als &ltere.
Das liegt unter anderem an der Verteilung
der Brustkrebstypen. «Brustkrebs ist nicht
gleich Brustkrebs», sagt Ruhstaller. «Bei jun-
gen Frauen kommt der aggressive, sogenannte
triple-negative Brustkrebs etwas haufiger vor
als bei alteren Frauen.» Kommt hinzu, dass
jlingere Frauen oft erst in einem fortgeschrit-
tenen Stadium den Arzt aufsuchen. «Wenn eine
junge Frau einen Knoten spirt, denkt sie oft
nicht gleich an Krebs», sagt Ruhstaller. «Aber
auch eine 32-Jahrige kann Brustkrebs haben.»
Frauen besser dariiber aufzuklaren, sei deshalb
dringend notig.

Nach Meinung mancher Experten I&sst sich
die schlechtere Prognose aber nicht aus-
schliesslich durch die H&ufung aggressiver
Tumoren erklaren. «Junge Frauen haben, unab-
hangig vom Brustkrebstyp, haufiger einen Riick-
fall oder entwickeln in der anderen Brust einen
Tumor», sagt Daniel Fink, Chefarzt Gynakologie
am Universitatsspital Zirich. «Der Verlauf ist bei
jiingeren Patientinnen selbst bei gleicher Biolo-
gie des Tumors ungiinstiger.»

Diese Erkenntnis konnte sich in Zukunft wo-
moglich auf die Therapie auswirken. In einem
kiirzlich erschienenen Ubersichtsartikel wer-
fen die Autoren die Frage auf, ob alle sehr
jungen Frauen mit invasivem Brustkrebs eine
Chemotherapie erhalten sollten - unabhan-
gig von Tumorgrdsse, Stadium oder Lymph-
knoten-Befall («Nature Reviews», Bd. 9,
S. 460). «Solche Unklarheiten machen deut-
lich, wie wichtig es ist, die Forschung Ulber
Brustkrebs bei jungen Frauen zu intensivie-
ren», sagt Rolf Heusser.

NZZ am Sonntag, 23. Marz 2014

Dieser Artikel zeigt ganz klar die heutige,
unselige Entwicklung der onkologischen
Therapie. Pralimindre Daten werden so
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verkauft, als ob der Vorteil definitiv ist, ob-
wohl noch kein Unterschied in der Uber-
lebenszeit festzustellen ist. Das geniigt
aber meistens, um eine Zunahme der
Aktienwerte an der Bérse zu erreichen.
Vor allem bei Brustkrebs gibt es unzéhlige
Beispiele in der letzten 40 Jahren, die
zeigen, dass kurzfristige Gewinne bei pra-
limindren Auswertungen schlussendlich
dann verschwinden, sobald die Daten
etwas reifer werden. Aber das interessiert
hier nicht: wichtig ist nur der kurzfristige
Borsengewinn...

Die Redaktion

Researchers say that a new type of drug can
help prevent advanced breast cancer from
worsening, potentially providing an important
new treatment option for women and a block-
buster product for Pfizer.

In a clinical trial, the drug cut in half the risk
that cancer would worsen, or progress, re-
searchers said here on Sunday. The median
time before the disease progressed or the
women died was 20.2 months for those who
received the drug, compared with 10.2 months
for the control group.

«The magnitude of benefit we are seeing is not
something commonly seen in cancer medicine
studies,» Dr. Richard S. Finn, a principal inves-
tigator in the study, said in an interview. Dr.
Finn, an oncologist at the University of Cali-
fornia, Los Angeles, called the results «quite
groundbreaking.»

The drug, known as palbociclib, also appeared
to prolong survival but not by a statistically
significant amount. Those who received the
drug lived a median of 37.5 months com-

The lack of a statistically significant survival
benefit could also give investors pause.

Dr. Finn said, however, that a statistically sig-
nificant survival benefit should not have been
expected at this point because only 61 of the
165 patients in the trial had died. Also, pa-
tients can use other drugs after leaving the trial,
which can dilute any effect of palbociclib.

Palbociclib slows the runaway proliferation of
cancer cells by inhibiting the activity of two re-
lated enzymes involved in cell division - cyclin-
dependent kinases 4 and 6.

While Pfizer is in the lead to bring this new
class of drugs to market, Novartis has begun
late-stage testing of its own CDK 4/6 inhibitor.
Eli Lilly is at an earlier stage, with some results
for its drug presented here. While breast cancer
is the initial focus, the drugs are being tested
for other cancers. ...

International New York Times, April 7, 2014

Small slice of doctors
account for big chunk of
medicare costs

A tiny sliver of doctors and other medical

providers accounted for an outsize portion of
Medicare’s 2012 costs, according to an analy-

Breaking Down the Payments

Medicare disclosed payments of 577 billion in 2012 to more than 820,000 doctors and other medical providers

sis of federal data that lays out details of physi-
cians’ billings.

The top 1% of 825,000 individual medical pro-
viders accounted for 14% of the $77 billion in
billing recorded in the data.

The long-awaited data reveal for the first
time how individual medical providers treat
America’s seniors - and, in some cases, may
enrich themselves in the process. Still, there
are gaps in the records released by the U.S.
about physicians’ practice patterns, and doc-
tors’ groups said the release of such data
leaves innocent physicians open to unfair
criticism.

Medicare paid 344 physicians and other
health providers more than $3 million each
in 2012. Collectively, the 1,000 highest-paid
Medicare doctors received $3.05 hillion in
payments.

One-third of those top-earning providers are
ophthalmologists, and one in 10 are radia-
tion oncologists. Both specialties were sin-
gled out in a late 2013 report by the inspec-
tor general for the Department of Health and
Human Services urging greater scrutiny of
doctors who consistently receive large Medi-
care payments.

The new data show 2012 payments to a total
of 880,000 individuals and organizations for
more than 5,000 procedures, ranging from of-

for services and equipment. The breakdown for the top 15 medical specialties ranked by average paid to

i i B, indevidual billers:
pared with 33.3 months for those in the con i Numberof  Total pald
trol group. Provider type providers  Inmillons  Average amount pasd per provider
Hematology/oncology 7374 $27039 N T
The results from the Phase 2, or midStage, Study _
were presented here at the annual meeting of Radation oncolngy, 135 MAS s
the American Association for Cancer Research.  Opfithalmology 17067 55850 327,239
They are being closely watched on Wall Street,  Medical oncology 2613 B06.6 308,702
because palbociclib is considered a jewel in Portable X-ray 7 2o I 00
Pfizer's product pipeline, with analysts predict- Rheumatology 4053 Loass I - 0!
?ng ap;;ugltsalesgof biIIionts of (ljtollars. Almger:c Nephrology 7503 16856 N 657
is entitled to an 8 percent royalty on sales o
the drug P yaly Cardiology 2241 ages3 N 220
Dermatology 10507 22353 I 1 745

As strong as the results were, it is possible they ~ Interventional pain management 1856 361 [ 157 229
will be a bit of a letdown to some investors. Peripheral vascular disease 74 143 I 144

, , Hematology 687 1276 I 155,757
That is pgrtly.because they were not quite as Cardiac elect ology 7 2040 I 152 64!
good as interim results presented about half- W > 53 D 150,019
way through the trial. At that point, the differ- ascular surgery 2696 4853
ence in median progression-free survival was ~ Urology g791 13854 N 157 559

26.1 months for palbociclib versus 7.5 months
for the control group.

Source: Conters for Medicane and Madicald Services Tha Wl Streat Jounnal
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fice examinations to chemotherapy drugs and
computed-tomography scans. The release has
been portrayed by both critics and support-
ers as a watershed moment for Medicare and
doctors. Supporters contend it is a positive
move toward greater transparency in govern-
ment.

«We look forward to making this important,
new information available so that consum-
ers, Medicare and other payers can get the
best value for their health-care dollar,» said
Jonathan Blum, principal deputy administra-
tor for the Centers for Medicare and Med-
icaid Services, in announcing the effort.
Under an agreement with CMS, The Wall
Street Journal obtained the data early this
week, but agreed not to contact physicians

Als Einleitung zum nachfolgenden
Leserbrief von Prof. M. Fey wiederho-
len wir hier einen Abschnitt aus dem
Pressespiegel der letzten Ausgabe un-
seres Bulletins:

Von Felix Straumann

Seit Jahren streiten Fachleute unterschied-
lichster Richtungen liber Schaden und Nutzen
der Brustkrebs-Friiherkennung. Mit seinem
am Sonntag verdffentlichen Bericht wollte das
Swiss Medical Board (SMB) eigentlich Klarheit
schaffen. Stattdessen hat es mit seiner nega-
tiven Bewertung alte Grében aufgerissen und
totale Konfusion angerichtet.

Zwar spricht das Board zu Recht heikle Punkte
an, insbesondere die mangelnde Qualitatskon-
trolle bestehender Mammographie-Screenings.
Die grundsatzliche Bewertung von Screening-Pro-
grammen ist jedoch so fraglich, dass es wohl
kliiger gewesen ware, den Bericht in der Schub-
lade zu lassen.

Das Swiss Medical Board operiert mit langst
bekannten Zahlen zu Mammografie-Screenings.
Alle verwenden sie, zum Beispiel auch die
Krebsliga Schweiz, die das systematische

or share findings of its analysis with third
parties until Wednesday.

Health-care economists say the data - despite
several limitations - could help pinpoint doc-
tors who overtreat patients, performing far more
surgeries, procedures and other services than
their peers.

Fraud investigators already use similar data to
identify doctors and specialties prone to waste
and abuse. And more hospitals and health sys-
tems are using such data to compare doctors
to encourage high-cost physicians to limit cer-
tain expensive services. ...

The Wall Street Journal, April 9, 2014

Mammografie-Screening  stark  propagiert.
Demnach miissen 1000 Frauen wahrend 10
Jahren finfmal zum Screening gehen, um ei-
nen Brustkrebstod zu verhindern - im Idealfall
waren dies schweizweit jahrlich 200 gerettete
Frauen. Diese Abschatzung beruht auf Studien,
die 20 bis 50 Jahre alt sind. Es gibt zwar auch
jingere Beobachtungsstudien, deren Resultate
in den letzten Jahren zu geh&ssigen Auseinan-
dersetzungen fiihrten. Doch das SMB hat sie -
in Ubereinstimmung mit anderen Fachleuten -
als wenig aussagekraftig taxiert.

Doch wie kann es sein, dass identische Zah-
len zu diametral verschiedenen Bewertungen
flihren? Weil Kosten-Nutzen-Abschatzungen ge-
nerell und die Methode des Medical Board im
Besonderen nur vermeintlich objektiv sind. Die
Verfasser des Berichts haben mit sogenannt
qualitdtsangepassten Lebensjahren, kurz Qali,
gerechnet. Bei dieser Methode wird die Lebens-
zeit je nach Gesundheitszustand bewertet. Die
Werte fiir ein Jahr bewegen sich dabei zwischen
1 (Kerngesundheit) und O (Tod). Doch diese
Art der Kosten-Nutzen-Berechnung ist umstrit-
ten. Beispielsweise das deutsche Institut fiir
Qualitdt und Wirtschaftlichkeit im Gesundheits-
wesen (IQWiG), das medizinische Leistungen
regelmassig bewertet, lehnt die Verwendung
von Qalis ab. Unter anderem weil die Punkt-
zahl fiir einen bestimmten Gesundheitszustand
Ansichtssache ist. Ein Beispiel aus dem Mam-

Die Ausgaben fiir Krebsmedikamente sind in
den vergangenen Jahren markant gestiegen.
Gemass einer Hochrechnung der Krankenkas-
se Helsana haben sich die Kosten zwischen
2007 und 2012 mehr als verdoppelt, auf 480
Millionen Franken. Der Krankenkassenverband
Santésuisse kommt auf noch hdhere Zahlen: Er
geht von rund 560 Millionen Franken pro Jahr
aus, was rund 12 Prozent der gesamten Ausga-
ben fir Medikamente ausmacht. Um die Ge-
sundheitskosten zu dampfen, sollen nun neue
Therapien erforscht werden, die gezielter und
effizienter eingesetzt werden konnen.

Tages-Anzeiger, 24. April 2014

mografiebericht: Ein verlorenes Lebensjahr
durch vorzeitigen Brustkrebstod ist dort gleich
viel wert wie die Angst von 20 Frauen aufgrund
eines verdachtigen Befunds, der sich bei einer
Nachkontrolle als Fehlalarm herausstellt. Das
wirden nicht alle so bewerten.

Schmales Budget

Die fragliche Methodik ist nicht das einzige Pro-
blem des Medical Board. Die viel beschéftigten
Professoren im eigentlichen Expertenrat tun
dies nur im Nebenamt. Die Hauptarbeit beim
Verfassen der Berichte ist an Private ausgela-
gert, deren Kerngeschaft nicht die Bewertung
von medizinischen Interventionen ist: das Insti-
tut Dialog Ethik und das Ingenieurunternehmen
Ernst Basler + Partner. Zum Vergleich: Als die
Briten 2012 die Wirksamkeit von Mammogra-
fieprogrammen untersuchen liessen, waren in-
ternational angesehene Experten am Werk, die
ihre Bewertung schliesslich im Fachblatt «Lan-
cet» veroffentlichten.

Das Swiss Medical Board, das 2008 als eine
Art Guerillatruppe antrat, um die Medizin in
der Schweiz zu verbessern, stdsst mit seinem
schmalen Budget an Grenzen. Es ist Zeit, dass
endlich mehr Geld in die Beurteilung von um-
strittenen medizinischen Leistungen fliesst.

Tages-Anzeiger, 5. Februar 2014
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Martin Fey, Inselspital und Universitat Bern

Unter diesem Titel spricht sich Jirg Nadig, in seiner Po-
sition als Prisident der SGMO, im Krebsbulletin vom
Mirz 2014 gegen die «screening» Mammographie aus'.
Sie wiirde zu keiner Lebensverlingerung fiihren, schreibt
er, ferner impliziert sein Schlussvotum, dass Verzicht auf
Mammographie-Screening politischer Weisheit gleichzu-
setzen ware.

Der Artikel bringt mehrere Probleme auf.

Zunichst hat Jiirg Nadig wie jedermann das Anrecht auf
seine personliche Meinung, zu Fachfragen und zu ande-
ren Themenkreisen. Wenn er fiir die Propagation seiner
personlichen Ansicht jedoch das Forum der SGMO im
Krebsbulletin beniitzt und als Prisident unterzeichnet,
dann steht sein Artikel fiir die Meinung der SGMO. Ent-
spricht denn seine Stellungnahme der Sicht der Mehrheit
der SGMO-Mitglieder? Nicht zwingend! Hat er seine
Mitglieder gefragt? Wohl kaum! Es steht dem Prisiden-
ten einer Fachgesellschaft nicht zu, seine Position fiir
personliche Stellungnahmen zu missbrauchen, die in der
Mitgliederschaft nicht abgestiitzt sind.

«Weisheit leuchte oft erst nach umfassender Wiirdigung
aller Umstinde», hilt er fest. Man wiinschte, er hitte
dieses Primat auf die Wiirdigung der Fachliteratur zur
Mammographie angewandt. Wie man es machen kénnte,
ja misste, illustriert die Kontroverse zwischen Zwahlen
und Egger einerseits (differenziert skeptisch) und de Wolf
andererseits (differenziert PRO) in der Therapeutischen
Umschau vom vergangenen Jahr®. Das Independent UK
Panel on Breast Cancer Screening kommt zum Schluss, that
«breast screening extends lives»’. Es ist mithin nicht von
vorneherein klar, dass es politisch weise wire, keine Mam-
mographien durchzufiihren. Die medizinischen Onkolo-
gen als Krebs-Internisten nehmen fiir sich nicht selten in
Anspruch, Evidenz aus der onkologischen Literatur intel-
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lektuell auf besonders hohem Niveau zu betrachten und in
der Praxis umzusetzen. Weshalb soll diese Philosophie fiir
den Prisidenten der SGMO nicht gelten?

Ein Nebenpunkt im zweiten Abschnitt erregt zudem
Erstaunen. «Zeitbeschleunigung durch Fallpauschalen
erschwere ein griindliches Abwigen fiir Entscheide am
Krankenbett», schreibt Nadig, und nach seiner Erfahrung
wiirden offenbar «Entscheide hier und jetzt und oft ohne
umfassende Wiirdigung aller Umstinde gefillt». Diese
Aussage ist nicht haltbar. Fallpauschalen («DRG») kon-
nen durchaus kritisiert werden; dass sie uns jedoch zwin-
gen, im Klinikalltag hastige und uniiberlegte Entscheide
zu fillen, entbehrt jeder Grundlage, auch wenn die statio-
nire Aufenthaltsdauer der Patienten kiirzer geworden ist.

Eine Gesellschaft, die sich einen Prisidenten leistet, der
unsachgemisse Pamphlete wie den zitierten Artikel pu-
bliziert, miisste sich nachgerade fragen «whether their
chairman was chosen wisely»!
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Colorectal Cancer Research
Scholar Award 2014

Die Colon Cancer Challenge Foundation hat am diesjah-
rigen 67. Jahreskongress der Society of Surgical Oncology
(SSO) Dr. med. Bejnamin Weixler, als pars pro toto fiir die
gesamte Forschungsgruppe, mit dem Colorectal Cancer
Research Scholar Award 2014 ausgezeichnet. Dieser Preis
anerkennt hervorragende Leistungen im Bereich der mo-
lekularbiologischen Forschung bei Patienten mit kolorek-
talen Karzinomen und zeichnet jahrlich die beste am SSO
Kongress eingegebene Forschungsarbeit aus. Der Colorec-
tal Cancer Research Scholar Award wurde zum vierten Mal
verliehen und geht das erste Mal an eine Forschungsgrup-
pe ausserhalb der USA. Mit ihrer Arbeit «Isolated Tumor
Cells are a Negative Prognostic Factor for Disease-free and
Overall Survival in Stage I & II Colon Cancer Patients: A
Propensity Score Analysis» beweist die Forschungsgruppe
unter der Leitung von Prof. Dr. med. Markus Zuber, dass
Kolonkarzinompatienten, welche isolierte Tumorzellen
in Lymphknoten aufweisen, ein deutlich verkiirztes Ge-
samtiiberleben gegeniiber Patienten ohne isolierte Tu-
morzellen zeigen. Die Forschungsgruppe bestehend aus
Prof. Dr. med. Ulrich Giiller, Dr. med. René Warschkow
und Prof. Dr. med. Bruno Schmied vom Kantonsspital St.
Gallen, Dr. med. Benjamin Weixler und PD Dr. med. Urs
von Holzen vom Universititsspital Basel, PD Dr. med.
Carsten Viehl vom Spitalzentrum Biel, PD Dr. med. An-
dreas Zettl von der Pathologie Viollier und Prof. Dr. med.
Markus Zuber vom Kantonsspital Olten durfte den pres-
tigetrachtigen Preis am 13. Midrz im Kongresszentrum
von Phoenix, Arizona entgegennehmen.
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The outcome of Hodgkin’s
lymphoma patients treated
at the Oncology Institute of
Southern Switzerland over
the last 25 years

Alden A. Moccia and Emanuele Zucca
Lymphoma Unit, Oncology Institute of Southern
Switzerland, Ospedale San Giovanni, Bellinzona

Introduction

Clinical trials have led to a remarkable improvement of
treatment outcome for patients with Hodgkin’s lym-
phoma (HL) over the last 3 decades. Prognosis of patients
enrolled in clinical trials may nevertheless be superior
than the one of patients treated in the community. Since
1988, an intense collaboration between the Swiss Group
for Clinical Cancer Research (SAKK) and the German
Hodgkin Study Group (GHSG) has been established and
many Swiss patients have been prospectively included in
the GHSG trials over this period of time. It would be in-
teresting to determine the impact of the GHSG trials on
the management and outcome of Hodgkin’s lymphoma
patients treated in this period of time in Switzerland and
to compare the outcome with the patients treated in the
community. In order to generate hypothesis and to ascer-
tain whether a research project with this aim could be fea-
sible, we performed an exploratory analysis on the patients
treated in Canton Ticino.

Patients and methods

The electronic database of all lymphoma cases treated at
the Oncology Institute of Southern Switzerland (IOSI)
contains the main demographic and pathological features
at presentation, as well as data on treatment type of ap-
proximately 2200 patients with lymphoma, including
172 patient with HL treated from 1996 to 2012. The time
interval was chosen taking into account that the Cantonal
Cancer Registry began its activity in 1996.

Statistical analysis was conducted using the Stata Release
11 statistical software (Stata Corp. 2009, College Station,
TX). The median follow-up was computed by the reverse
Kaplan—Meier method. Overall survival was defined ac-
cording to the NCI criteria [1] and estimated by the meth-
od of Kaplan—Meier; survival differences between patient
groups were evaluated using the log-rank test. Associa-
tions in two-way tables were tested for statistical signifi-
cance using the chi-square test. The Cox proportional haz-
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ards model was used for the estimation of hazard ratio and
its confidence interval in multivariate analysis. P-values of
<0.05 (two-sided test) were considered to indicate statis-
tical significance.

Results

Baseline clinical characteristics at diagnosis are presented
in Table 1. The risk stratification according to the GSHG
criteria (based on Ann Arbor stage, number of nodal ar-
eas, presence of bulky disease, extranodal involvement or
elevated ESR) confirmed to be an excellent predictor of
overall survival (Figure 1).

With a median follow-up of 5.6 years, the 5-year overall
survival of the whole studied population was 79%. The
rate of enrollment in the GHSG trials at IOSI was 24%.
Participation of patients younger than 40 years in random-
ized trials at IOSI was significantly higher compared with
those older than 40 years (Table 2). Participation in con-
trolled clinical trials was not associated with any other risk
factor (stage, bulk, B-symptoms) at univariate analysis. In

Table 1. Main baseline characteristics of 172 patients
with Hodgkin Lymphoma treated at the 10SI between
1996 and 2012.

Number of patients 172

Age (median) 38 years
Gender
male 54%
female 46%
Stage (Ann Arbor)
13%
I
56%
II
15%
111
16%
1\
B symptoms 40%
GHSG group
early 10%
early unfavorable 40%
advanced 50%
Patients enrolled in GHSG trials 24%
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Kaplan-Meier overall survival estimates

Figure 1. Overall survival by three risk
groups defined according to the GHSG

§ T s early criteria. Early stages include Ann Arbor
. ) stage IA or IB and IIA or [IB without risk
v intermediate i .
B factors. Intermediate stages include stage
IA or IB and stage IIA with one or more
5 g risk factors (high ESR and/or > 3 involved
advanced lymph node areas and/or extranodal
il disease and/or bulky mediastinal mass)
° as well as stage 1B with high ESR and/or
2| bl s e e > 3 involved lymph node areas. Advanced
e : : o s o stages include stage IIB if extranodal
years from diagnosis disease and/or bulky mediastinal mass
Number at risk are present, as well as stage IllA or llIB
- early 18 10 5 1 0 and IVA or IVB.
m early-interm. 69 35 11 3 0
= advanced 85 32 9 1 0

addition to the GHSG risk group, either age below 40 years
or inclusion in GHSG trials were significantly associated
with a longer overall survival at univariate analysis.
Patients entered in clinical trials had a significantly better
outcome irrespectively of age (Figure 2). Moreover, the in-
clusion in a clinical study maintained its prognostic value
at multivariate analysis in a Cox model controlling for age
and for the GHSG risk group (Table 3).

Discussion

GHSG conducted over the last 3 decades several large pro-
spective studies enrolling patients with HL. Over 15°000
patients have been included in the GHSG's protocols. Tri-
als dealing with the first-line treatment in HL are cur-
rently in their 6th generation. Their clinical trials [2-4], as
well as those of other cooperative groups have contributed
to a continuous definition of better treatment strategies,

Table 2. Significant impact of age on the rate of patients
enroliment in clinical trials of with Hodgkin Lymphoma treated
at the 10SI between 1996 and 2012.

Enrolled in a randomized clinical trial
(atI0SI, between 1996 and 2012)

Number of Total
patients

Age
<40years 63 (67%) 31(33%) 94
>40years 67 (86%) 11 (14%) 78
Total 130 (76%) 42 (24%) 172
P=0.004

(chi-square)

1106

which has led to an enormous improvement of the out-
come of HL patients over the last few decades. This im-
provement was already evident in the 1980s and several
reasons may have contributed in addition to the better
chemotherapies, as we already discussed in this journal
more than 20 years ago (Figure 3) [5]. It likely reflects
a combination of factors including improved diagnostic
accuracy, improved oncological skills, better supportive
care, and in recent years, greater preservation of dose in-
tensity with the increased use of white blood cell growth
factors (not yet available in the 1980s!).

Since 1988, Swiss patients have been prospectively en-
rolled in the GHSG HD trials. However, many other
patients with HL have not been included in these trials
for various reasons. Many patients have been treated in
private practices or in small hospitals, and the GHSG tri-
als have not been activated in some Cantons. Moreover,

Table 3. Multivariate analysis of overall survival. In a Cox
model controlling for age and for the GHSG risk group,

the inclusion of a patient in a randomized clinical study
remained an independent predictor of outcome. 95%Cl, 95%
Confidence Interval

Cox regression Subjects = 172 / Failures (deaths) = 35
Log likelihood = -142.486 (P<0.0001)

Variable | SRR P-value | 95% CI
Ratio Error

age=40 years <0.001 2.1-14.1

No clinical trial 4.7 3.5 0.035 1.1-19.9

GHSG risk group 2l 0.7 0.015 1.2-43
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Figure 2. Overall survival according to
Kaplan-Misier overall supvival eatinstes participation in clinical trials in different
S age groups.
- <40y, GHSG trial
1 >40y, GHSG trial
wn
'; - <40y, no trial
f=3
0
o
>40y, no trial
wn
o~
S
o
S
© T T T T . : )
0 E . - = Figure 3. Overa!l survival for Hodgkin’s
years from diagnosis Lymphoma patients followed up from
Number at risk 1977 to 1988 at the «Servizio Oncologico
gi i; 161 g g Ticinese»: A significant improvement
67 23 4 0 ps (P=0.003) was seen in patients treated
11 8 4 0 0 between 1983-1988 in comparison with
those treated between 1977-1982.
many patients were treated outside clinical trials because
of specific exclusion criteria or because the enrollment was o8 100%

closed at the time of diagnosis.

Our exploratory analysis performed in Canton Ticino sug-
gests that patients enrolled in clinical trials may have a
better outcome. Similar findings have been reported in
2003 by the Bern group in patients with acute myeloid
leukemia. [6]

Very often the elderly patients are considered not fit
enough to be entered in clinical trials. This may indicate
that the results of the clinical trials cannot be completely
applied to the community. Tumor registry data are likely
to contain information that may contribute to a better
interpretation of these discrepancies. We are planning a
national survey to be conducted in collaboration with the
SAKK and the Swiss Cancer registries. The proposed re-
search project may allow a better understanding of the
different parameters behind this observation and their im-
pact on treatment modalities and prognosis.
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Ein psychoonkologischer Fallbericht

Birgit Maier, Universitatsspital Basel

Herr S., 53 Jahre, stammzelltransplantiert

Im Rahmen der 4. Jahreskontrolle klagte Herr S. gegen-
iiber dem Arzt iiber Schlafprobleme und Niedergestimmt-
heit. Das Angebot eines psychoonkologischen Gesprichs
nahm der Patient an, dusserte sich jedoch skeptisch iiber
den Erfolg eines solchen. Eine begleitende psychopharma-
kologische Behandlung lehnte er ab.

Zum bisherigen Krankheitsverlauf:

Im April 2006 bekam Herr S. die Diagnose eines aggressi-
ven B-Zell-Lymphoms. Behandelt wurde zunichst erfolg-
reich mit Chemotherapie. Die Behandlung des im August
2007 diagnostizierten 1. Rezidivs mit einer autologen
Stammezelltransplantation fiihrte zur kompletten Remis-
sion. Ende 2008 hatte er ein zweites Rezidiv, es wurde
eine allogene Stammzelltransplantation durchgefiihrt. Bis
heute ist er in einer kompletten Remission.

Der Erstkontakt:

Trotz seines Zweifels iiber den Sinn des Gesprichs nutzte
der Patient die Zeit und berichtete im Erstgesprich offen
tiber seine Biografie und seine jetzige Lebenssituation.

Herr S. beschreibt seinen kovperlichen Zustand als «desolat».

Momentan leidet Herr S. an folgenden Problemen:

e Chronische pulmonale GvHD:

e Herr S. berichtet, seine Belastbarkeit bei Alltags- und
Freizeitaktivititen sei deutlich eingeschrinke, er brau-
che aufgrund von Atemnot hdufiger Pausen. Auch
wisse er nicht, wie lange er noch in seiner Wohnung
bleiben kénne, er wohne im 4. Stock eines Mehrfamili-
enhauses ohne Lift.

e Chronische okulire und enorale GvHD:

e Stindig gerdtete und juckende Augen, Entziindungen
im Mund, sein schlechter Zahnzustand und sein ka-
chektischer Zustand wiirden ihn «zombiemdssig» er-
scheinen lassen.

e Zudem wird seine Lebensqualitit durch hiufige In-
fekte, immer wiederkehrende Pleuraergiisse, Osteopo-
rose und Schmerzen massiv beeintrichtigt.

Die soziale Situation ist komplex und von Riickzug gepréigt.
Das Verhiltnis zu seinen beiden Kindern aus zwei geschie-
denen Ehen beschreibt Herr S. als gut. Sowohl der Sohn

(10 Jahre) als auch die Tochter (16 Jahre) kimen sehr re-
gelmissig alle 14 Tage am Wochenende zu ihm und wiir-
den auch einen Teil ihrer Ferien mit ihm verbringen. Auch
mit seinen beiden Ex-Ehefrauen pflege er noch ein «kamze-
radschaftliches» Verhiltnis. Aktuell lebe er alleine, er habe
keine neue Partnerin. Herr S. berichtet, beide Eltern seien
an Krebs verstorben. Mit seiner dlteren Schwester habe er
ein gutes Verhiltnis, ansonsten lebe er aufgrund seiner Er-
krankung sozial mehr und mehr zuriickgezogen. Friiher sei
er im Verein aktiv Mountainbike gefahren und habe einen
recht grossen Freundeskreis gehabt. Nun wolle er sich auf-
grund seines Aussehens und seiner geringen Belastbarkeit
niemandem mehr zumuten.

Trotz dieser Minderbelastbarkeit arbeitet der Patient zu
50% als Sachbearbeiter, finanziell kime er damit gerade
so iiber die Runden.

Psychisch ist eine depressive Symptomatik vorberrschend.
Herr S. beschreibt Probleme mit der Konzentration und
eine rasche Erschopfbarkeit. Vor allem am Arbeitsplatz
und im Kontakt mit seinen Kindern erlebe er dies als stark
belastend. Seinen Kindern gegeniiber fiihre die Minderbe-
lastbarkeit zu Schuldgefiihlen. Insgesamt fiihle er sich in
allen Lebensbereichen immer weniger leistungsfihig mit
negativen Auswirkungen auf sein Selbstwertgefiihl. Er
habe immer schon hohe Anspriiche an sich selbst gestellt,
erlebe nun aber zunehmend Begrenzungen und eigene
Hilflosigkeit. Nachts konne er schlecht ein- und durch-
schlafen, er griible viel, mache sich Gedanken um sein
weiteres Leben und das seiner Kinder. Manchmal bekime
er auch Zukunftsingste. Antriebslosigkeit und fehlende
Tagesstruktur seien an den kinderfreien Wochenenden
bestimmend. Ab und zu verbringe er fast das ganze Wo-
chenende im Bett, soziale Kontakte meide er weitgehend.
Neben der depressiven Symptomatik erlebt der Patient
eine Demoralisierung, den Verlust an Lebenssinn. Er be-
schreibt dies: «Uberleben ist das Eine, das Leben nach dem
Uberleben aushalten, ist das Andere. Mein Leben ist nur noch
anstrengend, ein einziger Kampf. ..., alle Ziele, die ich mir frii-
her gesteckt habe, sind unerveichbar geworden,.... ich michte
mich nur noch verkriechen, aber ich michte auch weiterleben, den
Kindern zulicbe... wenn ich sterbe, verlasse ich sie viel zu frih
ein zweites Mal und dann endgiiltig. »

Das Thema «Vater-Sein» nahm in den weiteren Gespri-
chen eine wichtige Rolle ein.

Zum Therapieverlauf:

Bis heute, April 2014, fanden 8 Gespriche in grosseren

Abstinden (5-8 Wochen) statt.

Wiederkehrende Inhalte waren:

¢ Neudefinition der Vaterrolle

e Integration von erlebten Briichen in den Paarbezie-
hungen, von Briichen in der Beziehung zu seinen Kin-
dern in eine kohirente Lebensgeschichte
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e Stirkung der Selbstwirksamkeitsiiberzeugungen z.B.
iiber Wahrnehmen konnen von schwierigen Situatio-
nen als Herausforderung

® Akzeptanz von Situationen/Gegebenheiten, die nicht
verdndert werden konnen

e Kognitive Umstrukturierung: Ausdifferenzierung des
einseitigen leistungsbezogenen Denkens, Neudefini-
tion von Zielen

e Aktivierung von sozialen Ressourcen und Entspan-
nungsmoglichkeiten

Neudefinition der Vaterrollel/Stirkung von
Selbstwirksamkeitsiiberzeugungen:

Im Kontakt mit seinem Sohn wird deutlich, wie sehr Herr
S. aufgrund der krankheitsbedingten Einschrinkungen be-
lastet ist und wie sehr sein Selbstwertgefiihl darunter leidet.
Die bereits durch die Trennung vorhandenen Schuldgefiih-
le werden zusitzlich genihrt: «Ich kann meinem Sobn nichts
bieten, kann keinen Sport mit ihm machen, ich werde ibm nicht
gerecht, habe Angst, dass er sich mit mir nur langweilt. ... .. »
Aus Angst vor Stigmatisierung aufgrund seiner dusseren
Erscheinung hatte sich der Patient auch aus wichtigen Le-
bensbereichen des Sohnes zuriickgezogen, in Folge fiihlte er
sich als Vater zunehmend isoliert.

Herr S. arbeitete in den Gesprichen daran, eine weniger
leistungsbetonte Vaterrolle zu entwickeln, hatte gute Ideen
dazu, stolperte allerdings immer wieder tiber seine eigenen
Anspriiche. Er suchte auch nach Losungen in der Aufarbei-
tung von biografischem Material (z.B. in der Reflexion seiner
eigenen Rolle als Sohn in der Beziehung zu seinem Vater).
In der Zwischenzeit nimmt der Patient wieder aktiver am
Leben seiner Kinder teil (z.B. bei Fussballspielen des Soh-
nes dabei sein, an den Elternabenden in der Schule teil-
nehmen). Diese Schritte erforderten von ihm viel Mut und
waren von Selbstzweifeln begleitet. Die dadurch gemach-
te Ecfahrung «ich kann diese sozialen Situationen meistern, ich
babe sogar den Eindruck, etwas Gutes beigetragen zu haben»
stirkten seine Selbstwirksamkeitsiiberzeugungen. Die po-
sitiven Riickmeldungen seiner beiden Kinder und seiner
Bekannten trugen wesentlich zur Stabilisierung seines
Selbstwertgefiihls bei. Mit der Tochter hat er einen neuen
Weg eingeschlagen: In einem Familiengesprich mit ihr,
welches der Patient nach einem Konflikt mit ihr initiiert
hatte, wurden die Wiinsche der Tochter nach einem pri-
senteren Vater, einem Ansprechpartner, deutlich.

Akzeptanz | Integration von Erlebtem als grosse Aufgabe:
Als grosse Aufgabe beschreibt Herr S. das Akzeptieren
der erlebten Schicksalsschlige, immer noch wiirde er ins
Hadern mit seinem Schicksal geraten: «...... Was ist denn
schon gut an meinem Leben: die beiden Eben sind gescheitert, fiir
die Kinder kann ich nicht so da sein wie ich mochte, meine Le-
bensziele sind wie Seifenblasen zerplatzt, ich bin doch mit erst
53 ein korperliches Wrack. ..... Elar, ich bin am Leben, aber
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wie anstrengend ist dieses, wie kann ich jemals damit Frieden
schliessen. ... .. ». Achtsamkeitsbasierte Interventionen wa-
ren Herrn S. bisher fiir den Prozess der Akzeptanz eine
grosse Hilfe. «Trotzdem ja sagen zum Leben» hat er kiirz-
lich fiir sich als neues Lebensmotto definiert.

Mittlerweile hat sich die depressive Symptomatik deut-
lich reduziert, Herr S. erlebt mehr Gelassenheit, Selbst-
vertrauen und Zuversicht v.a. im Kontakt mit seinen
Kindern. Fiir dieses Jahr ist sogar ein 2-wdchiger gemein-
samer Urlaub geplant.

Als fiir ihn wichtige Ressource hat er die Praxis der Me-
ditation, die er in jiingeren Jahren regelmissig ausiibte,
wieder entdeckt.

Neu hinzugekommen sind bisher noch nicht geldste
Konflikte am Arbeitsplatz, die einerseits in Zusammen-
hang mit seinen eigenen Leistungsanspriichen, anderer-
seits aber auch stark mit den hohen Erwartungen anderer
an ihn stehen und denen er nicht in vollem Umfang ge-
niigen kann.

Besonderheiten des psychoonkologischen Settings:
Besonders in der Anfangsphase war eine grosse Ambi-
valenz gegeniiber der psychoonkologischen Behandlung
spiirbar.  Einerseits liess Herr S. nach jedem Gesprich
offen, ob er wieder kommen wiirde, andererseits hielt
und hilt er den Kontakt tiber E-Mails. Vor seinem Erfah-
rungshintergrund mit dem medizinischen System scheint
es fiir Herrn S. besonders wichtig zu sein, selbstbestimmt
Kontakt aufnehmen zu kénnen.

Inhaltlich spiegeln die Mails den Prozess seiner Selbstor-
ganisation wider. Sie zeigen, wie intensiv sich Herr S. mit
den in den Sitzungen besprochenen Themen auseinander-
setzt, wie sehr er sich um Veridnderung bemiiht. Sie zeigen
letztendlich auch, wie gross das Bewiltigungspotential
des Patienten ist.

Das psychoonkologische Setting erfordert in vielen Fillen
ein in der klassischen Psychotherapie so kaum mdogliches
Mass an Flexibilitit im Umgang mit den psychotherapeu-
tischen Settingbedingungen. Hier scheint sich die dem
Patienten entgegengebrachte Flexibilitdt positiv auf die
therapeutische Beziehung ausgewirkt zu haben.

Die persinlichen Angaben des Patienten wurden so verandert,
dass Riickschliisse auf seine Identitit nicht miglich sind.

Dipl. Psych. Birgit Maier

Himatologie / Psychosomatik

Universititsspital Basel, Hebelstrasse 2, CH-4031 Basel
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Introduction

Acute myeloid leukemia is a disease of elderly patients
with a median age at diagnosis of 65 to 70 years"?. While
the results in younger patients with AML have improved
considerably over the years the outcome in elderly pa-
tients remains poor’. However, few studies are performed
in elderly patients. While two thirds of all AML patients
are older than 60 years, only 35% of elderly patients are
included into clinical trials and patients excluded from
studies are significantly older than those treated within
clinical trials®.

Treatment of elderly patients with AML is an unmet and
increasing medical need. With age, both the biologi-
cal behavior of the disease and the health status of the
patients are changing considerably and therapeutic ap-
proaches have to be adapted to the frailty of patients®’.
Approximately one third of elderly patients is suitable for
intensive chemotherapy regimens, although the rates of
patients treated with IC in the population-based Swedish
study seemed to be higher®®. The remaining two thirds of
patients do not tolerate intensive chemotherapy due to co-
morbidities and receive pal-

liative treatment or support-

ive care.

often confronted with secondary AML, and have an increased
incidence of the multidrug resistance phenotype!'®!!. Cytoge-
netic and molecular analyses have a huge impact on the prog-
nosis and should be taken into consideration in all patients at
diagnosis. Unfavorable genetic alterations are more frequent
in elderly patients and often influence the decision about fur-
ther therapy'?. On the other hand, favorable karyotypes such
as t(8;21) and inv(16)/t(16;16) remain good-risk factors also
in elderly patients, although to a lesser extent compared to
younger patients'®. Likewise, patients with normal cytoge-
netics and mutation of NPM1, CEBPA (double mutation)
in the absence of FLT3-ITD are another relatively favorable
AML subset conveying a better prognosis also in elderly pa-
tients'". They have been integrated into a prognostic score
including molecular (NPM1, CEBPA, FLT3-ITD) and clini-
cal (performance status, white blood cell count) parameters®.
By that, it was possible to select better risk patients indepen-
dent of the age. A wealth of newer molecular markers have
been detected in the last years, however, their importance in
elderly patients has not yet been clearly established'®.

It is important to note that in contrast to younger pa-
tients, the time from diagnosis to initiation of treatment
does not impact on the outcome'’. Thus, it is highly rec-
ommended to await cytogenetic results before treatment
decisions and to integrate these results into the discus-
sion with the patient'®. Finally, there might be important
differences in the perception of chance of cure between
patients and physicians, which should be addressed in the
discussion with the patient®.

Once the diagnosis of AML is Prognostic Factors Categories Response
established, a decision has to Wheatley = Age 1-y OS (%)
be made for intensive chemo- I:;H‘)type Good 60 N.R.
h 4 i he- type Standard 48 N.R.
therapy, non-intensive che Performance Status b 3 NR
motherapy, or supportive care WBC count oor o
alo.ne. It. remains ch?llenging MDACC  Age 1-y OS (%)
to identify those patients who Karyotype Good 58 10
wiu benefit from an intensive ggfé:frll’:n(cleggi‘:" ation) Tiismnedmie-l 35 19
regimen and to refer the oth- Treatment outside of laminar airflow {)ntermedlate-Z 252; Zg
ers to less toxic approaches’. Crafiatine oor
In th1.s review, we prox@de an s I Qe CR (%)
overview about the risk as- AML type Ist 30 35
. S
sessment scores and the dif- Hb count 2nd 45 25
ferent treatment strategies for II:,IE’TS, count 3rd 60 15
. 1brinogen
elderly AML patients. LDH 8 4th 75 11
Fever
Risk assessment in elderly Karyotype
AML patients HCT-CI Various comorbidities OS (weeks)
Se%ection of . elder@y patients Good 45 3
suitable for intensive chemo- Intermediate 31 11
therapy remains difficult. Pa- Poor 19 29

tients with advanced age have
more comorbidities, are more

1-y OS=1-year overall survival; HCT-CI= hematopoietic stem cell comorbidity index; AHD= antecedent hema-
tological disease; N.R. = not reported; CR=complete remission; TRM=Treatment-related mortality
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Several studies have integrated clinical and labora-
tory informations into risk assessment scores®?*. As
shown in table 1 the scores combine disease- and pa-
tient-specific features such as genetic alterations and
the stage of the disease, as well as chronologic age, fit-
ness, and comorbidities of the patients. Each score
weights risk factors slightly different, but all scores are
able to predict early death and survival rates and have
been evaluated in a large number of elderly AML pa-
tients. The risk score of the German SAL study group
was also integrated into an easy to apply web-based ap-
plication and is a useful tool to advise elderly patients
(http://www.aml-score.org). In addition to the scores
which were specifically developed for elderly AML pa-
tients, the hematopoietic cell transplantation comor-
bidity index (HCT-CI), originally developed for HSCT
recipients, was subsequently also validated in AML pa-
tients?* . In contrast to the previous scores it incorpo-
rates detailed informations about organ-specific comor-
bidities and may give a more comprehensive view of the
patient’s fitness. Finally, the importance of geriatric as-
sessment before initiation of chemotherapy is increasing-
ly recognized and the respective scores have ben recently
validated®*?’.

In conclusion, risk assessment scores are based on retro-
spective studies and might be subject to selection bias;
nevertheless, they have the potential to guide clinician’s
decisions. The optimal therapeutic approach should be
discussed in detail with the patient and should be guided
by the risk assessment and patient’s wish.

Intensive chemotherapy for elderly AML patients
Overall survival of elderly patients receiving intensive che-
motherapy with AML remains unsatisfactory even though
OS has slightly improved over the years®. Approximately
50% of the patients treated with IC achieve complete re-
mission, but long-term survival is less than 20%%%. Nev-
ertheless, a recent population-based Swedish study has
concluded that elderly patients may benefit from IC as
compared to palliative treatment having lower early death
rates better and improved OS independent of age and per-
formance status and patients receiving IC spent less time
in hospital’. Thus, fit elderly patients, should receive in-
tensive chemotherapy as first therapy choice, whenever
possible within clinical trials. In Switzerland, the current
protocol for fit elderly patients older than 65 years is a
multi-arm randomized phase II study, which evaluates
several experimental drugs in combination with standard
chemotherapy (HOVON 103 study). This «pick-a-win-
ner» design is increasingly used by study groups allowing
a pre-selection of interesting drugs, which then will be
further analyzed in follow-up phase III studies®.

Study protocols in elderly patients are usually based on
standard 3+7 induction regimen consisting of 3 days an-
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thracycline and 7 days cytarabine. The most commonly
used scheme in elderly patients consists of daunorubicin
45 to 60 mg/m? for 3 days and cytarabine 100 or 200
mg/m? as continuous infusion for 7 days. Over the years,
a number of randomized studies with IC have evaluated
different variations in the induction and postremission
regimen?. Most of these studies did not show a benefit
over standard IC, with the exception of all trans retino-
ic acid (ATRA) in the induction regimen’'. In line with
these data, a recent network analysis comparing 42 differ-
ent induction regimens with «standard chemotherapy» in
elderly patients did not provide clear evidence that one is
superior to another regimen, but confirmed the superior-
ity of ATRA?. The choice for a given induction regimen
is often based on local preferences and the available clini-
cal protocols.

The concept of 3+7 induction is based on a study showing
that this combination is better than 2+5 and the continu-
ous is superior to bolus infusion of cytarabine®?. Several
studies evaluated dose escalation of cytarabine during in-
duction and consolidation in younger patients without
compelling evidence that high-dose as compared to in-
termediate-dose cytarabine offers an advantage in younger
patients and it has clearly been shown that high-dose cy-
tarabine is too toxic for elderly patients®. In line with
this, a recent EORTC trial found that only patients until
45 years profit from high-dose cytarabine, while already
from 46 years on, no benefit was found by increasing the
cytarabine dose*.

Increased efficacy might also be achieved by the choice
and dosing of the anthracycline. In elderly patients dau-
norubicin is the most popular anthracycline. Over the
years, several doses of daunorubicin have been tested®.
Recently, it has been shown both in younger and elderly
AML patients that increasing the dose of daunorubicin
to 90mg/m? for 3 days is superior to standard dose®®*’.
However, while all younger patients benefit from higher
doses of daunorubicin, in the elderly population overall
survival was improved only in patients 60-65 years. The
French ALFA group compared high-dose daunorubicin
(80mg/m? for 3 days) in patients 50-70 years to standard
dose idarubicine (12mg/m? for 3 days) and high-dose ida-
rubicine (12mg/m? for 3 days)®®. In this trial, both doses
of idarubicine had slighty higher incidence of complete
remissions, but high-dose daunorubicin was equivalent
to standard dose or high-dose idarubicine with regard
to relapse incidence, event-free survival and OS. In con-
clusion, at least the «younger» elderly patients tolerate
higher doses of anthracyclines and should be included in
more intensive study protocols. High-dose daunorubicin
seems to be equivalent to standard dose idarubicine, with
regards to relapse incidence, event-free survival and OS.
Although in elderly patients the duration of complete
remission is generally short-lived, the duration and the




intensity of postremission therapy are not clear. The su-
periority of intensive postremission therapy over mainte-
nance has been clearly established in an ECOG trial in
patients up to 65 years®, while a CALBG trial has shown
that high-dose cytarabine is too toxic for elderly pa-
tients™. Thus, attenuation of postremission therapy may
be essential to reduce toxicities in elderly patients. In line
with this, no study has proven that more than one cycle of
intensive consolidation improves the outcome in elderly
patients®**. Moreover, low-intensity consolidation with 6
cycles of anthracycline/cytarabine delivered as outpatients
may be advantageous over intensive consolidation**.
While in younger patients maintenance cannot substitute
intensive consolidation therapy, a low-intensity approach
would be particularly attractive for elderly patients. In a
study by the EORTC maintenance with low-dose cytara-
bine prolonged disease-free survival, but did not have an
effect on overall survival®®. Similarly, maintenance with
recombinant interleukin-2 did not improve outcome in
elderly patients’®“. Lastly, a German study comparing
intensive consolidation using idarubicine/etoposide with
low-dose oral maintenance with the same drugs resulted
in favor of intensive consolidation?. Thus, currently, there
is no indication for maintenance therapy outside of clini-
cal studies.

Hematopoietic stem cell transplantation is an important
option for postremission therapy in patients with inter-
mediate to poor risk AML, but its effect in elderly pa-
tients is limited by important toxicities and increased
transplant-associated mortality®®. This hurdle might be
partially overcome by reduced-intensity conditioning
regimens reducing immediate toxicity and thereby al-
lowing the GvL effect to be exerted. However, no ran-
domized data are available looking in detail at the role of
allogeneic HSCT in elderly patients. At the moment, this
question is evaluated in a randomized European study
comparing allogeneic HSCT versus standard therapy in
elderly patients. Unfortunately, the accrual in this trial
is limited and it is currently not clear whether the trial
will be finished.

Non-fit elderly AML patients

Although it is currently perceived that intensive chemo-
therapy may be the best solution for fit elderly patients
with AML, a substantial number of elderly patients do
not tolerate intensive chemotherapy for treatment-related
toxicity or are unsuitable because of poor-risk features of
their disease. This chapter summarizes available data on
less intensive therapies for non-fit elderly patients.

In non-fit patients low-dose cytarabine (LDAC) has been
investigated for more than 30 years. The British MRC re-
ported that LDAC is superior to best supportive care and
hydroxyurea with regards to CR rates and OS in elderly
non-fit AML/MDS patients®. LDAC induced complete

remission in 18% of the patients as compared to 1% in
patients with hydroxyurea/BSC. A prospective study com-
paring LDAC with intensive chemotherapy in elderly pa-
tients has demonstrated that IC induces higher CR rates,
but at the price of more toxicities and early death rate®.
At the end, despite higher CR rates, the overall survival
was not different between the two groups. Thus, LDAC
represents an important therapeutic option for unfit elder-
ly AML patients and is clearly superior to BSC. However,
from a practical point of view the subcutaneous applica-
tion over 10 days is challenging for the elderly patients
and the respective outpatient facilities.

More recently, hypomethylating agents have shown to im-
prove overall survival and quality of life in patients with
MDS. Several studies have investigated or are currently
investigating the role of hypomethylating agents in frail
AML patients. The published phase II studies on the use
of single-drug decitabine (DAC) as first-line treatment in
elderly AML patients report a 1-year OS of 30-50% with
a median survival time ranging from 5.5-12 months’'-.
The Phase III DACO-016 trial comparing DAC versus
physician’s treatment choice (BSC or LDAC) has recently
been published showing a higher rate of complete remis-
sion with DAC**. During the first analysis, overall sur-
vival was not different, however, with longer follow-up
the difference became borderline significant (median 7.7
months vs. 5; p=0.037). After this study, DAC was ap-
proved by the EMA, but not by the FDA, because of some
concerns on the statistical validity of the data.

The available phase II studies evaluating AZA in older pa-
tients with AML with >20% bone marrow blast reported
an OS of 7.7 months and a response rate (CR+PR+HI)
of 50% in untreated patients”. The feasibility of this ap-
proach in elderly patients has been confirmed in a phase
II study published by the SAKK group in a small series
of patients receiving AZA at 100 mg/m? for 5 days in-
stead of 75 mg/m”’ for 7 days every 28 days. The ORR
was 18% (CR+CRi), median OS was 6 months*®. Thus,
the CR rates in these studies are comparable to the pub-
lished results with LDAC. In the phase III AZA-001 trial
patients with up to 30% of blasts could be included. On
the basis of a sub-analysis, AZA has been approved for
AML with 20-30% bone marrow blasts and multi-lineage
dysplasia’. This study showed a significantly longer OS
for patients treated with AZA versus conventional care
regimens (CCR= BSC, LDAC or IC based on investigator
choice). Two-years OS was higher for AZA vs. CCR and
a safety analysis showed a significantly lower number of
hospital admissions for AZA patients. Based on these re-
sults, AZA has become a standard therapy in many centers
for non-fit AML patients with blast counts 20-30%. Cut-
rently, there is a phase III stcudy (AZA-AML-001) explor-
ing the use of AZA in AML with >30% blasts. The results
of this study will hopefully be presented soon.
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In conclusion, hypomethylating agents are interesting
drugs in the treatment of elderly AML patients. The cur-
rent data do not suggest that one drug is superior to the
other, however, there are no published studies directly
comparing AZA and DAC. Importantly, achieving CR is
not a prerequisite for favorable responses. OS can also be
prolonged in patients with partial remissions or hemato-
logical improvement™®.

New drugs for elderly AML patients

Given the poor survival of elderly AML patients there is
an urgent need for novel, innovative therapies. A number
of new drugs have been evaluated in patients with AML
and most often the great expectations have not been ful-
filled*®. Moreover, only few of these drugs have been tested
in an elderly population®. Nevertheless, some interesting
drugs have recently emerged for treatment of elderly leu-
kemia patients.

Gemtuzumab ozogamicin (GO) is an immunoconjugate
composed of a humanized anti-CD33 antibody linked to
the potent antitumor antibiotic calicheamicin and has
been pivotal for introducing targeted therapy in AML.
After initial positive phase II studies, the drug has rapidly
been approved by the FDA, but subsequent trials could
not confirm the initial positive results®. When the use of
GO during induction therapy in a SWOG trial did not
improve outcome, but was associated with higher mortal-
ity, the drug was voluntarily withdrawn from the mar-
ket®'. However, a recent meta-analysis confirmed a posi-
tive effect of GO, which is most pronounced in patients
with favorable risk AML and APL®. In elderly patients
with a higher incidence of poor risk AML, addition of
gemtuzumab to intensive consolidation therapy showed
no improvement®. Likewise, adding GO to LDAC im-
proved the remission rate, but not overall survival®.
However, the discussion about gemtuzumab is ongoing,
since a recent French study has shown that adding GO at
lower doses to induction therapy was associated with an
improved survival in patients 50-70 years®, while higher
doses were confirmed to be too toxic for elderly patients®.
Thus, the GO question remains open and it is currently
not clear, whether the drug company will reintroduce the
drug into the market.

Clofarabine is a nucleoside analogue approved for the
treatment of pediatric, relapsed/refractory ALL. In elderly
AML patients clofarabine as single agent has shown an
ORR between 30-50%°". In combination with LDAC the
ORR further increased to approximately 60%°%. These
results were recently confirmed by a prospective phase II
trial. However, although CR rates with clofarabine were
higher, there was no difference in the overall survival be-
tween the two groups’. Thus, the role of clofarabine in
AML treatment has not been clearly established. The re-
cently closed HOVON 102 added clofarabine to standard
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chemotherapy in adult patients, but these results are not
yet available. Given the extremely high costs of the drug
and the so far rather marginal benefit, the drug has not
entered clinical routine.

Other promising new substances such as tyrosine kinase,
farnesyl transferase, and metalloproteinase inhibitors, as
well as selective inhibitors of nuclear export (SINE) are
currently under evaluation for AML patient. As shown
in table 2, data on older AML subgroup are available for
some but not for all of these drugs’'5!.

Conclusions

There is clear and urgent need for improving intensive
and non-intensive therapies in elderly patients with AML.
Patient selection is of primordial importance and has to
be further refined in the future. Frailty, comorbidity and
risk scores may help to patients fit for intensive therapies.
There are new promising drugs for elderly patients with
AML, but their role has to be established in larger tri-
als. Moreover, although beyond the scope of this review,
supportive care is of primordial importance for improv-
ing AML therapy especially in elderly patients. This area
should be pursued actively in clinical trials.
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In industrialisierten Lindern ist die Leukdmie mit zirka
35% aller Neoplasien die hdufigste Krebserkrankung im
Kindesalter. In der Schweiz werden jihrlich 55 bis 65
Neuerkrankungen diagnostiziert. Die aktuelle Inzidenz
bei Kindern unter 15 Jahren liegt bei etwa 4,9 Fille/
100 000 Einwohner. Die zwei wichtigsten Formen der
kindlichen Leukimien sind die akute lymphatische Leu-
kdmie (ALL) (ca. 82%) sowie die akute myeloische Leu-
kimie (AML) (ca. 15%). Selten treten myelodysplastische
Syndrome sowie chronische myeloische Leukimien (CML)
bei Kindern auf.

Die kontinuierliche Anpassung der Behandlung der ALL
wihrend der letzten 40 Jahre hat zu einem dramatischen
Anstieg der Uberlebenswahrscheinlichkeit gefiihre. Die
BFM-Studiengruppe (Berlin-Frankfurt-Miinster), welche
sich seit 1976 in zahlreichen gross angelegten, randomi-
sierten Therapieoptimierungsstudien mit der Behand-
lung der ALL befasst, hat sich stindig vergrossert. Ende
der 80er Jahre haben sich auch Zentren der Schweiz dieser
Studiengruppe angeschlossen. Dieser Verbund hat we-
sentliche Pfeiler im heutigen Therapiekonzept der ALL
etabliert und signifikant zur Verbesserung der Heilungs-
raten bei ALL beigetragen. Mittlerweile kooperieren Stu-
diengruppen aus der Schweiz, Deutschland, Osterreich,
Italien, der Tschechischen Republik, Israel und Austra-
lien. Durch eine Induktionstherapie soll eine Remission
und eine Wiederherstellung einer normalen Himatopoese
innert 4 bis 6 Wochen erreicht werden. Zweifellos kann
die Intensitit einer Induktionsbehandlung signifikante
Auswirkungen auf das Gesamtiiberleben haben. Es konn-
te gezeigt werden, dass eine wiederholte Anwendung
einer Induktionstherapie nach einer Zeit der Konsolidie-
rung das Rezidivrisiko wesentlich vermindern kann. Ex-
trakompartimentstherapie, wie ZNS-priventive Behand-
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lung sowie eine lingere Erhaltungstherapie, sind ebenso
unverzichtbare Bestandteile einer erfolgreichen Leuki-
miebehandlung.

Die Therapieoptimierungsstudie AIEOP-BFM ALL
2009, eine prospektive, multizentrische Studie zur Be-
handlung von Kindern und Jugendlichen mit akuter lym-
phoblastischer Leukdmie startete im Jahr 2010 mit der
Patientenrekrutierung. Fiir die Durchfithrung der Studie
kooperieren die verschiedenen oben genannten Partner
der ALL-BFM-Studiengruppe mit dem Ziel, das Thera-
piekonzept fiir diese Patienten weiter zu optimieren und
eine Plattform fiir Begleitforschungsprojekte zu erstel-
len. Es handelt sich um eine in den vergangenen Jahren
stark gewachsene internationale Studiengruppe mit ver-
antwortlichen Koordinatoren und Ansprechpartnern aus
allen Teilnehmerlindern, die die existierenden und ge-
planten Forschungsvorhaben sowie die umfangreiche Dia-
gnostik optimal linderspezifisch integrieren und nachhal-
tig qualitdtsgesichert weiterentwickeln sollen.

Die drei wichtigsten Therapiefragen sind folgende: Kann
bei Vorldufer B-ALL mit fehlenden Hochrisikokriterien
und/oder optimalem initialen Ansprechen (FCM-MRD
am Tag 15 von <0.1%) die Anthrazyklingabe reduziert
werden ohne Zunahme von Rezidiven? Kann das Thera-
pieergebnis der Vorldufer-ALL in der sog. mittleren Ri-
sikogruppe durch den Einsatz einer 20-wochigen Thera-
piephase mit PEG-Asparaginase in der Re-Intensivierung
verbessert werden? Kann das Therapieergebnis von Hoch-
risikopatienten durch eine prolongierte Verabreichung
von PEG-Asparaginase (zusitzlich Asparaginasedepletion
von ca. 24 Tagen) am Ende der Induktionstherapie ver-
bessert werden?

Fiir die Durchfithrung dieser komplexen Studie in der
Schweiz wurde im Auftrag der Schweizerischen Pidiat-
rischen Onkologiegruppe (SPOG) eine nationale Studi-
enzentrale am Universititskinderspital Ziirich aufgebaut.
Diese nimmt die Datensammlung, Koordination und
Fachinformation innerhalb der nationalen Studienzentren
vor und fithrt andererseits die fiir die Studiendurchfiih-
rung relevanten diagnostischen Referenzuntersuchungen
wie Morphologie, Immunphinotypisierung, Zytogenetik
und Messungen minimaler Restkrankheit zu verschie-
denen Zeitpunkten (minimal residual disease, MRD)
durch.

Im Moment beteiligen sich 7 Schweizer Zentren an der
Studie, davon 3 Universititskinderkliniken (Basel, Bern
und Ziirich) und 4 Kinderspitiler (Aarau, Bellinzona, Lu-
zern, St. Gallen).
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Eine Ubersicht iiber das Behandlungsprotokoll zeigt
Abb. 1.

Die Basis der klinischen Forschungsfragen stellt die Ri-
sikostratifizierung der Patienten dar, die vor allem auf
primiren biologischen Eigenschaften der Leukidmiezellen
sowie auf dem morphologischen und molekularen An-
sprechen der Leukdmie auf die Therapie beruht. Dabei
wird unter anderem der Leukimiezellriickgang im pe-
ripheren Blut nach 7 Tagen Prednison und der Blasten-
riickgang im Knochenmark nach 14-tigiger Therapie,
letzteres gemessen mittels Durchflusszytometrie (FACS-
MRD), beriicksichtigt. Morphologisch ist die Remissi-
on im Knochenmark am Ende der Induktion, d.h. nach
33 Tagen Therapie, entscheidend. Auf molekularer Ebe-
ne wird im weiteren Verlauf der Leukdmiezellriickgang
anhand von klonspezifischen Markern in den Leukidmie-
zellen (Immunglobulingen-Rearrangements und T-Zell-
Rezeptorgen Rearrangements) monitoriert. Der Tumor-
loadriickgang tiber insgesamt 12 Wochen Therapie wird
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Abbildung 1

dabei mittels PCR-MRD analysiert, welcher die Basis fiir
die finale Stratifizierung darstellte. Auf Grund all dieser
Befunde werden risikoadaptierte randomisierte Thera-
piemodifikationen, im Sinne von Therapiereduktionen in
Gruppen mit sehr guter Prognose (Randomisierung R1)
oder Therapieintensivierungen bei Patienten mit verbes-
serungswiirdigem Therapieergebnis, realisiert. Bei den
beiden randomisierten Therapieintensivierungen (Ran-
domisierung R2 und RHR) kommt das pegylierte E.coli
L-Asparaginase-Pridparat Oncaspar® zum Einsatz. Diese
Asparaginase wird in den intensivierten Behandlungs-
armen liber einen Zeitraum von mehreren Wochen wieder-
holt verabreicht im Vergleich zur Standardverabreichung
von nur einer oder zwei Dosen im entsprechenden The-
rapieabschnitt. Diese beiden Randomisierungen werden
von einem intensiven pharmakologischen Monitoring,
speziell der Asparaginaseaktivitit, begleitet. Weiterhin
stellt die Studie und die mit ihr verkniipfte Biomaterial-
bank eine Plattform fiir begleitende Forschungsprojekte
zur ALL im Kindesalter dar.
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Bis zum 31. Dezember 2013 konnten bereits 127 schwei-
zer Patienten registriert werden, von denen 125 Pati-
enten als Studienpatienten aufgenommen werden konn-
ten. Zwei Patienten werden wegen chemotherapeutischer
Vorbehandlung bzw. Vorliegen einer Philadelphia-Chro-
mosom positiven Leukidmie als Beobachtungspatienten
gefithrt. Die erwartete jihrliche Patientenrekrutierung
in der Schweiz von 30 Patienten konnte damit deutlich
iiberschritten werden (aktuell ca. 42 Patienten pro Jahr).
Die Zusammensetzung des Schweizer Studienkollektivs
ist vergleichbar mit der internationalen Patientengrup-
pe. Es besteht eine Knabenwendigkeit mit 65% vs. 35%
erkrankter Midchen, am meisten sind Kleinkinder be-
troffen, 55% der Patienten sind 1 bis 5 jdhrig. Bei den
meisten Patienten konnten wir keinen Befall des zentra-
len Nervensystems nachweisen (106/127, 83%), bei 13
Patienten (10%) fanden sich einzelne Leukidmiezellen im
Liquor (Zytospin) ohne Zellzahlvermehrung und nur 6
Patienten erfiillten die Kriterien eines Befalls des ZNS,
was dann eine therapeutische Bestrahlung des Gehirns
nach sich zieht. Sehr erfreulich war das gute Ansprechen
von 95% der Patienten auf die 7-tigige Steroidvorphase
(Prednison-Response) und nur einer von 127 Patienten
war nach der Induktionstherapie am Tag 33 nicht in
morphologischer Remission. Typischerweise iiberwogen
B-Vorliufer-ALL's mit 84% (106 Patienten), 15.2% (19
Patienten) liessen sich immunphénotypisch als T-ALL
klassifizieren, und nur bei 2 Patienten war eine Zuord-
nung nicht moéglich.

26% der Patienten (33/127) wiesen das prognostisch giins-
tige Fusionsgen ETV6/RUNX1 (frither TEL/AML1) auf,
und nur bei zwei Patienten zeigte der leukdmische Karyo-
typ eine Hypodiploidie (<45 Chromosomen), was in der
aktuellen Studie fiir die Behandlung in der Hochrisiko-
Gruppe qualifiziert.

Die finale Stratifizierung der Patienten in die 3 Risiko-
gruppen Standardrisiko (SR), mittleres Risiko (MR) und
Hochrisiko (HR) erfolgt aufgrund von zytogenetischen
Eigenschaften der leukdmischen Blasten (z.B. Hypodi-
ploidie, BCR/ABL, MLL/AF4) und wie eingangs erwihnt
aufgrund der Beobachtung des morphologischen, durch-
flusszytometrischen und molekularen Ansprechens der
Leukdmiezellen auf die Behandlung. Bisher wurden 30
Patienten (24%) in die SR-Gruppe stratifiziert, 70 (55%)
in die MR-Gruppe und 21 (17%) in die HR-Gruppe.
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Die oben erwihnten 3 Randomisierungen waren beziig-
lich Toxizitdten tolerabel. Die Compliance fiir die Rando-
misierung R2 in der MR-Gruppe mit intensiviertem Ein-
satz von Oncaspar® war allerdings sowohl in der Schweiz
als auch in den anderen beteiligten Lindern unter dem
erwarteten Bereich. Um die wichtige Studienfrage bzgl.
des prognostischen Stellenwertes einer intensivierten As-
paraginasebehandlung aber beantworten zu koénnen, wird
mit einer Verlingerung der Studienlaufzeit gerechnet.

Zusammenfassend konnten in den ersten 37 Monaten
der Studienlaufzeit 127 Schweizer ALL Patienten in die
AIEOP-BFM ALL Studie eingeschlossen werden. Diese
Patienten profitieren vom Aufbau und stindiger Verbes-
serung der nationalen Studienzentrale am Universitits-
Kinderspital Ziirich in vielerlei Hinsicht. Durch die
Etablierung eines Schweizer Referenzlabors, Befundung
und Bewertung aller relevanten Befunde und anschlies-
sender therapierelevanter Stratifizierung durch ein eta-
bliertes Expertenteam, erhalten alle Patienten eine ein-
heitliche und qualitativ hochwertige Beurteilung und
standardisierte und {iberwachte Therapie ihrer schweren
Erkrankung. Wir hoffen damit zu einer Verbesserung
der Heilungsaussichten leukimiekranker Kinder beitra-
gen zu konnen.

In dhnlicher Weise wie bei der Primirbehandlung der
akuten lymphatischen Leukimie wird zurzeit die Rezi-
divstudie fiir Kinder und Jugendliche mit akuter lym-
phoblastischer Leukimie aufgebaut. In diesem interna-
tionalen kooperativen Behandlungsprotokoll (IntReALL
2010) beteiligen sich zahlreiche europiische Studien-
gruppen sowie Israel, Japan und Australien. Dabei wer-
den in der Standardrisikosituation etablierte Kombi-
nationen von verschiedenen Zytostatika eingesetzt und
zusitzlich erfolgt eine Randomisation mit einer Anti-
korpertherapie (Epratuzumab).
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Introduction

Epigenetics refers to inheritable changes in gene expres-
sion caused by mechanisms that do not involve a change
in the nucleotide sequence. Epigenetic mechanisms are
essential in the normal regulation of gene expression and
cellular differentiation and their disruption has been as-
sociated with the development and the progression of
cancer. Aberrant DNA methylation of the promoters of
tumor suppressor genes and histone deacetylation, can re-
sult in gene silencing and tumorigenesis in both haema-
tological and solid tumors.' Preclinical studies have dem-
onstrated that it is possible to obtain gene re-expression,
cell differentiation, and tumor growth arrest by inhibit-
ing the enzymes responsible for DNA methylation and
histone deacetylation.? These studies established that epi-
genetic changes, distinct from genetic changes, are revers-
ible and have supported the development of agents with
epigenetic effect as anti-cancer agents. The initial efforts
to target the epigenome have resulted in FDA approval
of four agents with epigenetic effect (two DNA methyl-
transferase inhibitors- azacitidine and decitabine and two
histone deacetylase inhibitors- vorinostat and romidepsin)
for the treatment of myelodysplastic syndromes and T-cell
lymphomas, respectively.

More recently, a new class of epigenetic modulators, rep-
resented by bromodomain and extra-terminal domain
proteins inhibitors (BET-I) has been described and results
of the preclinical and preliminary clinical activity of the
first compounds tested, provide an exciting area of new
drug development in solid tumors and hematologic ma-
lignancies. Here, we review recent advances in the field
of BET inhibitors and outline results of the bromodomain
inhibitor OTX015, a compound that is currently in phase
I evaluation for patients with hematological malignancies
at the Oncology Institute of Southern Switzerland (IOSI).

Bromodomains and BET proteins

A major epigenetic mechanism involved in the regulation
of gene expression, in both normal and malignant cells,
is represented by the modulation of the structure of chro-
matin through histone post translational modifications
(including acetylation, methylation, phosphorylation,
ubiquitination and small ubiquitin-like modification).?

Among the different histone modifications, lysine acety-
lation has a dynamic role in controlling gene transcrip-
tion. Bromodomain (BRD) is a highly conserved motif of
110 amino acids that is found in proteins that interact
with chromatin. BRD binds to €-N-acetylated lysine resi-
dues in the histones and recruits chromatin-regulating
enzymes such as transcription factors, histone acetylases
and nucleosome remodelling complexes that ultimately
control gene expression. Up to now, 56 bromodomains
encoded in at least 46 proteins have been identified in
humans and there is growing evidence that proteins-con-
taining BRDs are involved in regulating DNA-templated
processes such as transcription, replication, DNA repair
and chromosome condensation. BRD-containing proteins
have also been implicated in disease processes, including
cancer, inflammation and viral replication.
Bromodomain and extraterminal (BET) proteins consist
of a family of transcriptional co-regulators containing
dual, mutually related and highly conserved bromodo-
main and an extraterminal protein-protein interaction
domain in the carboxy-terminal region (ET). The pres-
ence of BRD confers to BETs the ability to recognize
and bind to acetylated lysine on histone tails, recruit
chromatin-modification macromolecular complexes and
finally regulate the expression of target genes. The BET
family includes 4 members sharing the same structural
features and so-called bromodomain-containing proteins
2, 3 and 4 (BRD2, BRD3 and BRD4) whose expression
is ubiquitous, and BRDT whose expression is confined
to testis.*

BET proteins have emerged as key regulators of cell cycle
control in normal mammalian cells. In particular, BRD2
is able to synergistically transactivate cell cycle regula-
tory genes such as cyclin D1, cyclin A, cyclin E and di-
hydrofolate reductase in combination with Ras or MEKK
through E2Fs. BRD4 is required for the G2/M transi-
tion as well as for the transcriptional elongation through
the recruitment of the positive transcription elongation
factor complex (P-TEFb) to defined genomic locations in
mitotic chromatin, promoting the phosphorylation and
activation of RNA Pol II. In addition, BRD4 is a tran-
scriptional coactivator of NF-kB via specific binding to
acetylated RelA. Interestingly, BRD4 has been linked to
enhancement of c-Myc-dependent transcription, resulting
in the expression of growth-promoting genes.

Given their crucial role in regulating different cellular
key biological processes, it is not surprising that genetic
abnormalities causing deregulation of BET proteins have
been implicated in the development of several types of
cancer.™

In fact, several tumor types have now been studied with
regard to BRD genetic abnormalities. NUT midline car-
cinoma, a rare type of undifferentiated carcinoma, rep-
resents a prototype example of a tumor arising in the
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context of BRD genetic abnormality through a transloca-
tion t(15;19)(q14;p13.1) of the nuclear protein in testis
(NUT) gene on chromosome 15q14 and the BRD4 gene
on chromosome 19p13.1 or less frequently BRD3. Other
translocations that misstarget chromatin binding gene ex-
pression modulators have been described in acute myeloid
leukemia, multiple myeloma and lymphoma. Moreover,
the correlation between mutations of many epigenetic
regulators and cancer has already been reported in the past
years.

BET proteins inhibitors

The discovery of such intriguing epigenetic target, has
stimulated the research and efforts to develop new small
molecules inhibitors, with the purpose of tailor therapies
to specific cancer patients. In fact, it is currently hypoth-
esized that through targeting of BET proteins it may be
possible to modulate tumor gene expression, leading to
selectively cancer cells death.®®

So far, 4 highly potent and specific pan-BET inhibitors
(I-BET762, JQ1, I-BET151 and OTX015) have shown
interesting anti-tumor activity in preclinical models and
two of them moved into the clinical phase of investiga-
tion (I-BET762 and OTXO015). BET inhibitors share a
common mechanism of action based on the displacement
of BET bromodomains from chromatin by competitively
binding to the acetyl-lysine recognition pocket, thus re-
sulting in release from active chromatin and the suppres-
sion of downstream signal transduction events to RNA
polymerase.
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The first generation BET-I started with the development
of JQ1, which proved to be highly effective in human cell
lines and murine xenograft models of both hematologi-
cal and solid cancers. For instance, the drug-induced dis-
placement of BRD4-NUT fusion protein, the hallmark
of NUT midline carcinoma, from chromatin was capable
of promoting differentiation and growth arrest. Further-
more, tumor regression and increased survival were also
reported in murine xenograft models treated with this
compound.

Among hematological malignancies, JQ1 exhibited re-
markable efficacy against in vitro and in vivo models of
acute myeloid leukemia with MLL translocations, multi-
ple myeloma and Burkitt’s lymphoma, by means of rapid
induction of cell-cycle arrest and induction of apoptosis.
This agent has been also tested in preclinical models of
solid tumors such as glioblastoma multiforme and lung
cancer, suggesting potential therapeutic utility in both
these solid cancer types.

More recently, structural modifications of JQ1 have led
to I-BET151 that has provided similar results compared
to its predecessor against tumors cell lines and xenograft
models.

At present time, two ongoing phase I trials are evaluating
the safety and the clinical activity of IBET762, which is
one of the latest BET-I developed, both in solid tumors
(ClinicalTrials.gov identifier: NCT01587703) and he-
matological malignancies (ClinicalTrials.gov identifier:

NCT01943851).

Figure. OTX015: Turning off bromodomains
target genes transcription

Panel A.The functional unit of chromatin
(nucleosome) is composed of DNA
wrapped around a histone octamer,
separated by linker DNA. Bromodomain
and extra-terminal (BET) proteins bind
to acetylated lysine residues (Ac) within
histone tails, therefore enhancing
transcription of target genes through the
positive transcription elongation factor
complex (PTEFb) and the subsequent
recruitment of RNA polymerase Il complex
(Pol-1I).

Panel B.The mechanism of action

of OTX015 is schematized here.The
displacement of bromodomain (BRD) from
chromatin, induced by competitive bond
of OTX015 to the acetyl-lysine recognition
pocket, lead to the suppression of target
genes transcription.
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OTXO015

OTXO015 is one of the most promising BET-I that has re-
cently advanced into the clinical phase of development.
This is an orally available compound that exert its anti-
tumor effect through the inhibition of BRD2, BRD3 and
BRD4, resulting in the epigenetic modulation of tumor
gene expression.

OTXO015 showed antiproliferative effects against a broad
spectrum of hematological malignancies, including leu-
kemias (AML, ALL, CML), lymphomas (ALCL, DLBCL,
MCL, SMZL) and multiple myeloma, both in vitro and
in vivo models”!'°. The mounting evidence about c-Myc
downregulation as result of BRD inhibition along with
the well-known oncogenic driving role of this proto-on-
cogene in hematological malignancies, provide the ratio-
nale for evaluating OTXO015 in selected hematological
patients.

In preclinical studies, OTXO015 was a potent inhibitor of
BRD2, BRD3, and BRD4, with EC50 values from 10 to
19 oM. Binding of OTXO015 to BRD2, BRD3, and BRD4
was inhibited by addition of OTXO015 in a concentration-
dependent manner, suggesting competitive inhibition.
OTXO015 inhibited the binding of BRD2, BRD3, and
BRD4 to AcH4, with IC50 values from 92 to 112 nM.
OTXO015 inhibited the growth of a variety of human can-
cer cell lines; for most hematologic malignancies tested,
GIS0 values ranged from 60 to 200 nM. Oral adminis-
tration of OTXO015 significantly inhibited the growth
of Ty82 BRD-NUT midline carcinoma tumors in nude
mice, showing 79% TGI at 100 mg/kg qd and 61% TGI
at 10 mg/kg bid.?

Following on from phase Ia trials in healthy volunteers,
a Phase Ib, multicenter, clinical study is currently evalu-
ating OTXO015 in patients with hematologic malignan-
cies. The primary endpoint of the study is to determine
the maximum tolerated and recommended phase II dose
of oral OTXO015 in patients with acute leukemia, lym-
phoma and multiple myeloma. Secondary endpoints are
safety profile, clinical antitumor activity, pharmacokinet-
ics and pharmacodynamics. The Oncology Institute of
Southern Switzerland participate in the study and patients
with relapsed or refractory lymphomas or chronic lym-
phocytic leukemia can be included. Additionally, at the
laboratories of the Institute of Oncology Research (IOR)
in Bellinzona, preclinical work is ongoing focusing now
on the identification of predictive markers of response of
OTXO015 in several lymphoma cell lines.'

Patients who meet the following inclusion criteria are
eligible for the ongoing clinical study: histologically or
cytologically proven hematological malignancy (acute
leukemia, lymphoma or multiple myeloma), failure of all
available standard therapies or contra-indication to re-
ceive standard treatment, good performance status (0-2
according to ECOG), adequate liver, bone marrow and

renal function; contrariwise, acute promyelocytic leuke-
mia, peripheral cytopenias, uncontrolled leptomeningeal
disease, other serious illness or medical conditions make
those patients not eligible.

Successive cohorts of 3 patients are enrolled in two sub-
sequent parts: a dose escalation phase subdivided into
two subsets (acute leukemia and other hematological
malignancies) followed by an expansion phase. Two dif-
ferent schedules are initially proposed depending on in-
dication: patients with hematological malignancies other
than acute leukemia will receive OTXO015 continuously
without planned rest period whereas patient with acute
leukemia will initially take OTX015 over 14 consecutive
days followed by a 7-day rest period. Cycles are every 21
days and tumor evaluations are foreseen every 6-8 weeks.

Preliminary results of the ongoing study were presented
at the AACR 2014 annual meeting.'! Forty-two patients
have been enrolled, 21 with acute leukemia—mainly
acute myelogenous leukemia (AML)—and 21 with other
hematological malignancies, including diffuse large B-
cell lymphoma (DLBCL) and multiple myeloma. These
patients were assigned to a single dose of 10 mg, 20 mg,
40 mg, or 80 mg of OTXO015 daily, or to two 40 mg doses
of OTXO015 daily. There were from three to six patients
with acute leukemia and three to six patients with an-
other hematological malignancy assigned to each dosing
regimen.

Of the 38 patients evaluable for response, a clinically
meaningful activity was seen in seven of them. Four of
these seven patients received a single dose of 80 mg of
OTXO015 daily, one received 10 mg daily, and the other
two received 40 mg daily. Treatment of three of these sev-
en patients is ongoing, between two and six months from
the start of treatment.

Among patients who clinically benefited are four with
AML. One is experiencing an ongoing complete response.
A second is experiencing a complete response with incom-
plete recovery, while a significant decrease in the number
of leukemia cells in bone marrow and blood were observed
in the two other patients with AML. Two patients with
lymphoma, one with DLBCL and one with lymphoplas-
macytic lymphoma achieved a partial remission, while a
patient with follicular lymphoma has an ongoing minor
response with clinical symptoms clearance.

The safety profile of OTXO015 seems very favorable with
only mild to moderate adverse events reported at the dose
levels so far tested.

Conclusions

The availability of drug therapies aim at targeting epi-
genetic regulators has been a latest advance in the overall
landscape of anti-cancer targeted strategies.

The encouraging results derived from the preclinical de-
velopment of BET-I seem to make it possible to target
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a since always considered «undruggable» targets such as
chromatin, hence reverting epigenetic abnormalities of
tumor cells. At the same time, this class of drugs might
provide, for the coming years, an innovative therapeu-
tic approach against a broad range of largely uncurable
cancers. Following the first encouraging results with de-
methylating agents and histone deacetylase inhibitors,
preclinical work permitted to identify a new epigenetic
target representing by bromodomain. The first com-
pounds targeting BRD have entered clinical evaluation
and OTXO015, a highly potent BRD2, BRD3 and BRD4
inhibitor shows a favorable toxicity profile with responses
accross different hematological malignancies in a cur-
rently ongoing phase Ib study. With the conclusion of the
first single agent studies, combination studies with other
anticancer agents will be developed in the future while
preclinical research is currently ongoing to elucidate pre-
dictive factors of response to this new and promising class
of anticancer drugs.
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Annik Steiner, SAKK Coordinating Center, Bern

BOARD DECISIONS

At its regular board meeting on January 28, 2014, the
SAKK Board accepted to conduct the following trials:

SAKK 23/13, coordinating investigator W. Weber,
Universititsspital Basel Randomized controlled trial to
evaluate the impact of a surgical sealing patch on lymphatic
drainage after axillary lymph node dissection for breast cancer
Axillary lymph node dissection (ALND) remains an
integral part of surgical treatment of primarily node-
positive invasive breast cancer. Closed axillary suction
drains are archaic tools to prevent seroma after ALND
by simple mechanical drainage at the cost of significant
patient discomfort and increased length of hospital stay.
The sealing agent TachoSil® allows a more nuanced ap-
proach to the management of axillary seroma prevention
and may support efforts of the professional breast cancer
community to decrease the duration of axillary drainage
and finally, to abandon the drain from routine clinical
practice.

SAKK 22/10 - translational research subprojects, co-
ordinating investigators D. Thommen/A. Zippelius,
Universititsspital Basel Dissecting the immuno-modulatory
capacities of microtubule-blocking agents in cancer patients - a
novel mechanism of action for T-DM 1

In this translational research subproject of trial SAKK
22/10, peripheral blood mononuclear cells from breast
cancer patients treated with T-DM1 will be collected and
assessed for immune cell activation. The aim is to gain a
deeper understanding of the in vivo mechanisms in breast
cancer patients treated with T-DM1.

SAKK 41/13, coordinating investigator U. Giiller,
Kantonsspital St.Gallen Prospective, double-blinded, place-
bo-controlled, phase 111 randomized trial of adjuvant aspivin
treatment in PIK3CA mutated colon cancer patients

The potential benefits of aspirin regarding cancer-specific
and overall survival in PIK3CA mutated colorectal cancer
patients in two recent studies were not only statistically
significant but also of great clinical relevance. However,
the interesting findings of these retrospective analyses must
be confirmed in a randomized, placebo-controlled trial to
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exclude the possibility of selection bias. If the proposed
SAKK phase III multicenter trial confirms the protective
effect of aspirin on PIK3CA mutated colorectal cancer pa-
tients, a tremendous patient benefit in one of the most prev-
alent diseases would result. The Board members agreed to
conduct this trial under the condition that the coordinating
investigator comes up with funds covering 30% of the total
costs before the protocol is further developed.

HOVON 132/ SAKK 30/13, coordinating investigator
T. Pabst, Inselspital Bern Randomized study with a run-
in dose-selection phase to assess the added value of lenalidomide
in combination with standard vemission-induction chemotherapy
and post-remission treatment in patients aged 18-65 years with
previously untreated acute myeloid lenkemia (AML) or high risk
myelodysplasia (MDS) (according to IPSS-R risk score > 4.5)
The Board members agreed to activate this trial by the
Haemato Oncology Foundation for Adults in the Nether-
lands (HOVON) as an SAKK trial. In single arm studies
the addition of lenalidomide to chemotherapy has shown
encouraging clinical response rates with acceptable side
effects in acute myeloid leukemia (AML). Lenalidomide
appears a highly active anti-AML drug that has mainly
been examined in relapsed AML and in patients of older
age, but not yet in the first line treatment in patients of
younger age, neither as part of a combination of induction
treatment, nor in maintenance treatment.

GRAALL-2013, coordinating investigator Y. Cha-
landon, Hopital Universitaire de Genéve Treatment of
adult acute lymphoblastic lenkemia (ALL), evaluating the ad-
dition of a second late intensification course in B-lineage PH-
negative ALL, the addition of Nelarabine in high-risk T-lineage
ALL, and the reduction of chemotherapy intensity in Ph+ ALL
The Board members agreed to activate this trial by the
Group for Research on Adult Acute Lymphoblastic Leuke-
mia (GRAALL) as an SAKK trial under the condition that
70% of the costs are covered. The GRAALL-2013 trial is
subdivided in three distinct sub-studies: the GRAALL-
2013/B for patients with B-lineage Ph-negative ALL; the
GRAALL-2013/T for patients with T-lineage ALL; and
the GRAAPH-2013 for patients with Ph+ ALL.

SAKK 19/13, coordinating investigator O. Gautschi,
Luzerner Kantonsspital MEKI162, pemetrexed and cispla-
tin in patients with advanced non-small cell lung cancer and
KRAS mutation: Phase IB trial by the SAKK including biopsy
at progression (SAKK19/13 - BIOPR0O2)

There is a need for more effective therapies for patients
with advanced non-small cell lung cancer (NSCLC) driven
by the RAS-MEK-ERK-pathway. Based on recent pre-
clinical and clinical evidence, MEK-inhibition plus first
line chemotherapy is the most promising new treatment
for patients with NSCLC and KRAS mutations. Cispla-




tin plus pemetrexed is the preferred first line therapy for
non-squamous NSCLC. Therefore, the combination of
MEK162, pemetrexed and cisplatin in previously untreat-
ed patients with advanced NSCLC and KRAS mutation
warrants further study.

STAMPEDE: new arm with abiraterone-enzalutamide,
coordinating investigators G. Thalmann Inselspital
Bern/D. Aebersold, Inselspital Bern Systemic therapy in
advancing or metastatic prostate cancer: Evaluation of drug ef-
Jicacy. A multi arm multi-stage vandomized controlled trial
STAMPEDE is a multi-center, international randomized
trial. The principal aim is to assess the safety and effec-
tiveness of novel approaches to the treatment of prostate
cancer. The design of the trial combines traditional and
innovative approaches and aims to investigate new treat-
ments. The Board members agreed to open the new arm
involving abiraterone and enzalutamide.

Liaison persons for project groups

Gabriela Baerlocher is the new liaison person for the project
group Leukemia and Michele Ghielmini is the new liaison
person for the project group Lymphoma.

SAKK VOTING MEMBERS 2014

In 2013, a total of 1006 patients were accrued which
means an increase compared to 2012 (912 patients).
SAKK publishes a list of the voting members of each of
its project groups at the beginning of the year. The centers
become voting members of the project groups based on
the following article in the project group regulations: Vot-
ing members shall recruit at least three evaluable patients
per year into SAKK trials and/or trials from cooperative
groups SAKK collaborates with; provided that sufficient
feasible trials are open. Voting members that recruit less
than three patients per year for two consecutive years may
lose their voting member status and may be downgraded
to the nonvoting membership.

The voting members for 2014 are as follows:

PG Breast Cancer, Voting members: 25

CHCVS Sion, CHUV Lausanne, Engeriedspital Bern,
Hirslanden im Park Ziirich, Hépital Fribourgois, HUG
Geneve, Inselspital Bern, IOSI Ticino, Kantonsspital Aarau,
Kantonsspital Chur, Kantonsspital Frauenfeld, Kantons-
spital Luzern, Kantonsspital Miunsterlingen, Kantonsspital
St. Gallen, Kantonsspital Winterthur, Leuven Belgie, Spital
Thun Simmental, Spitalzentrum Biel, Universititsspital
Basel, Universititsspital Ziirich, ZeTup St. Gallen, Radio-
Onkologie Berner Oberland, Brust-Zentrum Ziirich

New voting members 2014: Brustzentrum Thurgau,
Hirslanden Brustzentrum Ziirich Seefeld

Lost voting right 2014: Kantonsspital Olten, Hirslan-
denklinik Aarau, Andreasklinik Cham, SZO Brig, Frau-
enklinik Ziirich

PG Gastrointestinal Cancer, Voting members: 32
CHCVS Sion, CHUV Lausanne, Hirslandenklinik Ziirich,
Hoépital Fribourgois, HUG Geneve, Inselspital Bern, IOSI
Ticino, Kantonsspital Aarau, Kantonsspital Chur, Kan-
tonsspital Luzern, Kantonsspital Olten, Kantonsspital St.
Gallen, Kantonsspital Winterthur, Spital Thun Simmen-
tal, Spitalzentrum Biel, Triemli Ziirich, Universitdtsspi-
tal Basel, Universitdtsspital Ziirich, Kantonsspital Liestal,
Allgemeines Krankenhaus Wien, Krankenhaus der barm-
herzigen Schwestern Linz, Krankenhaus der Elisabethinen
Linz, Maastro Clinic Maastricht, Universititsklinik Inns-
bruck, Universitdtsklinikum Salzburg, Budapest Laszlo
Teaching Hospital, Charité Berlin, Universitdtsklinikum
Diisseldorf, Kliniken Essen, Universititsklinik Giessen-
Marburg, Universititsklinikum Tiibingen

New voting member 2014: Hopital Claude Huriez Lille
Lost voting right 2014: Hirslandenklinik Aarau, Paris
IGR, Klinikum Herford, Klinikum Ludwigsburg

PG Leukemia, Voting members: 9

CHUYV Lausanne, HUG Geneve, Inselspital Bern, IOSI
Ticino, Kantonsspital Aarau, Kantonsspital St. Gallen,
Universititsspital Basel, Universititsspital Ziirich, Hopi-
tal Fribourgeois

Lost voting right 2014: Kantonsspital Luzern

PG Lung Cancer, Voting members: 11

CHUYV Lausanne, Hopital Fribourgeois, Inselspital Bern,
Kantonsspital Chur, Kantonsspital Luzern, Kantonsspital
St. Gallen, Kantonsspital Winterthur, Leuven Belgien,
Spital Thun Simmental, Universititsspital Basel, Univer-
sitdtsspital Ziirich

Lost voting right 2014: Kantonsspital Aarau, Kantons-
spital Olten, Spitalzentrum Biel, HUG Geneve, IOSI Ti-
cino, CHCVS Sion

PG Lymphoma, Voting members: 24

Inselspital Bern, IOSI Ticino, Kantonsspital Aarau, Kan-
tonsspital Baden, Kantonsspital Chur, Kantonsspital Li-
estal, Kantonsspital Luzern, Kantonsspital St. Gallen,
Kantonsspital Winterthur, Universititsspital Basel, Uni-
versitdtsspital Ziirich, Copenhagen, Helsinki, Hirslanden-
klinik Ziirich, TEO Milano, Karolinska Huddinge Stock-
holm, Oslo, Spital Thun Simmental, Umea, Uppsala
New voting members 2014: Kantonsspital Olten, Trom-
so, Karolinska Solna Stockholm, Ospedale San Raffaele
Lost voting right 2014: Triemli Ziirich

PG New Drugs, Voting members: 4
CHUYV Lausanne, IOSI Ticino, Kantonsspital Chur, Kan-
tonsspital St.Gallen
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PG Urogenital Tumors, Voting members: 22
Universitdtsspital Basel, Inselspital Bern, IOSI Ticino,
Kantonsspital Aarau, Kantonsspital Chur, Kantons-
spital Luzern, Kantonsspital Miinsterlingen, Kantons-
spital St. Gallen, Triemli Ziirich, Universitdtsspital
Ziirich, CHCVS Sion, Hirslandenklinik Ziirich, Univer-
sitdtsklinik Dresden, Universititsklinik Miinchen, Uni-
versititsklinik Rostock, Universitdtsklinik Wiirzburg,
Universititsklinikum Tiibingen

New voting members 2014: Spital Thun Simmental,
CHUYV Lausanne, Kantonsspital Winterthur, University
of Ghent Belgien, Charité Berlin

AWARDS AND PROMOTIONS

In February 2014, Andreas Wicki (University Hospital
Basel), Christoph Mamor (Kantonsspital Aarau) and Reto
Ritschard (University Hospital Basel) received the Pfizer
Research Prize in Oncology together with eight other sci-
entists who were awarded for their outstanding achieve-
ments in basic research and clinical research. The work
of Wicki, Mamot and Ritschard was published in the Lancet
Oncology under the title Tolerability, safery, pharmacokinetics,
and efficacy of doxorubicin-loaded anti-EGFR immunoliposomes
in advanced solid tumours: a phase 1 dose-escalation study. The
Pfizer Research Prize is awarded annually by the Pfizer
Research Prize Foundation.

Roger Stupp, director of the Clinic for Oncology at the Uni-
versity Hospital of Ziirich received the Levin Award 2013
by the US Society for Neuro-Oncology (SNO). The Vic-
tor Levin Award and Lecture is named in honor of SNO'’s
founder, Dr. Victor Levin. This award is given each year to
an individual with a career commitment to neuro-oncol-
ogy who has demonstrated leadership and, through scien-
tific innovation, has made extraordinary achievements in
neuro-oncology research.

Rolf A. Stabel, senior physician at the University Hospital
Ziirich, is the new president of the European Society for
Medical Oncology (ESMO) since January 2014.

Christoph Mamot, chief physician of the Medical Oncology
Division at the Kantonsspital Aarau has been promoted
to Prof. Christoph Mamot. As of April 1, 2014, he will of-
ficially take over the management of the regular SAKK
member Aargau and will be legal representative of this
SAKK Center in the SAKK General Assembly.

Panagiotis Samaras, senior physician oncology at the Uni-
versity Hospital Ziirich has been promoted to PD Dr. P.
Samaras (Habilitation).
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Niklaus Schifer, senior physician oncology/nuclear medi-
cine at the University Hospital Ziirich has been promoted
to Prof. Niklaus Schifer by an SNSF professorship (Swiss
National Science Foundation).

Elisabeth Oppliger Leibundgut, head of the Laboratory for Mo-
lecular Diagnostics and Stem Cell Laboratory, Department
of Hematology at the Inselspital Bern has been promoted to
PD Dr. pharm. E. Oppliger Leibundgnt (Habilitation).

PUBLICATIONS Q1 2014

Urogenital Cancers

Rothermundt C, Hayoz S, Templeton AJ, Winterhal-
der R, Strebel RT, Birtschi D, Pollak M, Lui L, Endt K,
Schiess R, Riischoff JH, Cathomas R, Gillessen S. Met-
formin in Chemotherapy-naive Castration-resistant
Prostate Cancer: A Multicenter Phase 2 Trial (SAKK
08/09). Eur Urol. 2014 Jan 4.

Breast Cancers

Decensi A, Sun Z, Guerrieri-Gonzaga A, Thiirlimann B,
Mclntosh C, Tondini C, Monnier A, Campone M, Debled
M, Schénenberger A, Zaman K, Johansson H, Price KN,
Gelber RD, Goldhirsch A, Coates AS, Aebi S. Bone min-
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COOPERATION BETWEEN SAKK SITES WITH-
IN THE GEDDIS TRIAL

Within the framework of collaboration with the London
Sarcoma Service, University College London, the SAKK
Working Group Sarcomas currently participates in a ran-
domized phase III trial. This trial assesses the palliative
first line chemotherapy in locally advanced, unresectable
or metastatic high-grade soft tissue sarcomas: GeDDiS - A
prospective randomised controlled phase 111 trial of gemcitabine
and docetaxel compared with doxorubicin as furst line treatment
in previously untreated locally advanced unresectable or meta-
static soft tissue sarcomas.

The SAKK Board agreed to participate in this trial de-
spite being aware of the fact that the accrual phase will
be very short (maximally one year). The extensive nego-
tiation process with the sponsor led to a prolonged trial
activation phase in Switzerland. Therefore, the effective
recruitment phase was only eight months (May — Decem-
ber 2013). It was finally decided that only three of the
initially planned eight participating sites would be ac-
tivated in Switzerland: Aarau, Bellinzona and St.Gallen.
The Working Group Sarcomas suggested that patients
should be transferred to the activated sites. The number
of patients treated within the GeDDiS trial finally reached
a total of eight, thanks to the support of other sites with-
in the SAKK network that referred patients from Chur
and Winterthur. This is a high achievement, considering
the rareness of the disease and the time period of accrual.
SAKK/St.Gallen ranks on position eight among a total of
30 participating sites regarding recruitment.

The medical care of the patients was referred either com-
pletely to the site St.Gallen for the trial treatment — with
back-referral after trial treatment completion — or, in one
single case, the treatment was partially applied both in

St.Gallen and in Chur. For the latter, an appropriate con-
tract was set up between the two sites which defined in
detail the responsibilities and procedures to be conducted
by the individual physicians.

In summary, the GeDDiS trial can be considered as an ex-
ample for valuable international collaboration in clinical re-
search in a rare disease and illustrates the successful coop-
eration within the SAKK network. The goal of recruiting
at least ten patients for this trial was almost reached. The
accrual of eight patients still can be considered a success un-
der the restrictive circumstances. Hence, activation of a trial
at a limited number of sites and referrals of patients from the
entire network to those sites participating in the respective
trial can strengthen the overall commitment and will ulti-
mately reduce the administrative workload. Furthermore,
such an approach has the potential to reduce costs signifi-
cantly — which is in general of high relevance for the SAKK
and in particular for non-commercial trials such as GeDDiS.

The size of the country and excellent public transporta-
tion in Switzerland facilitate collaborations. Travelling to
a SAKK site does usually not involve any issues. However,
appropriate motivation of patients by the treating physi-
cian is a key condition.

We would like to encourage other SAKK project groups
and working groups to consider patient referral for trials
with small patient populations or in the field of rare dis-
eases. Although the number of actively participating sites
may be reduced by such an approach, the contribution
to the overall accrual will remain high. This strategy can
help to participate in very specific trials and eventually
contribute to gaining access to new therapeutic options as
well as new collaborations.

Christian Rothermundt, coordinating investigator
Regula Lustenberger, trial coordinator

OrphanMalignancies -
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Regula Angst, Pediatric Oncology/Haematology,
Kantonsspital Aarau

Case description

A girl aged 4 years and 4 months (2011) was referred
by the paediatrician for poor weight gain (smaller than
P3), stunted growth (smaller than P3) and microcephaly
(smaller than P3). Café-au-lait spots were present on the
back. The blood picture revealed a normal haemoglobin of
116 g/L. The erythrocytes showed an elevated MCV of 93
fL. The reticulocyte count was 1.6%. The leucocyte count
was slightly below normal at 7 G/L. And at 890/pL, the
neutrophil count showed moderate neutropenia.

The platelet count was low at 50G/L.

The clinical findings and the abnormal blood picture to-
gether were suggestive of congenital aplastic anaemia.

The bone marrow tests that followed revealed a normo-
cellular bone marrow in the aspirate and the biopsy ma-
terial with maturing trilineage haematopoiesis and re-
duced megacaryopoiesis. The stem cell cultures showed a
reduced proliferation capacity (erythroid and neutrophil
colonies).

Cell analysis, which was carried out in a special labora-
tory, revealed an age-related reduction in the mitogenic
response of lymphocytes and also a spontaneous blockade
of the proliferating cells in the G2 phases and increased
sensitivity to mitomycin C.

All these findings are consistent with the diagnosis of Fan-
coni anaemia.

Determination of the complementation group confirmed
the diagnosis. Our patient was found to fall into the com-
plementation group FA-A. A mutation analysis was also
carried out. This showed a major biallelic deletion in the
patient, namely exon 7 to exon 20 (c.EX7_20del).

The mutation analysis carried out in the mother showed a
major deletion c.EX7_30del.

No test material could be obtained from the father of the
patient.

Characteristics of Fanconi anaemia

Fanconi anaemia is a complex disease. It is characterized
by physical abnormalities, progressive bone marrow fail-
ure and increased risk for cancers.

About 75% of patients with Fanconi anaemia have physi-
cal abnormalities.

These take the form of deformities or the absence of anatomi-
cal structures, which can also have an impact on function.
The most common such abnormalities are microsomy,
skin lesions such as generalized hyperpigmentation, ca-
fé-au-lait spots, hypopigmented areas and changes of the
upper extremities. In particular these changes affect the
thumbs, causing hypoplasia or complete absence of the
thumbs, duplication of the thumbs, triphalangeal thumbs
and absent or hypoplastic radii, but only with concomi-
tant malformation of the thumbs.

Further changes affect the lower extremities, skeleton,
eyes, ears, CNS, cardiovascular system, kidneys, gastro-
intestinal tract and gonads. The patient may also show
retarded development.

Most haematological manifestations develop during the
first decade of life and generally start with thrombocy-
topenia and leukopenia. In time, pancytopenia then de-
velops as a result of bone marrow failure. The cumulative
incidence of bone marrow failure is estimated to be 90%
at the age of 50 years.

Malignant tumours that occur in patients with Fanconi
anaemia take the form of haematological malignancies, es-
pecially MDS and AML (incidence 10-30%), and also solid
tumours, especially carcinoma of ENT, the oesophagus, the
urogenital tract and the anal region (incidence 25-30%).
Both haematological and also non-haematological malig-
nancies often occur in younger years and are frequently
more aggressive than the same tumours in patients with-
out Fanconi anaemia.

The penetrance of clinical symptoms is variable. For ex-
ample, there are people with Fanconi anaemia who show
neither physical abnormalities nor bone marrow insuffi-
ciency. Within families the symptoms of disease are fre-
quently the same.

Epidemiology

Fanconi anaemia is the most common congenital aplastic
anaemia. The incidence is 1:360,000 births with a carrier fre-
quency of 1:300 and autosomal recessive inheritance. In some
populations, the carrier frequency is estimated at 1:100.
(Ashkenazi Jews, Spanish gypsies and black South Africans).

Diagnosis

An increased spontaneous chromosomal breakage and
chromosomal breakage induced by clastogenic substances
(diepoxybutane or mitomycin C) are suggestive of Fanconi
anaemia.
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Other chromososmal breakage syndromes must also be
considered in the differential diagnosis, such as Bloom
syndrome, ataxia telangiectasia, Nijmegen breakage syn-
drome or Seckel syndrome.

A further test is the measurement of cell cycle kinetics
using flow cytometry. Fanconi anaemia is characterized by
an increased number of cells, which are arrested in the
G2/M phase after the addition of clastogenic substances.
The diagnosis of Fanconi anaemia is definitively confirmed
by the determination of the complementation group and
mutation analysis.

Prenatal and preimplantation diagnosis (chorionic villous
sampling, amniotic fluid) is possible if the mutation is
known in the family concerned.

Genetics

Fanconi anaemia is an inherited autosomal recessive dis-
order except for mutations of the complementation group
FANCB, which is an X-linked chromosomal disorder.

At present, at least 13 complementation groups are
known. If the complementation group is known, the mu-
tation responsible can be determined by sequencing the
corresponding gene.

Genotype/phenotype correlation

Correlations between genotype and phenotype are only
just being discovered.

In general it can be said that a so-called null mutation causes
more severe symptoms than a hypomorphic mutation.

It is known, for example, that the most severe physical
abnormalities occur more frequently in patients with
mutations in FANCC IVS4+4A->T, FANCDI1/BRCA2,
FANCD2/FANCG; FANCI; FANCN/PALB2.

The early occurrence of aplastic anaemia is seen, for ex-
ample, in FANCA; FANCC IVS; FANCG, FANCI. Leu-
kaemia is frequently observed in complementation group
FANCD1/BRCA2; FANCN/PALB2. Medulloblastoma
and Wilms’ tumours are also more frequently found in
these complementation groups.

Function of FANC proteins
These proteins are active during the S phase of the cell
cycle and are involved in the repair of DNA lesions that
arise during DNA replication.

Phenotype of FANC anaemia cells

These cells show not only increased spontaneous and in-
duced (DEB, MMC) chromosome instability, but also in-
creased sensitivity to other agents capable of damaging
DNA, such as O2 radicals and ionizing radiation. There
are defects in DNA repair and intrinsic stem cell defects
(haematopoiesis, gonads).

Treatment options
With regard to the haematological system, androgens may
be used to improve the cytopenia. These agents have a fa-
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vourable effect in particular on the anaemia. The effect on
the platelet count and leucocyte count is variable. Androgen
therapy is known to have potential hepatotoxic side effects,
including liver tumours. The development of resistance to
treatment is possible, usually within a few years.

Haematopoietic growth factors (G-CSF): these may lead
to an increase in the neutrophil count. Bone marrow ex-
amination with cytogenetic testing should be carried out
before using these factors because they carry the risk of
stimulating a malignant clone.

These are symptomatic treatment options, the benefits of
which are often of limited duration.

The only curative therapy for haematological manifesta-
tions of Fanconi anaemia is stem cell transplantation (stem
cells from bone marrow, peripheral stem cells, and umbili-
cal cord stem cells).

Transplantations are also increasingly carried out using
cells from unrelated donors.

The choice of conditioning regimen is a challenge because
of the increased toxicity of the chemotherapy and radio-
therapy generally used.

With regard to solid tumours, as mentioned above, tu-
mour treatments involving the use of cytostatic agents
and radiotherapy are associated with increased toxicity.
Early detection of a tumour and surgical removal of the
tumour are therefore the best prerequisites for a cure.

Course of disease in the patient described above:
After the diagnosis was established, additional imaging
procedures were carried out that involved the minimum
possible exposure to radiation. These imaging procedures
revealed hypoplasia of the metacarpals and phalanges of
both thumbs, slight torsional deformity in right convex
scoliosis of the lumbar spine and spina bifida of S1.No
evidence of other anatomical or functional organ changes.
Normal psychomotor development and neuropsychologi-
cal findings consistent with the age of the patient.

Three years after the diagnosis was established, the girl is
doing well clinically. She is in the 1% class of primary school.
Physically her height and weight gain are just below the
3" percentile.

Haematologically she shows a marked downward trend in
the platelet count with values between 15 and 20 G/L. To
date, however, there are no haemorrhagic manifestations,
and also no platelet transfusions have been necessary as yet.
The leucocyte count is within normal limits. The absolute
neutrophil count is mostly between 500 and 1000/uL.
No serious infections.

Annual bone marrow examinations (aspirate and biopsy)
show increasing hypocellularity, but no signs suggesting
the development of MDS or leukaemia.
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Likewise no cytogenetic changes suggestive of MDS.
In view of the increasing severity of the cytopenia, the pos-
sibility of a bone marrow transplantation is currently under
discussion with the centre. Since the girl is the first and
only child, an unrelated donor would have to be found.

Prognosis for the girl

The course of the disease to date suggests that, if a haema-
tological stem cell transplantation cannot be carried out,
there is a strong likelihood that the girl will need drug
therapy for the cytopenia and possibly also transfusions.

With regard to the increased risk for cancer, regular bone
marrow testing should continue, along with cytogenetic
analysis, for possible haematological neoplasia. Regular
check-ups are necessary to detect malignant neoplasia early
on. From the age of 10 years onwards, regular oropharyn-
geal examinations are recommended. Regular gynaecologi-
cal examinations are recommended from the age of 16.
HPV vaccination should be carried out from the age of
9 years for possible prophylaxis against tumours in the
genital region.

For reasons of tumour prophylaxis it is generally recom-
mended that toxic substances (including tobacco and al-
cohol) be avoided.

Caution should also be exercised in examinations that in-
volve exposure to radiation.

In due course the girl must be informed about the full
spectrum of the disease and given genetic counselling.
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Conclusion

Fanconi anaemia is a complex disease that is potentially
life-threatening as a result of bone marrow insufficiency
and malignant tumours.

In children with the above-mentioned malformations or
cytopenia of uncertain aetiology and in adults who de-
velop the kind of tumours described above at an atypi-
cally young age, Fanconi anaemia should be considered.
It is important to establish the diagnosis to ensure that
patients can be given the appropriate care.
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Introduction

Swiss incidences as well as mortality rates for cancer of the
corpus uteri have decreased slightly over the last 20 years
[1]. In the recent past (2006-2010), about 16 in 100’000
women were diagnosed each year with endometrial cancer,
while 3 in 100’000 died of their disease. The most com-
mon type of cancer is adenocarcinoma of the endometrial
lining, which is the most common malignancy of the fe-
male genital tract in the Western world.

There are no simple and reliable ways to screen for uterine
cancer, but due to symptoms at early stages of the disease,
most diagnoses occure early enough that surgery alone
may be adequate for cure. Diagnostic symptoms can be
postmenopausal bleeding, pyometra or abnormal endome-
trial cells identified on Pap smear (25%) [2]. It is impor-
tant to consider the diagnosis of endometrial cancer also
in perimenopausal women with abnormal, intermenstrual
or increasingly heavy periods [3]. In such patients also a
history of anovulation due to obesity or polycystic ovaries
should be seen as risk factor. The etiology of abnormal
bleeding in endometrial cancer patients can be due to ex-
ogenous hormone intake (10-30%), atrophic endometri-
tis/vaginitis (30%), endometrial cancers (15%), cervical/
endometrial polyps (10-30%) and endometrial hyperpla-
sia (5%). Less often, it can be due to cervical cancers, uter-
ine sarcomas, urethral caruncles or trauma (10%).
Endometrial cancers are classified into type I (80%) and
type I1 (20%) [4]. The most common type I is estrogen-
related, low grade endometrioid, associated with atypical
endometrial hyperplasia and is generally expressing estro-
gen and/or progesterone receptors (ER/PR positive). Risk
factors are therefore either endogenous (obesity, anovu-
latory cycles, estrogen secreting tumors) or exogeneous
estrogen exposure (unopposed hormone replacement
therapy, Tamoxifen). Other risk factors include diabetes,
hypertension, age above 60 years and certain genetic mu-
tations. Type II cancers are completely unrelated to estro-
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gen or endometrial hyperplasia, are ER/PR negative and
present as high grade or poor prognostic cell types such as
serous, clear cell and mucinous tumors. Patients are often
multiparous and have a family history of breast cancer.
Preoperative diagnosis can be best performed via Pipelle
de Cornier, which has shown a sensitivity of 99.6% in
postmenopausal and 91% in premenopausal patients,
with a false negative rate of only 10% [5]. Nevertheless,
hysteroscopy and dilatation and curettage remains the
gold standard, although the tumor grade is often under-
estimated. Transvaginal ultrasonography enables the visu-
alization of the endometrial thickness, with endometrial
cancers showing an endometrial thickness of 18.2 +/- 6.2
mm [6]. All cancers (100%) and 95% of patients with
hyperplasia demonstrated an endometrial thickness of
over 5 mm, so that the main rule needs to be: persistent
postmenopausal bleeding in the setting of normal sono-
graphic findings requires endometrial sampling [7, 8]. In
premenopausal women with polypoid intrauterine lesions
it might be helpful to use sonohysterography before hys-
teroscopic resection. The diagnostic gold standard, how-
ever, is still hysteroscopy and fractional curettings. It is
important that endocervical curettings (ECC) are always
performed first in order to exclude endometrial contami-
nation and to rule out endocervical cancer involvement.
However, false positive ECC are found in stage II cancers
in 40 to 50%. If the diagnosis is expanded and the ECC
are negative, a wedge or cone biopsy might be helpful.
Surgical treatment in endometrial cancer has improved dur-
ing the past decade due to the development of minimally
invasive techniques. Studies have shown that not only is a
the total laparoscopic hysterectomy equally effective as the
open surgical procedure [9], it is also associated with a sig-
nificantly decreased risk of major surgical adverse events
[10], improved quality of life [11] and cost-effectiveness [12].
In the present descriptive study, epidemiological informa-
tion from tumour registries of several Swiss cantons have
been combined to examine the development in survival
pattern of patients diagnosed with primary endometrial
cancer during the last 30 years.

Methods

This study is based on the National Core Dataset (NCD)
managed by the National Institute for Cancer Epidemiol-
ogy and Registration (NICER) for the purpose of national
cancer monitoring in Switzerland. Sixteen of 26 Swiss
cantons have transmitted cancer data to the NCD up to
diagnosis date 31.12.2010. Cancer cases from thirteen
cantons were pooled for this report: Basel-Stadt and Basel-
Land (BS/BL), Fribourg (FR), Geneva (GE), Graubiinden
and Glarus (GR/GL), Lucerne (LU), St. Gallen, Appenzell
Ausserrhoden and Appenzell Innerrhoden (SG/AR/AI,
Ticino (TT), Valais (VS) and Zurich (ZH). The cantons of
Neuchatel, Jura and Vaud could not be included, because
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Table1: Number of malignant

. . Number of cases cases for cancer of the corpus
Diagnosis Person- | % of pooled . : .
Cantons eriod cars erson-vears uteri used for survival analysis
P 0-54 | 55-64 [65-74 75+ ¥ P ¥ in the Swiss national dataset,
ZH  [1980-2010[ 449 | 860 [ 1034 [ 954 [ 21192 29.7 stratified by Swiss cantons and
- | o 6 . - . age group. Thirteen cantons
/AR/AI [ 1980-201 2 ey sl e L teky are covered by nine cancer
GE [1980-2010| 208 | 397 | 437 | 420 | 12008 16.8 registries.
BS/BL |1981-2008| 195 430 508 453 13564 19.0
Tl 1996-2010| 96 163 146 173 2988 4.2
VS 1989-2010| 130 184 176 163 4029 5.6
GR/GL |1989-2010| 84 137 145 132 3204 4.5
FR 2006-2010( 19 35 33 36 276 0.4
LU 2010 7 4 12 10 17 0.02
Total 1453 | 2677 | 3002 | 2793 71331 100.0

they do not provide information on survival to the NCD.
Cancer registries recorded all incident cancer cases diag-
nosed in their resident population and assessed cases’ sur-
vival by active and/or passive follow-up until 31.12.2010.
We extracted 11°532 malignant cancer diagnoses for cor-
pus uteri and unspecified parts of uterus (ICD-10 C54-
C55) from 1980 to 2010. Only 3.5% of tumours had been
assigned the unspecified anatomic site code (C55). For
the cantons BS and BL the latest available year of diag-
nosis was 2008. We excluded all cases diagnosed at death
(N=98) or with a death certificate as the only source of
information (N=107). Case finding via death certificates
was infrequent: between 1.1% and 3.8%, depending on
cancer registry and diagnosis year. Patients with multi-
ple primary tumours were included [13]. Excluded were
N=1'402 or 12.2% of cases, because no active follow-up
has been performed. Recent active follow-up was lacking
for N=1"498 (13%) cases. The vital status of these cases
was set lost to follow-up using the date of last contact.
Because we did not assume survival up to 31.12.2010 in
the absence of reported death, our survival estimates will
be conservative. Using the assumption of survival in the
absence of reported death could overestimate survival be-
cause two large registries did not utilize death certificates
for several diagnosis years: ZH (1980-1996) and BS/BL
(1981-2001, 2008). The maximal difference between con-
servative and possibly overestimated survival proportions
in any of the analysis endpoints was +9.1% (5-year surviv-
al, age-group 75+, 1990-1999), and for age-standardized
survival +5.7% (5-year survival, 1990-1999). A total of
9°925 cases remained for analysis, with 45% of observa-
tions uncensored (i.e. patients who have died).
Completeness of case ascertainment for cancer of the cor-
pus uteri could be assessed in the cantons GE, GR/GL,
SG/AR/AI, TI and VS and was found to be higher than
95% within one year after the date of diagnosis for diag-
nosis years 2005-2010 [14].

1138

Observed survival (OS) and relative survival (RS) were de-
rived for consecutive time intervals of increasing length
after diagnosis during which the hazards were assumed
to remain constant.Time intervals were: 0-0.1, 0.1- 0.3,
0.3-0.6, 0.6-1.0, 1.0-1.5, 1.5-2.0, 2.0-2.5, 2.5-3.0, 3-4,
4-5 and 5-6 years. RS was calculated as the ratio of the
observed survival of cancer cases and the expected sur-
vival of persons in the general population matching in
age, sex, calendar year of death and cantonal pool [15].
Expected cancer survival was estimated using the Ederer
II method applied to all-cause mortality tables for the
cantons combined [16]. All-cause death probabilities,
transformed from age-, sex- and calendar year-specific
death rates, were interpolated and smoothed using the
Elandt-Johnson formula [17]. RS ratios were estimated
using the strs command (version 1.3.7) [18] written for
the Stata Statistical Software [19]. Partially complete
survival analysis was used for the comparison in Table
2. Period survival analysis [20] was used for the analysis
of time trends in Table 3. In brief, partially complete
analysis describes the survival of cases defined by dates of
diagnosis, and period analysis defines cases by follow-up
dates. RS estimates were age-standardized using weights
specific for cancer of the corpus uteri from the Interna-
tional Cancer Survival Standards (ICSS) [21]. Standard
weights for age groups were: 0.19 (0-54 years), 0.23
(55-64), 0.29 (65-74) and 0.29 (75+). Ninety-five per-
cent confidence intervals (95% CI) were estimated using
Greenwood’s method [22] in partially complete analy-
sis and in period analysis by applying the delta method
to a transformation of the cumulative hazard. For age-
standardized RS, 95% CI were estimated as described
in [21].

To test for linear time trends of RS, the annual percentage
change and its 95% CI was estimated with the Joinpoint
Regression Program v4.0.4 [23].
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Results

This report combines more than 71°000 person-years of
survival experience for women diagnosed with malignant
cancer of the corpus uteri (Tab. 1). The data pool con-
tains increasing numbers of cancer registries over time.
Until 1995, only the cantons ZH, SG/AR/AI, GE and BS/
BL contributed to the pool, whereas canton TI joined in
1996, canton FR in 2006 and canton LU in 2010. The
cantons ZH, SG/AR/AI, GE and BS/BL contributed more
than 85% of the total cases.

Ages at diagnosis ranged from 25 to 100 years. The me-
dian age at diagnosis was 67 years (interquartile range
58-76). Just five percent of patients were diagnosed
below age 47. The age distribution of the patients re-
mained stable over time. The most common anatomic
sub site within the body of the uterus was the endome-
trium (73.2%), and the most common primary malig-
nancy was adenocarcinoma (77.5%). Poorly specified
carcinomas were <3%. Information regarding tumour
detection was available from the cantons GE, VS and FR
and revealed that symptoms were responsible for detec-
tion in 81% of the cases.

The survival experience of women diagnosed with can-
cer of the corpus uteri is shown in Tab. 2 for survival
proportions at one and five years after diagnosis, and
by survival curves in Fig. 1. The age-standardized rela-
tive survival (RS) proportions in women, diagnosed be-
tween 1990 and 1999, were 88.1% and 70.5% for one
and five years after diagnosis, respectively. A decade
later (2000-2009), the age-standardized RS had im-
proved only slightly to 90.3% and 75.2%. The largest
survival improvement of 9.4% was seen in the oldest
age group (75+; 5 year-RS).

Temporal survival trends were analysed at higher resolu-
tion using seven consecutive time periods of three year du-
ration, starting in 1990 and ending in 2010 (Tab. 3). The
annual percentage changes (APC) were not significantly
larger than zero for short term RS (one year after diagno-
sis) as well as for long term survival (five years after diag-
nosis). Persons above 75 years of age at diagnosis seemed
to have gained slightly (APC 0.7% for RS after five years,
statistically not significant). The APC in age-standardized
RS proportions were close to zero: 0.1% [CI -0.1 to 0.3%)]
and 0.2% [CI -0.2 to 0.7%] for one and five year survival,
respectively.

Discussion

The main strength of our study is the large number of
primary cancer cases that could be combined from thir-
teen Swiss cantons. The data spans 30 calendar years, thus
allowing the analysis of changes over time. There are,
however, important limitations to our study. Neither the
histological type of the primary tumour nor the progres-
sion stage of the disease has been taken into account. We
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cannot exclude distortion of our results by changes in the
case mix over time.

There have been major improvements in the treatment
of endometrial cancer over the past 30 years. These are

Calendar period of diagnosis 1990 - 1999 3
Yc.ea rs e Observeld 1 Rela.tiV(Ie 1
dl:'g:z | vears [ suravaleswart fsunival - osyal
LL UL LL UL
00 -54 95.3 929 97.0| 955 931 972
55 - 64 92.9 909 945| 934 913 950
1 65 -74 87.9 85.7 89.8| 89.0 86.8 909
75 + 73.3 70.2 76.1| 781 748 81.1
all ages 86.0 848 87.2| 88.0 86.7 89.2
00 -54 83.2 789 86.7| 843 799 878
55 - 64 79.6 763 825| 821 78.7 85.0
5 65 -74 65.7 623 689 | 711 674 745
75 + 36.2 325 39.8| 519 46.7 571
all ages 63.4 615 652| 710 688 73.0
1 86.2 85.0 87.4| 881 86.8 893
stand.?
5 63.7 619 654 70.5 684 726
Calendar period of diagnosis: 2000 - 20094
00 -54 95.7 936 970| 95.8 938 972
55 - 64 94.1 925 955| 946 929 959
1 65 -74 90.9 89.0 925| 919 90.0 935
75 + 77.5 749 799 81.7 79.0 843
all ages 88.6 875 896 90.3 89.2 0913
00 -54 86.2 828 89.0(| 87.1 836 899
55 - 64 80.1 772 827 | 822 792 849
5 65 -74 71.1 680 740| 76.0 72.7 79.0
75 + 45.4 421 486| 613 56.8 656
all ages 68.2 665 69.8| 753 734 77.1
1 88.7 87.7 89.7| 903 89.2 0913
stand.?
5 68.6 670 701 )| 752 734 77.0

ta (confidence interval); LL (lower limit); UL (upper limit)
2 Age-standardized using ICSS weights

3 Diagnoses 1990-1999 were followed-up to 31.12.2000

“ Diagnoses 2000-2009 were followed-up to 31.12.2010

Table 2: Observed and relative survival estimates after diagnosis
of malignant cancer of the corpus uteri, with 95% confidence
intervals, by 10-year calendar period, age at diagnosis and
years since diagnosis. Data pooled from 12 Swiss cantons (ZH,
SG/AR/Al, GE, BS/BL,TI, VS, GR/GL, and FR).
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(a) the improvement in minimally invasive surgical tech-
niques which are equivalent in outcome but reduced in
morbidity; (b) the subspecialisation of gynaecologists as
gynaecological oncologists, being experts for gynaecologi-
cal cancer treatments; (c) the concentration of cancer treat-
ment in cancer centres with multidisciplinary and multi-
professional care teams; and (d) the increase in knowledge
about genetic causes of endometrial cancer which (e) has
improved genetic counselling and preventive measures for
patients with Lynch Syndrome.

Treatment is performed increasingly with specialist
knowledge about disease development, genetic triggers
and the need for individual tailoring of treatment as to
the particular histological subtype of endometrial cancer.
Endometrial cancers have been divided into two types by
their genetic origin, epidemiology and behaviour and ear-

ly stage cancers have been divided even further into three
groups by their risk of recurrence, based on tumour grade,
histological subtype, lymphvascular stromal and myome-
trial invasion. Up to date treatment requires fast triaging
during surgery depending on the tumour extension into
the myometrium and the histological subtype, thus ask-
ing for expert surgical and pathological assessment dur-
ing the procedure. The surgeon needs to be able to add
surgical procedures like lymphadenectomies to his routine
hysterectomy and bilateral salpingo-oophorectomy (BSO)
procedure.

Although these conditions are known to improve patient
outcome [24], many gynaecologists still continue to oper-
ate on endometrial cancers in a private setting without
expert help. Whilst this might be tolerable for a well
differentiated endometrioid endometrial cancer which is

Calendar period of death or censoring
1990/1992 | 1993/1995 | 1996/1998 | 1999/2001 | 2002/2004 | 2005/2007 2008/2010
Years : 1 1 1 1 1 1 1 2
since Agein RS % RS™ % RS™ % RS™ % RS™ % RS™ % RS™ % APC
lsis years [95% CI] [95% Cl] [95% Cl] [95% Cl] [95% Cl] [95% CI] [95% CI] [95% Cl]
i 97.3 97.8 92.0 94.0 94.6 96.6 96.3 -0.1
[92.5;99.2] |[92.9; 99.5]| [85.8; 95.6] |[88.2;97.1]|[90.0; 97.2]| [92.7;98.5] | [92.1;98.3] | [-0.3;0.2]
e 94.4 915 94.3 96.1 95.1 94.2 94.1 0.0
q ) [90.5;96.9] |[86.6; 94.8]| [90.5; 96.7] |[92.6; 98.0]|[91.8;97.3]| [90.9; 96.4] | [90.4;96.5] | [-0.2;0.2]
E 90.6 88.8 89.5 91.3 91.2 93.2 92.7 0.2
) [86.2;93.8] |[84.2;92.3]| [85.3;92.7] |[87.3;94.3]([87.4;94.0]| [89.7;95.7] | [88.8;95.5] | [0.1;0.4]
75 + 78.4 76.9 83.2 81.6 85.1 82.8 78.3 0.2
[71.9;84.0] |[70.3; 82.6]| [77.1;88.3] |[75.7; 86.6]|[79.7; 89.5]| [78.1; 86.8] | [72.5;83.2] | [-0.4;0.8]
i 88.0 87.6 83.5 79.2 79.8 90.9 89.3 0.2
[80.3;93.1] |[80.1;91.6]| [75.5; 89.2] |[70.7; 85.5]|[71.9; 85.8]| [85.4;94.6] | [83.5;93.3] | [-0.5;0.9]
e 82.3 83.7 81.9 86.4 84.3 83.0 80.1 -0.1
- ) [76.1;87.3] |[77.4; 88.7]| [75.8; 86.9] | [80.7;90.8]|[78.9; 88.8]| [77.9; 87.2] | [74.5;84.7] | [-0.5;0.3]
65-74 77.0 73.9 77.3 71.9 75.9 83.2 75.1 0.2
[70.2;83.0] |[67.2; 79.8]| [70.8; 83.0] | [65.6; 77.5]|[69.8; 81.2]| [77.6;87.9] | [69.1;80.3] | [-0.6; 1.0]
S 58.8 50.3 57.2 64.2 63.9 66.9 60.4 0.7
[49.0; 68.6] |[41.6; 59.2]| [47.0;67.4] | [55.0; 73.1]|[55.3; 72.3]| [59.0; 74.5] | [52.9;67.7] | [-0.5;1.9]
q 89.2 87.7 89.2 90.1 91.0 91.0 89.5 0.1
s [86.7;91.2] |[85.1; 89.9]| [86.8;91.3] | [87.8;92.0]|[88.8;92.7]| [89.1;92.6] | [87.3;91.4] | [-0.1;0.3]
stand.
5 75.0 719 73.7 744 75.1 798 74.7 0.2
[71.0;78.6] |[68.1; 75.3]| [69.6; 77.4] |[70.5; 77.8]|[71.4;78.3]| [76.6;82.7] | [71.4;77.6] | [-0.2;0.7]

'Rs (relative survival) analysed with period approach. Cl: Confidence interval.

2 Annual percentage change

3 Age standardized using ICSS weights

Table 3: Trends in relative survival for cancer of the corpus uteri. Cases were pooled from 13 Swiss cantons (ZH, SG/AR/Al, GE,
BS/BL,TI,VS, GR/GL, FR, and LU) for successive three-year calendar periods of follow-up.
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Survival from cancer of the Corpus uteri by age and period
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Figure 1: Age-specific relative survival curves for two calendar periods of diagnosis (1990-1999 and 2000-2009).
95% confidence intervals are shown for survival proportions at one and five years after diagnosis. Cases of cancer of the
corpus uteri were pooled from 12 Swiss cantons (ZH, SG/AR/Al, GE, BS/BL,Tl,VS, GR/GL, and FR).

cured in a FIGO stage IA disease when a standard hys-
terectomy and BSO is performed, it is inadequate for a
more advanced endometrioid cancer and particularly for
highly aggressive histotypes like serous or clear cell can-
cers, which need to be operated like an ovarian cancer and
should therefore be performed by trained gynaecological
oncologists.

An increasing number of private gynaecologists are send-
ing elderly patients with multiple comorbidities to gyn-
aecological cancer centres for treatment due to the risk
of complications. It is possible that this contributed to
the observed slight improvement in outcome for elderly
patients in the present descriptive study. This high risk
group might benefit most from the expertise of a large
interdisciplinary group, intensive care units, interprofes-
sional meetings and particularly minimal invasive surgi-
cal techniques.

‘ Schweizer Krebsbulletin * Nr. 2/2014

References*

1.

For trends of cancer incidence and mortality see NICER website
at htep://nicer.org/

Zucker PK, Kasdon EJ and Feldstein ML. The validity of Pap
smear parameters as predictors of endometrial pathology in meno-
pausal women. Cancer, 1985. 56: 2256-2263.

Seebacher V, Schmid M, Polterauer S, Hefler-Frischmuth K,
Leipold H, Concin N, Reinthaller A and Hefler L. The presence
of postmenopausal bleeding as prognostic parameter in patients
with endometrial cancer: a retrospective multi-center study. BMC
Cancer, 2009. 9: 460.

Felix AS, Weissfeld JL, Stone RA, Bowser R, Chivukula M, Ed-
wards RP and Linkov F. Factors associated with Type I and Type II
endometrial cancer. Cancer Causes Control, 2010. 21: 1851-1856.
Dijkhuizen FP, De Vries LD, Mol BW, Brolmann HA, Peters
HM, Moret E and Heintz AP. Comparison of transvaginal ultra-
sonography and saline infusion sonography for the detection of
intracavitary abnormalities in premenopausal women. Ultrasound
Obstet Gynecol., 2000. 15: 372-376.

Granberg S, Wikland M, Karlsson B, Norstrom A and Friberg
LG. Endometrial thickness as measured by endovaginal ultraso-

141 |




10.
11.
12.

13.

14.

Information und Registrierung/Information et inscription

www.swissfamilydocs.ch

nography for identifying endometrial abnormality. Am J Obstet
Gynecol., 1991. 164: 47-52.

Saccardi C, Gizzo S, Patrelli TS, Ancona E, Anis O, Di Gangi S,
Vacilotto A, D’Antona D and Nardelli GB. Endometrial surveil-
lance in tamoxifen users: role, timing and accuracy of hysteroscop-
ic investigation: observational longitudinal cohort study. Endocr
Relat Cancer, 2013. 20: 455-462.

Chandavarkar U, Kuperman JM, Muderspach LI, Opper N, Fe-
lix JC and Roman L. Endometrial echo complex thickness in
postmenopausal endometrial cancer. Gynecol Oncol., 2013. 13:
109-112.

Janda M, Gebski V, Forder P, Jackson D, Williams G and Ober-
mair A; LACE Trial Committee. Total laparoscopic versus open
surgery for stage 1 endometrial cancer: the LACE randomized
controlled trial. Contemp Clin Trials, 2006. 27: 353-363.
Obermair A, Janda M, Baker J, Kondalsamy-Chennakesavan S,
Brand A, Hogg R, Jobling TW, Land R, Manolitsas T, Nasci-
mento M, Neesham D, Nicklin JL, Oehler MK, Otton G, Perrin
L, Salfinger S, Hammond I, Leung Y, Sykes P, Ngan H, Garrett A,
Laney M, Ng TY, Tam K, Chan K, Wrede DH, Pather S, Simcock
B, Farrell R, Robertson G, Walker G, McCartney A and Gebski
V. Improved surgical safety after laparoscopic compared to open
surgery for apparent early stage endometrial cancer: results from a
randomised controlled trial. Eur J Cancer, 2012. 48: 1147-1153
Janda M, Gebski V, Brand A, Hogg R, Jobling TW, Land R,
Manolitsas T, McCartney A, Nascimento M, Neesham D, Nick-
lin JL, Oehler MK, Otton G, Perrin L, Salfinger S, Hammond I,
Leung Y, Walsh T, Sykes P, Ngan H, Garrett A, Laney M, Ng
TY, Tam K, Chan K, Wrede CD, Pather S, Simcock B, Farrell R
and Obermair A. Quality of life after total laparoscopic hysterec-
tomy versus total abdominal hysterectomy for stage I endome-
trial cancer (LACE): a randomised trial. Lancet Oncol., 2010. 11:
772-780.

Graves N, Janda M, Merollini K, Gebski V, Obermair A; LACE
trial committee. The cost-effectiveness of total laparoscopic hys-
terectomy compatred to total abdominal hysterectomy for the
treatment of early stage endometrial cancer. BMJ Open, 2013. 3:
€001884.

Rosso S, De Angelis R, Ciccolallo L, Carrani E, Soerjomataram
I, Grande E, Zigon G, Brenner H and the EUROCARE Work-
ing Group. Multiple tumours in survival estimates. Eur J Cancer,
2009. 45(6): 1080-1094.

Lorez M, and the NICER Working Group. Completeness of case
ascertainment in Swiss cancer registration. 2013. (in preparation)

Vielfalt statt Einfalt &

15. Ederer F, Axtell LM and Cutler SJ. The relative survival rate: a sta-
tistical methodology. Natl Cancer Inst Monogr 6: 101-121, 1961.

16. Ederer F and Heise H. Instructions to IBM 650 Programmers in
Processing Survival Computations. Methodological note no 10,
End Results Evaluation Section. 1959. Bethesda MD, National
Cancer Institute.

17. Elandt-Johnson RC and Johnson NL. Survival Models and Data
Analysis. New York: John Wiley&Sons 1980.

18. Dickman PW, Coviello E and Hills M. Estimating and modelling
relative survival. The Stata Journal (in press).

19. StataCorp LP: Data Analysis and Stata Statistical Software. Re-
lease 12: 2011. College Station, TX (USA), StataCorp.

20. Brenner H and Gefeller O. An alternative approach to monitoring
cancer patient survival. Cancer, 1996. 78(9): 2004-2010.

21. Corazziari I, Quinn M and Capocaccia R. Standard cancer patient
population for age standardising survival ratios. Eur J Cancer,
2004. 40(15): 2307-2316.

22. Cox DR, Oakes D. Analysis of survival data. New York (USA),
Chapman and Hall/CRC 1984.

23. Joinpoint Regression Program, Version 4.0.4 - May 2013; Sta-
tistical Methodology and Applications Branch, Surveillance Re-
search Program, National Cancer Institute.

24. Vernooij F, Heintz AP, Coebergh JW, Massuger LF, Witteveen PO
and van der Graaf Y. Specialized and high-volume care leads to
better outcomes of ovarian cancer treatment in the Netherlands.

Gynecol Oncol., 2009. 112: 455-461.

* For additional information on cancer in Switzerland,
please see the NICER website at http://nicer.org/

SMembers of the NICER Working Group for these analyses
included: G. Jundi(BS/BL), B. Camey (FR), C. Bouchardy
(GE), H. Frick (S. Ess) (GR/GL), J. Diebold (LU),
S. Ess (SG/AR/AI), A. Bordoni (TI), 1. Konzelmann (VS),
S. Debler (ZH/ZG).

Correspondence:
Matthias Lorez, NICER
ml@nicer.org

Organisatoren/Organisateurs

ut fiir Hausarztmedizin

SWISSFAMILYDOCS S

CONFERENCE 2014

e et

Q

7 1 /S tées
Hausdrzte Schweiz JHaS@
5.

o
)

St ossp

SAPPM/ASMPP ﬁ SFGGSPSG

) NOVARTIS

PHARMACEUTICALS

» @ 1l




European School of Oncology - Ulm University

CCL1: Certificate in Competence in Lymphoma

The first cohort of the Certificate in Competence in Lymphoma ( CCL) concluded in March 2014 in Reisenburg
Castle, University of Ulm, Germany where 20 students from four continents sat and passed the final exam after
following the 14 month curriculum in the presence of the four CCL chairs:

J.0. Armitage, US — M. Bergmann, DE — F. Cavalli, CH — S. Stilgenbauer, DE

Participants country of residence

The programme was made up of three face to face seminars and four on-line modules outlined below with their
respective scientific directors.

Module 1: Basic research, epidemiology and pathology of lymphoma: G.Gaidano, IT and R. Gascoyne, CA

Module 2: Principles of diagnostics, management and clinical trials: M. Gospodorowicz, CA, A. Hagenbeek, NL and
A. Lister, UK

Module 3: Lymphoma subtypes Part |: Mature B-cell neoplasms: B. Coiffier, F, J. M. Vose, US and E. Zucca, CH

Module 4: Lymphoma subtypes Part |l: PTLD, T-cell and NK-cell neoplasms and Hodgkin lymphoma: M. Federico, IT
and A. Engert, D

With the positive feedback we received from the students, we believe that we are in a strong position to proceed
with the next CCL cohort which is scheduled to start in February 2015.

Below please find comments from student Margaret Doyle MSc Pharm from Ireland who completed the first CCL:

«Overall, as mentioned, | have had a fantastic experience, learnt so much, made some great new friends and met
new colleagues, and overall feel more comfortable that | can have meaningful conversations with treating physicians
now that will help us in the industry support you in providing the best care possible to patients. Yes, it was tough,
but so is everything worthwhile - nothing more so than patients!

The faculty and organisers were extremely interactive, giving us a chance to engage, either in a group session or on
a 1:1 basis, answering all of our questions - a service we will miss moving forward.

The experts who shared their knowledge with us were integral in the successful delivery of the modules; quite often
you would need to attend EHA or ASCO to hear these speakers, and then it is in a room of several hundred people!

The final seminar in particular, albeit very intensive after an exam was superb. The visit to Ulm University was highly
appreciated and helped understanding through practical experience.»



Attendance
Seminar 1:
CCL & 1050 course
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Attendance i ‘.' Oncology
Seminar 3: | -

CCL course

CERTIFICATE OF COMPETENCE
INLYMPHOMA

The European School of Oncology in co-operation with Ulm University is presenting

a structured Certificate of Competence in Lymphoma Programme, an academically Chairs:

recognised curriculum of studies, that was developed with the contribution of inter- :

nationally recognised physicians and scientists in the field of haemato-oncology. J.0. Armita ge, UsS
2 elnle M. Bergmann, DE
The Programme, which is offered on a part-time basis using blended-learning modules and

seminars, is divided in three attendance seminars and four e-learning modules. F Cava | | i CH
Over the duration of 14 months the Programme provides a total of 405 hours of : b
comprehensive learning, accordingly reported with a workload of 14 European Credit Transfer
and Accumulation System Points (ECTS) by UIm University.

Three attendance seminars (2 seminars in Switzerland and 1 seminar in Germany) represent 75
hours of workload and 3 ECTS, and four e-learning modules represent 330 hours, reported with
11 ECTS.

The first edition started in January 2013 and concluded in March 2014.
The second edition is planned for February 2015 - April 2016.

S. Stilgenbauer, DE

ELIGIBILITY

The Programme is designed for oncologists and haematologists (medical oncology,
haematology, internal medicine, radiation oncology, pathology), but it is equally accessible to
graduates in natural sciences who are engaged in the field of oncology, especially in the field
of lymphoma.

ADMISSION AND DEADLINES

Admission to the Certificate of Competence in Lymphoma Programme is by competitive
application only and the selection will be based on the eligibility criteria and selection FURTHER

procedure.
Applications will be considered if received completed with all required documents and within IN FO RMATIO N AT

the deadline. Attendance is limited to 20 participants. WwWWw. ESO NET

Applications for admission to the second edition will be available through the online
application system and the deadline will be announced in 2014 through the website:
http://www.eso.net/pagine-interne/ccl-introduction.html

CERTIFICATE

Upon successful completion of the Programme, participants will obtain an academic
certificate issued by the European School of Oncology and Ulm University assigning 14 ECTS
and a diploma supplement by Ulm University.




Kurt Bodenmdiller, Stiftung Krebsforschung Schweiz

Die Stiftung Krebsforschung Schweiz unterstiitzte
die Forschung in der Onkologie im Jahr 2013 mit
13,9 Mio. Franken. Finanziert wurden insgesamt 75
Forschungsprojekte, Stipendiaten und Forschungs-
organisationen.

Total 180 Forschungsgesuche wurden im letzten Jahr
beim Bereich Forschungsforderung der Krebsforschung
Schweiz und der Krebsliga Schweiz eingereicht — zehn
Antrige mehr als im Vorjahr. Davon empfahl die Wissen-
schaftliche Kommission (WiKo), die simtliche Gesuche
fachlich evaluiert, 91 Projekte zur Unterstiitzung. Die
Krebsforschung Schweiz finanzierte 50 Projekte mit ins-
gesamt 10,3 Mio. Franken. 13 Forschungsarbeiten wur-
den von der Krebsliga Schweiz unterstiitzt. 28 Projekte,
welche die WiKo als qualitativ gut beurteilt hat, konnten
aufgrund fehlender Mittel nicht finanziert werden.

Mit rund drei Viertel entfiel der Grossteil der Fordergelder
auf die freie Projektforschung. Von den 50 bewilligten
Projekten stammen 21 aus der Grundlagenforschung, 20
Arbeiten betreffen die klinische Forschung, finf Projekte
sind im Bereich der psychosozialen Forschung und vier
Forschungsvorhaben in der Epidemiologie angesiedelt.

Zusitzlich unterstiitzte die Krebsforschung Schweiz sie-
ben Stipendiaten mit 0,9 Mio. Franken und stellte sechs
Forschungsorganisationen knapp 2,0 Mio. Franken zur
Verfiigung fiir zentrale Grundleistungen, die diese zu-
gunsten der translationalen, klinischen und epidemiolo-
gischen Forschung in der Schweiz erbringen. Knapp 0,7
Mio. Franken wurden zur Finanzierung des Nationalen
Krebsprogramms 2011-2015 sowie von europiischen Or-
ganisationen und wissenschaftlichen Tagungen verwen-
det. Insgesamt forderte die Krebsforschung Schweiz im
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krebsforschung schweiz
recherche suisse contre le cancer
ricerca svizzera contro il cancro

swiss cancer research

Berichtsjahr 75 krebsrelevante Forschungsvorhaben mit
einem Gesamtbetrag von 13,9 Mio. Franken.

Weitere Informationen zur Stiftung und ihrem Engage-
ment fiir die Forschungsforderung im letzten Jahr finden
sich im neu gestalteten Jahresbericht 2013, der ab Mitte
Juni in Deutsch, Franzosisch und Italienisch erhiltlich ist.

Wiederum stehen die Forschenden und ihre Arbeiten im
Zentrum der Publikation. Vorgestellt werden vier ausge-
withlte Projekte zu folgenden Themen:

— Grundlagenforschung: Das Lymphsystem als Waffe ge-
gen Krebszellen

— Klinische Forschung: Gezielte Strahlentherapie von
bosartigem Schilddriisenkrebs

— Psychosoziale Forschung: Mit massgeschneiderten In-
formationen die Entscheidungsfindung erleichtern

— Epidemiologische Forschung: Uberpriifung von Wirk-
samkeit und Zugang zur HPV-Impfung

Bestellungen in gedruckter Form: Tel. 031 389 91 16,
info@krebsforschung.ch

Download als PDF-Datei: www.krebsforschung.ch/de/
publikationen.html

Kurt Bodenmiiller
Krebsforschung Schweiz
kurt.bodenmueller@krebsforschung.ch




Cordula Sanwald, Krebsliga Schweiz

Viele verstehen das Krebstelefon der Krebsliga
Schweiz vor allem als ein telefonisches Angebot. Es ist
aber lingst mehr als das. Es ist ein mehrsprachiger In-
formations- und Beratungsdienst, der verschiedenste
Leistungen in sich vereint, die kontinuierlich verbes-
sert und erweitert werden. Und die Nachfrage steigt.

«Krebstelefon guten Tag,
wie kann ich Thnen hel-
fen?». 19 Jahre ist es her,
dass das Krebstelefon der
Krebsliga Schweiz erst-
mals damit begann, Rat-
suchende feinfithlig mit
grundlegenden  Informa-
tionen zu versorgen, um
sie dabei zu unterstiitzen,
selber Entscheidungen im
Zusammenhang mit ihrer
Krebserkrankung  treffen
zu konnen. Seither wurde
das Angebot kontinuier-
lich ausgebaut. Dahinter
steckt viel Erfahrung, aber
auch jede Menge statisti-
scher Auswertungen, Schlussfolgerungen und Weiterent-
wicklung. Denn das Krebstelefon ist ein professioneller
Informations- und Beratungsdienst, seine sechs Beraterin-
nen um Teamleiterin Erika Gardi und Abteilungsleiterin
Sabine Jenny sind einfiihlsame Fachfrauen aus der Pflege
mit Zusatzausbildungen in Onkologie, Psychoonkolo-
gie, Public Health oder Psychologie. Sie beantworten 98
Prozent der iiber 4000 jihrlichen Anfragen mit Hilfe ih-
res eigenen Fachwissens, durch Recherchen, Internet und
dank dem Zugang zur Datenbank des Deutschen Krebsfor-
schungszentrums in Heidelberg. Fiir den Support durch ein
medizinisch-onkologisch spezialisiertes Arzteteam besteht
eine Kooperation mit der Medizinischen Onkologie des In-
selspitals Bern.

Ein Wegweiser zu anderen Fachstellen

Fragen von Krebsbetroffenen, Angehérigen oder Fachper-
sonen zu beantworten, das bedeutet lingst nicht mehr nur,
am Telefon Auskunft zu erteilen. Das heutige Krebstele-
fon steht werktags von 9 bis 19 Uhr zur Verfiigung, ist

also zehn Stunden tiglich gedffnet. Gearbeitet wird im
Zweischichtbetrieb. Dabei sprechen, mailen und chatten
die Beraterinnen mit Ratsuchenden iiber deren Angste,
Unsicherheiten und iiber das ganz personliche Erleben der
Krankheit Krebs. Daneben gestalten sie Workshops und
Prdsentationen, unterstiitzen andere Fachpersonen, mo-
derieren Austauschplattformen, konzipieren Online-Ex-
pertensprechstunden zu ausgewihlten Themen, sind auf
facebook prisent und neuerdings auch auf Skype. Auch die
Medien greifen gerne auf das Krebstelefon als Informati-
onsquelle zuriick, wenn sie berichten méchten, was Men-
schen mit Krebs bewegt, wie man sie beraten kann und wo
die Grenzen einer telefonischen oder schriftlichen Beratung
liegen. Dann verweisen die Beraterinnen meist auf die Be-
ratungsstellen der kantonalen und regionalen Krebsligen,
auf Spitex- oder Sozialdienste. «Eine unserer wichtigsten
Funktionen ist es, als Wegweiser zu anderen Fachstellen zu
fungieren, damit die Ratsuchenden umfassend und indivi-
duell beraten werden kénnen», sagt Erika Gardi.

Die Zeit fiir ein Informations- und Beratungsgesprich
beim Krebstelefon ist unlimitiert und erlaubt es, sowohl
als «Sorgentelefon» wie auch als Vermittlerin anderer
Dienstleistungen zu wirken. 4200 Mal wurde das Bera-
tungsteam im Jahr 2013 um Rat gebeten, das sind gut
1000 Anfragen mehr als noch im Jahr davor. Trotz moder-
ner Kommunikationskanile bleibt das Telefon mit rund
3200 Anfragen dabei die Nummer eins. «Wir merken,
dass besonders auch unsere einmaligen Riickrufe und die
proaktiven Kontakte, also unser mehrmaliges Nachfragen
bei Anrufenden, so sie dies wiinschen, zunehmend belieb-
ter werden», zitiert Erika Gardi aus dem aktuellen Jahres-
bericht 2013 des Krebstelefons. Generell nehmen deut-
lich mehr Frauen und Midchen als Minner und Knaben
die Dienstleistungen wahr. An dieser Tatsache habe sich,
so die Teamleiterin, leider auch im 2013 nichts gedndert.
Erfreulich sei jedoch, dass sich im vergangenen Jahr mit
380 Anfragen etwas mehr Fachpersonen an das Krebstele-
fon gewendet hitten als noch im 2012.

Fragen zu Leben und Sterben gewinnen an Bedeutung
Zu nahezu gleichen Teilen wird das Krebstelefon von
Krebsbetroffenen und Nahestehenden in Anspruch genom-
men, mit leicht steigender Tendenz bei den Angehorigen.
Inhaltlich gewinnen Fragen um Leben und Sterben zuneh-
mend an Bedeutung. Nach der grossten Themengruppe
— Krankheitsbild, -folgen und Behandlung (42 Prozent) —
nehmen sie mit 28 Prozent den zweiten Platz ein. «Dies
konnte Ausdruck dafiir sein, dass immer mehr Menschen
mit einer Krebsdiagnose wihrend lingerer Zeit mit Krebs
als chronischer Krankheit leben und ihren Alltag gestal-
ten», erldutert Erika Gardi. Daraus ergebe sich allfillig
ein grosserer Bedarf an Beratung. Fir die Zukunft ist das
Krebstelefon geriistet. Schon gibt es Pline fiir weitere An-
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gebote, die den Bediirfnissen der Ratsuchenden entgegen-
kommen und die Beraterinnen im medialen Zeitalter vor
neue, spannende Herausforderungen stellen werden.

Der Service des Krebstelefons:

e Krebstelefon 0800 11 88 11: Montag bis Freitag,
9 — 19 Uhr, www.krebsliga.ch/krebstelefon

e Skype: krebstelefon.ch, Montag bis Freitag, 11 — 16 Uhr

¢ Onlineberatung: Die datensichere Beratung (mit
Passwort) www.krebsliga.ch/onlineberatung

e Helpline: helpline@krebsliga.ch
Wir beantworten Fragen auch per E-Mail.

e Cancerline: www.krebsliga.ch/cancerline. Der Chat
zu Krebs: Montag, Dienstag, Donnerstag, Freitag von
11 — 16 Uhr; am Mittwoch ausschliesslich fiir Kinder
und Jugendliche.

¢ Anrufservice: Wir rufen zuriick. Bitte nutzen sie das
Online-Formular.

¢ Krebsforum: www.krebsforum.ch. Von den Mitarbei-
terinnen des Krebstelefons moderierte Austauschplatt-
form fiir Betroffene und Nahestehende.

® Online-Expertensprechstunden im Krebsforum:
Sprechstunden nach Monatsthema: September: Minn-
liche Sexualitit bei Krebs, Oktober: Brustkrebs, No-
vember: Prostatakrebs.

Cordula Sanwald
Kommunikationsbeauftragte Krebsliga Schweiz
cordula.sanwald @krebsliga.ch

Cordula Sanwald, Ligue suisse contre le cancer

Beaucoup de gens congoivent la Ligne InfoCancer de
la Ligue suisse contre le cancer avant tout comme une
offre téléphonique. Or, elle est bien plus que cela:
il s’agit d'un service d’information et de conseil en
plusieurs langues qui réunit les prestations les plus
diverses, avec le souci de constamment améliorer et
élargir son offre. Et la demande est a la hausse.

«Ligne InfoCancer, bonjour, que puis-je faire pour vous?».
Voila 19 ans que la Ligne InfoCancer de la Ligue suisse
contre le cancer a commencé a donner, avec beaucoup de
sensibilité, des informations de fond aux personnes qui
consultent, afin de les aider a prendre elles-mémes des
décisions en lien avec leur maladie. Depuis, l'offre a écé
constamment élargie. Elle repose sur beaucoup d’expé-
rience, mais aussi sur quantité d’évaluations statistiques,
de conclusions et d’améliorations. Car la Ligne InfoCancer
est un service professionnel d’information et de conseil ; les
six conseilleres qui gravitent autour de la responsable de
I'’équipe Erika Gardi et de la responsable de département
Sabine Jenny sont des femmes sensibles qui, en plus de leur
bagage de soignantes, ont suivi une ou plusieurs formations
complémentaires en oncologie, en psycho-oncologie, en
santé publique ou en psychologie. Elles répondent a 98%
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des plus de 4000 demandes annuelles en s’appuyant sur
leurs propres connaissances, sur des recherches, sur I'Inter-
net et sur la banque de données du Centre d’études sur le
cancer 2 Heidelberg a laquelle elles ont acces. Une coopéra-
tion avec la clinique d’oncologie médicale de I'Hopital de
I'Ile a Berne leur assure le soutien d’une équipe de médecins
spécialistes en oncologie médicale.

Un aiguillage vers d’autres services spécialisés

Il'y a longtemps que répondre aux questions des personnes
touchées, de leurs proches ou des spécialistes dépasse lar-
gement les renseignements par téléphone. De nos jours, la
Ligne InfoCancer est a disposition tous les jours ouvrables
de 9 a 19 heures, soit dix heures par jour. Deux équipes
se relaient. Les conseilleres discutent et échangent des
courriels avec les personnes qui les consultent. Ces der-
nieres évoquent leurs craintes, leurs incertitudes et leur
facon personnelle de vivre avec la maladie. En paralléle,
les conseilleres organisent des ateliers et des présentations,
soutiennent d’autres spécialistes, animent des plateformes
d’échange, congoivent des consultations en ligne avec des
experts sur un choix de thémes; elles sont présentes sur
facebook et désormais aussi sur Skype. Méme les médias
recourent volontiers a la Ligne InfoCancer pour obtenir
des informations sur ce qui motive les personnes atteintes
du cancer, sur la maniére de les conseiller et sur les limites
d’une consultation écrite ou téléphonique. Dans ce cas,
les conseilleres les renvoient généralement aux services
de consultation des ligues contre le cancer cantonales ou
régionales, aux services d’aide et de soins a domicile ou
aux services sociaux. «L'une de nos principales fonctions
consiste a aiguiller les gens vers d’autres services capables
de fournir des informations complétes et d’assurer une
consultation individualisée», déclare Erika Gardi.




Le temps que la Ligne InfoCancer consacre a un entretien
d’information et de conseil n’est pas limité, ce qui permet
d’agir aussi bien comme téléphone de crise que comme
service de médiation pour d’autres prestations. En 2013,
I’équipe de consultation a recu 4200 demandes, soit un
bon millier de plus que I'année précédente. Malgré les
canaux de communication modernes, le téléphone reste le
moyen le plus utilisé, avec environ 3200 appels. «Le rap-
port annuel 2013 de la Ligne InfoCancer précise que les
contacts proactifs sont de plus en plus appréciés. Les gens
sont contents qu'on les rappelle plusieurs fois», releve Eri-
ka Gardi. D’'une maniére générale, les femmes et les filles
sont nettement plus nombreuses que les hommes et les
garcons a s’adresser a la Ligne InfoCancer. C’est un point
qui, selon la responsable de I'équipe, n’a malheureusement
pas évolué en 2013. Mais il est réjouissant de constater
que, l'an passé, les spécialistes ont été un peu plus nom-
breux qu’en 2012 a s’adresser a la Ligne InfoCancer (380
demandes).

Les questions sur la vie et la mort revétent de plus en
plus d’importance

La Ligne InfoCancer est sollicitée a peu prés a parts
égales par des personnes directement touchées par le
cancer et par des proches. On note une légere tendance
a la hausse chez les proches. Pour ce qui est du contenu,
les questions relatives a la vie et a la mort prennent de
plus en plus d’importance. Elles occupent le deuxiéme
rang (28%), apres le plus grand groupe thématique —

tableau clinique — conséquences et traitement (42%).
«Cette tendance exprime peut-étre le fait que les gens
sont de plus en plus nombreux a vivre longtemps avec
un cancer diagnostiqué et a aménager leur quotidien
en fonction de ce qui devient une maladie chronique»,
explique Erika Gardi. Cela peut exacerber le besoin en
matiére de conseils. La Ligne InfoCancer est armée pour
I’avenir. Elle projette déja d’autres offres qui répondront
aux besoins des personnes en quéte de conseils et qui
confronteront les conseilleres a de nouveaux défis pas-
sionnants a I'ere des médias.

Nos services : www.liguecancer.ch/ligneinfocancer

e Ligne InfoCancer 0800 11 88 11: du lundi au ven-
dredi de 9h a 19h

e Skype: krebstelefon.ch, du lundi au vendredi de 9h a
19h

¢ helpline@liguecancer.ch: nous répondons a vos ques-
tions par courriel

* Nous vous rappelons: veuillez utiliser le formulaire
en ligne sur notre site

e www.forumcancer.ch: Plate-forme d’échange pour
les personnes concernées et leurs proches.

Correspondence:

Cordula Sanwald, Chargée de communication
Ligue suisse contre le cancer

cordula.sanwald @krebsliga.ch

BASISKURS ONKOLOGISCHE PALLIATIVMEDIZIN

Onkologen spielen eine wesentliche Rolle in der Beurteilung, Behandlung und Betreuung von fort-
geschritten, unheilbaren Krebs patienten und ihren Angehorigen (Strasser & Blum, Krebsbulle-
tin 1/2013). Sie werden erginzt durch und unterstiitzt von Fachpersonen der spezialisierten Palliati-
ve Care bei refraktiren, komplexen resp. intensiven multi-dimensionalen Situationen und Problemen
(s. Nationale Strategie Palliative Care, www.palliative.ch).

Die Weiterbildung fiir medizinische Onkologie beeinhaltet neben dem Kommunikationskurs seit kurzem auch
einen Basiskurs Palliative Care.

Zielgruppe: Onkologinnen und Onkologen aus Praxis und Spital, mit unterschiedlichem Weiterbildungsstand.
Inhalt: Orientiert an den nationalen Empfehlungen zur Aus-und Weiterbildung in Palliative Care
(palliative ch, 2002), am Basiscurriculum der European Association Palliative Care und dem Core Curriculum
von ESMO/ASCO. Das Programm beinhaltet somit die wesentlichen Punkte, die von palliative.ch als Niveau
A (Basisausbildung) empfohlen werden und wurde mit internationalen Programmen abgestimmt. Er ist ein-
zigartig in der deutschsprechenden Region. Gewisse Lehrinhalte werden von spezialisierten Pflegefachpersonen
vermittelt, dies im Sinn der im klinischen Alltag gelebten Interprofessionalitit.

Gerne laden wir Onkologen ein am Basiskurs Onkologische Palliativmedizin 2014 teilzunehmen
(14./15.11.2014 (1. Modul), 12./13.12.2014 (2. Modul), Freitag: 14.00 Uhr bis Samstag: 17.00 Uhr).
Details siehe Agenda (S. 176).
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Lehrgang 2014-2016
Der nichste Zyklus des zweijihrigen CAS-Lehrgangs startet im August 2014. Anmeldeschluss ist der
30. April 2014. Die Weiterbildung wird von der SAPPM, der SGMO, der SGAM, der FSP und der SRO anerkannt.

In folgenden Einzel-Workshops hat es freie Plitze:

18.09.2014 Hotel Bildungszentrum 21, Basel
Ganzer Tag: Aktuelles medizinisches Basiswissen Onkologie

23.10.2014 Inselspital, Wirtschaftsgebiude, Bern
Ganzer Tag: Einfithrung in die Psychoonkologie: Konzepte und Onkogenese

20.11.2014 Haus der Krebsliga, Bern
Nachmittag: Brustkrebs / Hoden CA / Melanom

11.12.2014 Haus der Krebsliga, Bern
Nachmittag: Allgemeine Tumoreinteilung und Staging, Lungenkrebs, HNO-Krebs

19.03.2015 Inselspital, Wirtschaftsgebiude, Bern
Vormittag: Onkologische Behandlung (Prostata CA / Lymphome, Nieren CA)
Nachmittag: Minnerbetreuung

23.04.2015 Haus der Krebsliga, Bern
Nachmittag: Genetische Pridisposition: Wie beraten?

21.05.2015 Inselspital, Wirtschaftsgebiude, Bern
Vormittag: Himatologie
Nachmittag: Folgen der Isolation

18.06.2015 Inselspital, Wirtschaftsgebiude, Bern
Vormittag: Coping, Lebensqualitit (kognitive Storungen, Umgang mit Personlichkeitsverinderungen)
Nachmittag: Hirntumoren

Information und Anmeldung fiir Lehrgang und Einzel-Workshops: Claudia Neri, Krebsliga Schweiz, Kurs-
administration, Tel. 031 389 93 27, psychoonkologie@krebsliga.ch, www.krebsliga.ch/wb_psychoonkologie

Seminar fiir Arztinnen, Arzte und Pflegefachleute von Krebskranken

Teilnehmende sind onkologisch erfahrene Fachkrifte, die ihre Kommunikationstechniken verbessern
mochten.

Nr. 146 30.-31.10.2014  Sorell Hotel Aarauerhof, Aarau
Das Seminar wird von der SGMO fiir den FMH-Titel Onkologie gemiss Weiterbildungsstatut akzeptiert.
Diverse medizinische Fachgesellschaften vergeben Fortbildungspunkte/Credits.

Information und Anmeldung: Lea Pauli, Krebsliga Schweiz, Kursadministration,
Tel. 031 389 93 28, kurse-cst@krebsliga.ch, www.krebsliga.ch/cst_d

Séminaire pour médecins et personnel infirmier en oncologie

Ce cours est destiné a des personnes expérimentées travaillant en oncologie, et souhaitant perfectionner
leurs connaissances en techniques de communication.

No 229 06.-07.11.2014  Hotel Préalpina, Chexbres

Ce séminaire est reconnu par la SSOM pour le titre FMH en oncologie, en accord avec les statuts régissant
la formation continue. Différentes sociétés médicales reconnaissent ce séminaire et lui octroient des crédits
de formation continue.

Information et inscription: Lea Pauli, Ligue suisse contre le cancer, secrétariat des cours, tél. 031 389 93 28,
cours-cst@liguecancer.ch, www.liguecancer.ch/cst_f
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ONCOCAMPUS

switzerland

KREBSPATIENTINNEN UND -PATIENTEN
TREFFEN SICH PERSONLICH
und WIR WOLLEN IHRE SORGEN UND
WUNSCHE KENNENLERNEN

Im Rahmen des Halbjahressymposiums der Schweizerischen Arbeitsgemeinschaft fiir Klinische Krebsfor-
schung (SAKK) in Basel am Freitag, 22. November 2013 haben wir von OncoCampus Switzerland erstmals
einen Anlass durchgeflihrt, bei dem Krebspatienten zu Worte kamen. Wir wollten ihre Sorgen und Win-
sche auf einer breiten Basis kennenlernen. Fir Patientinnen und Patienten mit bestimmten Tumorformen
existieren bereits gut organisierte Selbsthilfegruppen und fiir andere gibt es das nicht. Deshalb erschien
es uns ganz wichtig, dass wir mit Patienten aller Erscheinungsformen von Krebs diskutieren konnten, um
am Schluss gemeinsame Ziele zu finden. Die Diskussion wéhrend dieser zwei Stunden war sehr lebhaft
und es dauerte einige Zeit bis die Themen und Anliegen genauer definiert werden konnten. Die Patienten
erwédhnten einige wichtige Anliegen, die ich Ihnen gerne prasentiere:

e Sehr positiv ist, dass Oncocampus Uber die ganze Vielfalt von Krebserkrankungen informiert.

e Erstellen von Links zu laufenden Studien in der Schweiz und an welchen Kliniken diese ausgefiihrt werden.

¢ Internetforen werden sehr gewlinscht und werden bevorzugt organspezifisch benttzt. Sie sollten leicht
zuganglich sein (moglichst ohne Einloggen).

e Ein Lexikon mit kurzen Ubersetzungen/Erklarungen von onkologischen Begriffen ist sehr wiinschbar.

e Ebenso eine Liste (mit Kurzbeschreibungen) der Patientenorganisationen mit Kontaktadressen, kanto-
nalen Krebsligen und deren Beratungsstellen. Eine Liste weiterer Angebote, wie z.B. Onkospitex (Adres-
sen), geeignete Rehakliniken (Adressen, evtl. auch im Internet), Anthroposophische Institutionen, Sterbe-
begleitung, Sterbekliniken (Hospize), wohltatige Institutionen, Komplementdrmedizinische Therapien (nur
seridse Anbieterinnen und Anbieter) mit Hinweisen auf deren Methoden.

* Neues aus Forschung, Schulmedizin, Pflege und Komplementérmedizin.

e Abdruck interessanter Vortrage von der Onko-Front.

e Auf der Seite Visite sind Bilddarstellungen wichtig und es darf auch nichts beschdnigt werden, doch
sollten die Bilder im Gréssenverhaltnis der Texte sein.

Wir haben diese Wunschliste eingehend analysiert und versuchen nun die einzelnen Anliegen nach Mdg-
lichkeit bei unserem Portal OncoCampus Switzerland umzusetzen. Diese Aufgabe ist nicht nur eine tech-
nische Herausforderung, sondern auch abhéngig von finanzieller Unterstitzung. Ausserdem versuchen wir
eine Person zu gewinnen, welche die Sparte Krebspatientinnen und -Patienten persénlich und engagiert
betreut. Gerne hoffe ich, dass wir den Betroffenen diese neu entwickelte Sparte am nachsten Meeting
der SAKK préasentieren kdnnen. Es findet diesmal in St. Gallen statt und zwar am 21. November 2014.
Wir werden in einer spateren Nummer des Schweizer Krebsbulletins detailliert darauf hinweisen.

Wir bedanken uns ganz herzlich bei Takeda Pharma AG, Freienbach, flr den reichhaltigen Apéro, welcher
manches Gesprach zu vertiefen half.

Fir OncoCampus Switzerland: Prof. Dr. Heinrich Walt, Prasident
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16. Schweizer Onkologie-
pflege Kongress 2014

Evelyn Rieder, Sara Pohler-Hausermann,
Patrick Jermann

In Bern fand am 20. Mirz 2014 der jihrliche Onko-
logiepflege Kongress statt. Das umfangreiche Pro-
gramm signalisierte, dass Haltung, Wissen und Kom-
petenzen heute sehr gefragt sind. Pflegefachpersonen
der Onkologie konnen nicht auf ihren Lorbeeren aus-
ruhen, sondern miissen sich immer wieder updaten,
um fiir die Zukunft geriistet zu sein. Verschiedene
Autoren berichten von Referaten und Seminaren.

Irene Bachmann-Mettler erdffnete als Prisidentin den
diesjihrigen 16. Schweizer Onkologiepflege Kongress.
Rund 500 Besucherinnen und Besucher lauschten den
einfithrenden Worten, welche die Referentin dem Begriff
Update widmete. Was brauchen wir, um unsere «Soft-
ware» immer wieder zu aktualisieren? Dem Bediirfnis,
iiberall und an jedem Ort online und auf dem neusten
Stand zu sein, steht der praktische Alltag mit wenig Zeit
gegeniiber. Oft reicht die Zeit nicht aus, um zu recher-
chieren, zu analysieren, zu beurteilen und um sich auf den
neusten Stand der Wissenschaft zu bringen. Oder um her-
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auszufinden, was fiir den Patienten im Vordergrund steht
und was er wirklich méchte. Darum forderte Iréne Bach-
mann-Mettler die Zuhorerinnen auf, gemeinsam nachzu-
denken, wie und mit welchen Mitteln wir uns erfolgreich
updaten konnen und wie wir es schaffen, aus der heutigen
Informationsflut nur das Notige herauszupicken.

Fantastische und herausfordernde Zukunft

Im ersten Hauptreferat nahm Prof. Dr. med. Thomas Cer-
ny, Chefarzt der Klinik fiir Onkologie und Hidmatologie
am Kantonsspital St. Gallen, die Teilnehmerinnen mit auf
eine Reise in die fantastische, aber auch herausfordernde
Zukunft der Onkologie. Der Abnahme der Krebsmortaliit
und Krebsinzidenzrate steht eine Zunahme der Krebspri-
valenz gegeniiber. Diagnosen werden heute schneller ge-
stellt, die Betroffenen werden hiufiger geheilt und leben
dadurch auch linger. Krebs ist mittlerweile als chronische
Krankheit akzeptiert. Es gibt heute ca. 210 verschiede-
ne Krebskrankheiten, davon treten nur 16 hiufig auf.
Die Vielfalt der Tumorarten sowie deren unterschiedliche
Therapieansitze sind heute nur noch in interdisziplini-
ren und grossen Teams zu bewiltigen. Thomas Cerny riet
den Zuhorerin-
nen, sich mit
der «Nationalen
Strategie gegen
Krebs  2014-
2017» vertraut
zu machen, um
zu erfahren, wo-
hin die Reise
geht. Er schloss
sein Referat mit
der Ausserung,
dass wir fiir die
kommenden
Geschehnisse in
der Onkologie
noch nicht fit
sind.

Prof. Dr. med. Thomas Cerny

Interdisziplinaritit in der Onkologie

Pascale Castellani, Leitung Pflegedienst der Abteilung
Onkologie am Universititsspital Lausanne (CHUYV),
stellte die neuen Erkenntnisse aus der interdisziplind-
ren Arbeit im Onkologiezentrum vor. Aus der Sicht des
Managements zeigte sie auf, dass Faktoren wie komple-
xe Abliufe in der Onkologie, Bediirfnisse der Patienten,
verschiedene Konzepte in der Onkologie (Patienten-Na-
vigation, unterstiitzende und fortgeschrittene Pflegepra-
xis), aber auch das Aufkommen eines neuen Berufsver-
stindnisses in der Pflege beim Einrichten und Anpassen
eines Gesundheitsdiensts beriicksichtigt werden miissen.
Im Verlauf der Krankheit verindern sich die Bediirfnisse
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der Patienten und sie werden von verschiedenen Fachspe-
zialisten und Teams betreut. Dies bedingt eine optimale
Koordination und Navigation. Das von Harold Freeman
1990 konzipierte «Patienten-Navigations-Modell» eignet
sich sehr gut, um den Patienten den Zugang zu bestmog-
licher Behandlung in angemessener Zeit zu ermoglichen.
Am CHUYV entstanden neue Rollen von Experten, die in
der Koordination titig sind und Informations- und Bera-
tungsleistungen anbieten. Die Aufgaben der Navigatoren
variieren je nach Organisation des Gesundheitswesens.

Psychoonkologie: Neue Leitlinien betonen
Wichtigkeit des Screenings

Eine Krebserkrankung belastet auch die Psyche. Je nach
Schweregrad sind Betroffene auf Unterstiitzung durch die
Psychoonkologie angewiesen. Dr. phil. Brigitta Wéssmer,
leitende Psychologin der Psychosomatik des Universi-
titsspitals Basel, stellte in ihrem Seminar die Leitlinien
Psychoonkologie vor. Bund und Kantone verabschiede-
ten im Jahr 2013 die «Nationale Strategie gegen Krebs
2014-2017». Unter anderem ist darin festgehalten, dass
die Umsetzung einer integrierten Betreuung von Patien-
tinnen und Patienten mit Krebs angestrebt werden muss,
ausgehend von der Diagnose iiber Therapie und Pfle-
ge bis hin zu erginzenden Angebote aus psychosozialer
Betreuung, Psychoonkologie, Onko-Rehabilitation und
onkologischer Palliativmedizin (Dialog Nationale Ge-
sundheitspolitik, 2013). Die Schweizerische Gesellschaft
fiir Psychoonkologie (SGPO) publizierte im Januar 2014
«Leitlinien zur psychoonkologischen Betreuung von er-
wachsenen Krebskranken und ihren Angehérigen».

Distress-Thermometer

Distress ist bis zu einem gewissen Grad eine normale
Reaktion auf die Krebsdiagnose. Die Betroffenen stiir-
zen aus ihrer normalen Wirklichkeit und konnen unter
anderem mit Ungldubigkeit, Hoffnungslosigkeit, Angst
oder Schlafproblemen reagieren. Diese Symptome schwi-
chen sich in der Regel innerhalb der ersten 14 Tage ab. Es

| 156

gibt aber auch Betroffene, bei denen dies nicht der Fall ist
und die entsprechende Betreuung benétigen. Die «Leitli-
nien zur psychoonkologischen Betreuung» enthalten die
Empfehlung fiir ein Distress-Screening. Das dafiir auch
in internationalen Studien am hiufigsten eingesetzte Ins-
trument ist das Belastungsthermometer (Distress-Ther-
mometer [NCCN, 2013]).

Nicht alle psychisch belasteten Krebspatienten miissen
durch die Psychoonkologie betreut werden. Die Referen-
tin wies auf die interprofessionelle Weiterbildung in Psy-
choonkologie der Krebsliga Schweiz und der SGPO hin,
die auch erfahrenen Onkologie-Pflegenden offen steht.
Weitere Informationen dazu sind auf der Website der
Krebsliga zu finden.

Berufstitigkeit von Angehérigen — was geht uns
das an?

Ein provokativer Seminartitel lautete: «Berufstitigkeit
als Herausforderung fiir Angehorige und Patienten — was
geht uns das an?». Anke Jihnke, M.A, MPF, wissenschaft-
liche Mitarbeiterin im Careum F+E, Forschungsinstitut
Kalaidos Fachhochschule, erliuterte die Problematik der
Vereinbarkeit von Beruf und Angehorigenpflege. Ange-
horige iibernehmen eine Vielzahl von Aufgaben im All-
tag, zum Beispiel einkaufen, Rechnungen zahlen, zum
Arzt begleiten etc. Gleichzeitig ist die Berufstitigkeit der
Angehorigen der wichtigste Pfeiler fiir die soziale Sicher-
heit. Anke Jihnke forderte die Zuhorer auf, sich zu fragen:
«Was bedeutet es fiir mich, berufstitig zu sein?». Unter
anderem wurden folgende Antworten gegeben: Wert-
schitzung, von den Patienten lernen, Beruf kann in einer
Krise Stabilitdt vermitteln, Beruf gibt Tagesstruktur, so-
ziale Kontakte nach aussen, finanzielle Unabhingigkeit.
Die Referentin prisentierte eine Studie, die aufzeigte,
dass bei berufstitigen Angehorigen krebskranker Men-
schen ein Bedarf fiir zuverldssige Unterstiitzung, Infor-
mation und Beratung sowie koordinierte Versorgung
besteht. Pflegefachpersonen konnen die Angehérigen un-
terstiitzen, indem zum Beispiel Spitaltermine nach ihren
Arbeitszeiten gerichtet werden und man sich nach ihrer
Situation erkundigt.

Symptommanagement am Beispiel Tumorkachexie
Im Seminar zum Thema Tumorkachexie gaben Marika
Bana, Leiterin MAS in Onkologischer Pflege an der Ziir-
cher Hochschule fiir Angewandte Wissenschaften, und
Tsering Pelling, dipl. Pflegefachfrau BScN, CAS I in On-
kologischer Pflege, Einblicke in die pflegerischen Schwer-
punkte zum Symptommanagement.

Tumorkachexie ist ein multifaktorielles Syndrom, das
mit anhaltendem Verlust von Muskelmasse einhergeht
(mit oder ohne Fettmassen-Verlust) und nicht vollstindig
durch Nahrungs-Support behoben werden kann. Primire
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Ursache ist der durch die onkologische Erkrankung her-
vorgerufene Katabolismus, sekundire Ursachen sind Fak-
toren wie orale Mukositis, Nausea oder Angst. Die Folgen
sind eine negative Protein- und Energiebilanz (Fearon et
al., 2011; Omlin, & Strasser, 2007). Fearon et al. (2011)
gehen davon aus, dass bei einem ungewollten Gewichts-
verlust von mehr als 5% wihrend der letzten sechs Mo-
nate von einer Tumorkachexie gesprochen werden kann.
Je nach Schwere der Kachexie wird diese in Prikachexie,
Kachexie oder refraktire Kachexie eingeteilt. Fearon et al.
(2011) empfehlen, jeden Patienten beziiglich Tumorka-
chexie zu screenen, ein Staging und Assessment zu ma-
chen und nachher das Management je nach Schweregrad
durchzufiihren.

Tsering Pelling stellte das von ihr eingesetzte Malnutri-
tion Universal Screening Tool vor (BAPEN, 2011). Sie
berichtete von einem 80-jihrigen Patienten (Herrn H.),
den sie in einem onkologischen Ambulatorium betreut
hatte. Der Betroffene hatte ein Rektum-Karzinom und
befand sich in einer palliativen Situation. Als Hauptbe-
schwerde formulierte er: «Ich habe einfach keinen Appetit
mehr und kann nur noch halb soviel essen wie friiher. Ist
ja logisch, dass ich so abnehme und keine Energie mehr
habe.» Der Patient war 180 cm gross, 76 kg schwer und
hatte einen Body-Mass-Index (BMI) von 23. In den ver-
gangenen drei Monaten hatte er 6 kg Gewicht verloren.
Obwohl man meinen kénnte, mit einem BMI von 23 kon-
ne er unmdoglich von einer Tumorkachexie betroffen sein,
zeigte der Verlauf, dass er in den letzten drei Monaten
mehr als 7% Gewicht verloren hatte und sich im Kache-
xie-Stadium befand. Deshalb wurde die Pflegediagnose
Mangelernihrung gestellt. Anschliessend fiihrte Pelling
ein ausfiihrliches Assessment durch, bei dem sie auch die
«salient beliefs» (Sicht und Erklirungen des Patienten zu
seiner Situation) erfasste. Als Pflegeziel legte sie fest, dass
Herr H. sein aktuelles Gewicht in den folgenden sechs
Wochen wiirde halten konnen.

Interventionen bei Tumorkachexie

Beziiglich des Managements einer Tumorkachexie ist es
zentral, mit dem Patienten und seiner Familie die Ess-
gewohnheiten, Vorlieben, Unvertriglichkeiten und Ab-
neigungen zu besprechen. Dies wurde auch bei Herrn
H. gemacht. Tsering Pelling suchte zusammen mit dem
Patienten und seiner Ehefrau nach Interventionen, die
zum Patienten und seiner Lebenssituation passen. Herr
H. wurde dazu angeregt, regelmissig und hiufig kleine
Essensportionen zu sich zu nehmen (Kisewiirfel, cremi-
ge Dipps sowie Ergidnzungsnahrung). Zudem riet Pel-
ling, vor dem Essen jeweils einen kurzen Spaziergang zu
machen. Die Evaluation zeigte, dass der Patient seinen
Essensplan meistens einhalten und sein Gewicht stabil
halten konnte. Dariiber war er sehr froh. Bei der Interak-
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tion mit dem Patienten und seiner Familie war es Tsering
Pelling wichtig, nach den Regeln der motivierenden Ge-
sprichsfithrung vorzugehen und eine Kommunikation auf
Augenhohe durchzufiihren.

Das Praxisbeispiel zeigt, dass ein Erndhrungsscreenig
dabei hilft, Tumorkachexie-Risikopatienten frithzeitig
zu erkennen und Interventionen einzuleiten, so dass das
Gewicht so lange wie moglich stabil gehalten werden
kann. Dies fiithrt zu besserer Lebensqualitdit und kann
in palliativen Situationen auch das Therapieansprechen
verbessern.

Forderpreis 2014

Von den drei Forderpreis-Projekten, die dieses Jahr der
Jury vorgelegt wurden, konnten zwei Arbeiten primiert
werden. Frédéric Fournier, Vorstandsmitglied Onkologie-
pflege, iiberreichte die Preise den stolzen Gewinnerinnen.
Der erste Preis ging an Susanne Wiedmer, Studiengang-
verantwortliche NDS Onkologiepflege, Kursleiterin
Fortbildung Onkologiepflege und Palliative Care, Kan-
tonsspital St. Gallen. Sie erhielt fiir ihr Projekt «Fort-
bildungsangebot Onkologiepflege fiir Fachpersonen Ge-
sundheit EFZ» 3°000 CHEF. Da Fachpersonen Gesundheit
EFZ (FaGe) auch vermehrt in der Onkologie eingesetzt
werden, konzipierte Wiedmer fiir sie ein strukturiertes
Fortbildungsprojekt. Die Evaluation des Angebots zeig-
te, dass diese fachliche Fortbildung sehr geschitzt wurde,
aber auch, dass sich die Kompetenzen von FaGe deutlich
von denen der dipl. Pflegefachpersonen unterscheiden.
Weitere Kursangebote in Onkologiepflege fiir FaGe sind
gewiinscht und sollen angestrebt werden.

Der zweite Preis ging an Lucie Carneiro und das Team
Gynikologie im Spital Neuenburg. Sie erhielten 2°000
CHEF fiir ihr originelles Projekt «Café Sexologie». Das
Café Sexologie ist eine echte Neuheit. Es bietet seit
April 2013 Patientinnen und ihren Partnern die Ge-
legenheit, Gedanken, Erlebnisse und Erfahrungen zu
einem bestimmten Thema auszutauschen, das im wei-
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teren oder auch engeren Sinn mit sexueller Gesundheit
zusammenhidngt — ganz gemiss dem Motto: «Dinge,
iiber die man nicht spricht, nehmen noch mehr Platz
ein» (Alix Noble, 2013). Bis jetzt sind drei bis vier
Café Sexologie pro Jahr geplant. Die Treffen werden
durch eine dipl. Pflegefachfrau der Gynikologie und
eine externe klinische Sexologin begleitet. Fiir die
Zukunft zieht man in Betracht, dihnliche Zusammen-
kiinfte auch fiir andere Gebiete der Onkologie zu or-
ganisieren — und hofft, das Projekt in die Neuenburger
Krebsliga zu integrieren.

Herzliche Gratulation an die beiden Frauen und ihre
Teams fiir die wertvollen Projekte.

Fazit

Der Tag Update Onkologiepflege hat uns gezeigt, dass
wir uns fiir die Zukunft dringend fit machen miissen, da-
mit wir die alten und neuen Herausforderungen in der
Onkologiepflege meistern konnen. Updaten bedeutet un-
ter anderem, mit der Entwicklung der Medikamentenfor-
schung, der personalisierten Medizin, der Patienten- und
Personalentwicklung schrittzuhalten. Wir miissen phy-
sisch, psychisch und sozial bereit sein, die Betroffenen auf
ihrem Krankheitsweg zu pflegen, zu beraten und zu be-
gleiten. Zum «Updaten» braucht es aber auch Mut, Fan-
tasie und Risikobereitschaft, sich auf Forschungsthemen
einzulassen und etwas zu wagen.

Grosser Dank gilt den zahlreichen Ausstellern, Michaela
Fritz, Sylvia Spengler-Mettler und all den fleissigen Frau-
en und Minnern, die im Hintergrund tdtig waren. Ohne
sie wire ein so gut organisierter Kongress nicht zu Stande
gekommen.

Auf der Webseite der Onkologiepflege Schweiz
(www.onkologiepflege.ch) stehen alle Referate als Down-
load zur Verfiigung.
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Ausgangslage

Die Fortschritte in der Behandlung von Krankheiten und
die Spezialisierung haben zur Folge, dass zunehmend mehr
verschiedene Fachleute in die Behandlungskette involviert
sind. Fiir die Patientinnen und Patienten bedeutet dies, dass
sie tiber einen Zeitraum hinweg entweder sequenziell oder
parallel von verschiedenen medizinischen Fachpersonen be-
handelt werden. In der Regel erfolgt jede dieser Behand-
lungen entsprechend dem Stand der Wissenschaft, der in
Guidelines zusammengefasst ist. Damit die Patienten auf
diesem Weg kompetent begleitet und Doppelspurigkeiten
und unnotige Behandlungsverzogerungen vermieden wer-
den, verlangen diese komplexen Behandlungsabliufe eine
Koordination der verschiedenen Aktivititen.

Das vorliegende Pilotprojekt der Schweizerischen Aka-
demie fiir Qualitit in der Medizin SAQM der FMH stellt
explizit die Erstellung eines Sektoren (ambulant, stationir),
Institutionen und Disziplinen iibergreifenden Behand-
lungspfads ins Zentrum der Arbeit. Solche sektoreniiber-
greifenden Pfade befinden sich laut Literatur erst in einem
frithen Entwicklungsstadium, weshalb auch wenig Evidenz
fiir deren Effizienzsteigerung und Verbesserung der Versor-
gung vorliegt. Im Rahmen des Pilotprojektes sollen deshalb
Erfahrungen gesammelt und iiber den Mehrwert und den
Aufwand einer berufs- und sektoreniibergreifenden Prozess-
strukturierung bei einem so komplexen, multidisziplindren
Krankheitsbild mit vielen Schnittstellen fiir Leistungser-
bringer und Patienten Anhaltspunkte gewonnen werden.

Fokus Kolonkarzinom

Im Fachgebiet der Onkologie sind sowohl die Leistungs-
erbringer als auch die Patienten ganz besonders auf eine
optimale interdisziplindre Zusammenarbeit angewiesen.
Denn in die Behandlung vieler Krebserkrankungen sind
Fachpersonen aus ganz unterschiedlichen medizinischen
Bereichen und Berufsgruppen eingebunden. Deshalb spre-
chen auch das «Nationale Krebsprogramm fiir die Schweiz
2011-2015» sowie der Bericht «Nationale Strategie ge-
gen Krebs» den Patientenpfaden/Behandlungspfaden eine
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grosse Wichtigkeit zu. Das hier konzipierte Pilotprojekt
stellt innerhalb der Krebserkrankungen das Krankheitsbild
Kolonkarzinom ins Zentrum. Die Erfahrungen sollen die
Grundlagen bilden, um zukiinftig weitere sektoreniiber-
greifende Behandlungspfade erarbeiten zu konnen.

Projektziele

Die Hauptziele des Pilotprojekts sind die folgenden:

e Es sind Grundlagen bereitgestellt, welche gewihr-
leisten, dass ein an einem Kolonkarzinom erkrankter
Patient unabhingig von seinem Wohnort eine quali-
tativ hochstehende standardisierte und optimal koor-
dinierte, auf anerkannten (inter-)nationalen Guidelines
basierende Behandlung erhiilt.

¢ Erfahrungen beziiglich Mehrwert und Aufwand der Er-
stellung von sektoreniibergreifenden Behandlungspfa-
den mit vielen Schnittstellen sowie der damit einherge-
henden berufsgruppeniibergreifenden Zusammenarbeit
sind gesammelt.

Falls es gelingen sollte, sektoren- und fachiibergreifend
ein Pilotbehandlungspfad zu erstellen und erfolgreich zu
implementieren, konnen in einem Folgeprojekt weitere
Arbeiten angegangen werden. So zum Beispiel die Adap-
tion des erarbeiteten Behandlungspfades fiir verschiedene
Versorgungsregionen, die Erstellung von Behandlungs-
pfaden zu anderen Krankheitsbildern sowie die Pflege und
Aktualisierung des erstellten Behandlungspfades Kolon-
karzinom in festzulegenden Abstidnden.

Projektnutzen

Mit dem Pilotprojekt sollen die folgenden Hypothesen

getestet werden:

¢ Die Wahrscheinlichkeit, dass der Patient eine qualitativ
hochstehende, auf anerkannten Guidelines und definierten
Behandlungsstandards basierende Behandlung erhilt —
unabhingig vom Zugang zum System — wird erhoht.

e Die integrierte Betreuung {iiber die Behandlungs-
schnittstellen des Patienten hinaus wird gefordert.

¢ Die interdisziplindre Zusammenarbeit innerhalb der
Arzteschaft und mit anderen beteiligten Berufsgrup-
pen wird verstirkt.

¢ Die Fachgesellschaften bzw. Berufsgruppen schaffen
durch die verbindliche Festlegung des sektoreniiber-
greifenden Behandlungspfades die Voraussetzung, dass
in der Behandlung des Kolonkarzinoms eine gute Be-
handlungsqualitit erbracht werden kann.

e Die einzelnen Leistungserbringer konnen, basierend
auf den festgelegten Behandlungsstandards gegeniiber
Kostentrigern mit wenig individuellem Aufwand ihre
Behandlungsmassnahmen begriinden.

¢ Die Behandlung wird moglicherweise kostengiinstiger,
da durch den Behandlungspfad Doppelspurigkeiten und
Behandlungsverzogerungen minimiert werden sollen.

e Mit dem Pilotprojekt werden Grundlagen geschaffen,
damit die Versorgungsqualitit zukiinftig in einem ausge-
wihlten Krankheitsbereich leichter erfasst werden kann.




¢ Die Basisarbeiten bzgl. Methodologie und praktischer
Umsetzung sowie die gemachten Erfahrungen lassen
sich fiir die Entwicklung und Umsetzung von Behand-
lungspfaden fiir andere Krankheitsbilder nutzen.

Breite Abstiitzung

Am Projekt beteiligen sich 20 in die Behandlung von
Patienten mit einem Kolonkarzinom involvierten Fach-
gesellschaften und Berufsgruppen. Einerseits sind das
die betroffenen medizinischen Fachgesellschaften, ande-
rerseits die verschiedenen nichtirztlichen Gesundheits-
berufe wie beispielsweise die Onkologiepflege, Stoma-
therapie oder Erndhrungsberatung. Durch die offizielle
Delegation der Mitglieder des Projektteams durch die
entsprechenden Berufsorganisationen ist die fachliche und
berufspolitische Verankerung des Pilotprojekts gewihrleis-
tet. Um das Projekt auch methodisch optimal zu planen
und durchzufiihren und um internationales Knowhow op-
timal zu beriicksichtigen, arbeitet die SAQM eng mit der
European Pathway Association zusammen.

Einbezug von Bestehendem
Damit Doppelspurigkeiten vermieden und Synergien opti-
mal genutzt werden kinnen, hat die Projektleitung vor dem

offiziellen Projektstart Anfang 2014 bei allen beteiligten
Berufsgruppen sowie den fachlich betroffenen Weiterbil-
dungsstittenleiterinnen und -leiter der Schweizer Spitiler
eine Erhebung beziiglich vorhandenen Behandlungspfaden
sowie relevanten krankheitsspezifischen Guidelines, Be-
handlungsstandards sowie Patienteninformationsmateri-
alien durchgefiihrt. Die Ergebnisse sind dusserst wertvoll
und werden wo immer moglich in die Arbeiten integriert.

Projektleitung

Die Projektleitung setzt sich aus folgenden Personen zu-

sammen:

e Varja A. Meyer, lic. phil., FMH / Schweizerische Aka-
demie fiir Qualitit in der Medizin SAQM

* Dr. med. Jiirg Nadig, Schweizerische Gesellschaft fiir
medizinische Onkologie SGMO

e Dr. med. Jiirg Pfisterer, Schweizerische Gesellschaft fiir
Allgemeine Innere Medizin SGIM

Kontakt

Mochten Sie mehr {iber das Pilotprojekt «Sektoreniiber-
greifender Behandlungspfad Kolonkarzinom» erfahren?
Bitte nehmen Sie Kontakt mit uns auf: sagm@fmh.ch
oder Telefon 031 359 11 11.

Dr Christoph Bosshard, membre du Comité central
de la FMH, responsable du département DDQ et de
I’TASQM

Varja Meyer lic.phil.l, cheffe suppléante de la division
DDQ, responsable opérationnelle de ’ASQM

Dr Jurg Nadig, président SSOM
Dr Jurg Pfisterer, co-président SSMI

Contexte

Les progrés de la médecine et la spécialisation profes-
sionnelle augmentent le nombre d’intervenants spécia-
lisés impliqués dans les diverses étapes d’'un traitement.
Les patients sont ainsi soit ponctuellement, soit paralle-
lement, en rapport avec différents spécialistes au cours
de leur prise en charge. En regle générale, chacun de ces
traitements s’'appuie sur les connaissances scientifiques

actuelles, telles que décrites dans les guidelines. Pour
garantir un accompagnement compétent des patients et
afin d’éviter les doublons ainsi que les retards inutiles au
traitement, la coordination des différentes activités revét
toujours plus d’importance, en particulier pour les procé-
dures thérapeutiques complexes.

Le présent projet-pilote de I’ Académie suisse pour la qualité
en médecine (ASQM) de la FMH met explicitement l'ac-
cent sur le développement d’une trajectoire intersectorielle
du patient prenant aussi bien en compte les deux secteurs
(ambulatoire/stationnaire) que les différentes institutions et
disciplines concernées. Comme le développement de trajec-
toires intersectorielles en est encore a ses débuts, il existe
peu de données probantes aptes a augmenter leur efficacité
et a améliorer la qualité des soins. Dans le cadre de ce pro-
jet-pilote, il s’agira donc d’acquérir des expériences et de
réunir des informations pour les fournisseurs de prestations
et les patients concernant les bénéfices et les inconvénients
d’une structure thérapeutique interprofessionnelle et inter-
sectorielle pour un tableau clinique aussi complexe et mul-
tidisciplinaire avec de nombreuses interfaces.

Focus: cancer du cblon

D’une maniere générale, les spécialistes et les patients en
oncologie sont tributaires d’'une collaboration interdis-
ciplinaire la mieux a méme de répondre a leurs besoins.
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En effet, le traitement de ce cancer comme de beaucoup
d’autres demande l'intervention de spécialistes issus de
domaines médicaux et de groupes professionnels tres di-
vers. Cest aussi la raison pour laquelle le «Programme
national contre le cancer pour la Suisse 2011-2015» et
le projet de rapport «Stratégie nationale contre le can-
cer» accordent beaucoup d’importance 2 la trajectoire du
patient. Le présent projet-pilote se concentrera exclusive-
ment sur le cancer du colon. Les expériences acquises au
cours de ce projet serviront de base en vue de développer
d’autres trajectoires intersectorielles du patient.

Objectifs du projet

Les principaux objectifs du projet-pilote sont les suivants:

* Mettre a disposition des outils permettant de garan-
tir qu'un patient atteint du cancer du colon regoive un
traitement de qualité élevée, standardisé et coordonné
de maniére optimale, fondé sur des guidelines (inter)
nationales reconnues, indépendamment de son lieu de
domicile.

* Acquérir des expériences précieuses concernant les bé-
néfices et les inconvénients d’une part de 1’élaboration
de trajectoires intersectorielles avec de nombreuses in-
terfaces et d’autre part de la collaboration interdiscipli-
naire qui en découle.

S’il s’avere possible de développer et d’'implémenter avec
succeés une trajectoire-pilote dans différents secteurs et
disciplines, d’autres travaux pourront étre entrepris lors
d’une prochaine étape, par exemple I'adaptation de la tra-
jectoire a d’autres régions de soins, 1'élaboration de trajec-
toires pour d’autres tableaux cliniques ainsi que l'actuali-
sation de la trajectoire dans un intervalle a définir.

Intéréts du projet

Le projet-pilote vise notamment a vérifier les hypotheses

suivantes:

e La probabilité qu'un patient bénéficie d'un traitement
de qualité élevée, fondé sur des guidelines reconnues et
des standards de traitement définis — indépendamment
de l'acces au systéme — augmente.

e La prise en charge intégrée du patient au-dela des inter-
faces est encouragée.

® La collaboration interdisciplinaire au sein du corps mé-
dical et avec d’autres groupes professionnels impliqués
est renforcée.

e En définissant une trajectoire intersectorielle de portée
générale, les sociétés de discipline médicale et les grou-
pes professionnels posent les jalons devant permettre
de fournir un traitement de qualité élevée aux patients
atteints du cancer du cdlon.

e Grace a la définition de standards de traitement, les
différents fournisseurs de prestations peuvent plus fa-
cilement motiver les mesures thérapeutiques envers les
assureurs.
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* La trajectoire permet de diminuer les cofits de traite-
ment en évitant les doublons et les retards.

* Le projet-pilote crée des conditions aptes a simplifier
I'identification de la qualité des soins pour une maladie
en particulier.

® Les travaux de base concernant la méthodologie et la
mise en ceuvre ainsi que les expériences réalisées peu-
vent étre mis 2 profit en vue de développer et de mettre
en ceuvre des trajectoires portant sur d’autres maladies.

Large soutien

Pas moins de 20 sociétés de discipline médicale et
groupes professionnels impliqués dans le traitement de
patients atteints du cancer du cdlon ont rejoint le projet.
Il s’agit d'une part des sociétés des disciplines concernées,
et d’autre part des différentes professions non médicales
impliquées comme les soins oncologiques, la stomathéra-
pie et la diététique. La délégation officielle des membres
de 'équipe de projet par les organisations professionnelles
concernées permet de garantir l'assise du projet sur le plan
scientifique et politique. Pour planifier et concrétiser le
projet au mieux du point de vue de la méthode et pour
intégrer le savoir-faire international, ’ASQM collabore
étroitement avec 'European Pathway Association.

Intégration des éléments existants

Pour éviter les doublons et utiliser au mieux les syner-
gies, la direction du projet a procédé au début 2014, soit
avant le lancement officiel du projet, 2 une enquéte aupres
de I'ensemble des groupes professionnels et responsables
d’établissements de formation postgraduée des hépitaux
suisses concernés pour savoir s’il existe déja des trajec-
toires, des guidelines, des normes de traitement et du ma-
tériel d’information pour les patients atteints du cancer
du cblon. Cette enquéte a permis de réunir de précieuses
informations qui seront dans la mesure du possible inté-
grées dans les travaux.

Direction du projet

La direction du projet se compose des personnes suivantes:

® Varja A. Meyer, lic. phil., FMH / Académie suisse pour
la qualité en médecine (ASQM)

* Dr Jiirg Nadig, Société suisse d’oncologie médicale
(SSOM)

e Dr Jiirg Pfisterer, Société suisse de médecine interne
générale (SSMI)

Contact

Souhaitez-vous en savoir plus sur le projet-pilote «Trajec-
toire intersectorielle des patients atteints du cancer du c6-
lon»? N’hésitez pas a prendre contact avec nous a l’adresse
asqm@fmh.ch ou au numéro 031 359 11 11.




Felicitas Hitz, SAKK delegate and member
of the IELSG Board of Directors

The annual meeting of the International Extranodal Scudy
Group (IELSG) was held on March 21-22, 2014 in Bel-
linzona chaired by Franco Cavalli and Emanuele Zucca.
Again 65 participants dedicated and interested in ex-
tranodal lymphomas from all over the world joined the
meeting. Haemato-oncologists, radio-oncologists, pa-
thologists and basic researchers discussed ongoing and
future trials.

The total accrual of prospective, retrospective and biologi-
cal IELSG trials now reaches 6279 patients. In the near fu-
ture several trials will be published; among these are worth
to mention: an update on IELSG 10 (First-line treatment
for primary testicular diffuse large B-cell lymphoma with
Rituximab-CHOP, CNS prophylaxis, and contralateral
testis irradiation: Final Results of an International Phase
II Trial), IELSG 26 (Prognostic value of 18FDG baseline
functional PET parameters in primary mediastinal diffuse
large B cell lymphoma); IELSG 31 (Extranodal follicu-
lar lymphoma: final analysis) and IELSG 32 (Randomized
phase II Trial on primary chemotherapy with high-dose
methotrexate and high-dose Cytarabine with or without
Thiotepa, and with or without rituximab, followed by
brain irradiation vs. high-dose chemotherapy supported
by autologous stem cell transplantation for immunocom-
petent patients with newly diagnosed primary CNS lym-
phoma).

Here will be summarized the principal issues addressed
during the meeting.

1. Ongoing prospective clinical studies

IELSG 39 — International prospective phase 2 trial ad-
dressing the efficacy of first-line Chlamydophila psit-
taci-eradicating therapy with protracted administra-
tion of doxycycline followed by eradication monitoring
and antibiotic re-treatment at infection re-occurrence
in patients with newly diagnosed Ocular Adnexal Mar-
ginal Zone Lymphoma (OAMZL)
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The IELSG 39 study will assess the role
of prolonged doxycycline treatment and
re-treatment in case of Clamydophila psit-
taci re-infection in patients with ocular ad-
nexal marginal zone lymphoma. At pres-
ent accrual is only open in Italy where 14
of the 30 expected patients have been now
enrolled.

IELSG 38 — A pbhase 11 study of Chlorambucil in com-
bination with subcutaneous Rituximab followed by a
maintenance therapy with subcutaneous Rituximab
in patients with extranodal marginal zone B-cell lym-
phoma of mucosa associate lymphoid tissue (MALT lym-
phoma)

The IELSG 38 trial will assess the safety and efficacy of the
Chlorambucil plus Rituximab combination using a new
formulation of Rituximab given subcutaneously, followed
by a two-year maintenance treatment with subcutaneous
Rituximab.

This will be the first study to assess a maintenance treat-
ment with rituximab in this patient population. Based on
the statistical design, approximately 100 patients will be
enrolled in the study. The study has been approved by the
competent authorities in France and Italy (where the first
patient will be enrolled soon) while at IOSI the accrual is
already started.

IELSG 37 — A randomized, open-label, multicenter,
two-arm phase 111 comparative study assessing the role
of involved mediastinal radiotherapy after Rituximab
containing chemotherapy regimens to patiemts with
newly diagnosed Primary Mediastinal Large B-Cell
Lymphoma (PMLBCL)

Almost 100 patients have been enrolled in the IELSG 37
up to now in Italy, Norway, Sweden, Switzerland, UK
and Ukraine (other centers are open in Canada and USA).
Data analysis from IELSG 26 indicated that patients with
a Deauville score of 3 (residual FDG uptake > mediastinal
blood pool and < liver) had a clinical outcome identical to
that of patients with Deauville score 2 (i.e., FDG uptake
below the mediastinal blood pool one). Using the Deau-
ville score 3 as cut-point (uptake < liver) increases specific-
ity and maintains sensitivity in identifying patients who
are at risk of failure. Based on this, the sample size was
recalculated and 540 patients will have to be registered
(instead of more than 700) in order to reach the required
number of 376 responding patients to be randomized.
The protocol has recently been amended and sent to the
competent authorities.




IELSG 36 — BRISMA — Bendamustine and Rituximab
for the treatment of Splenic Marginal Zone Lymphoma.
A phase 11 prospective study

The IELSG 36 study will assess safety and efficacy of the
combination of Bendamustine and Rituximab as a first
line treatment in patients with splenic marginal zone
lymphoma. The accrual of this study is open in France
and Italy and 45 patients have now been enrolled.

IELSG 32 — Randomized phase 11 trial on primary
chemotherapy with high-dose Methotrexate and high-
dose Cytarabine with or without Thiotepa, and with or
without Rituximab, followed by brain irradiation vs.
bigh-dose chemotherapy supported by autologous stem
cells transplantation for immunocompetent patients
with newly diagnosed primary CNS lymphoma

The IELSG 32 randomized study in patients with primary
CNS lymphoma has so far a good accrual and the goal of
104 evaluable patients at the second randomization will
be reached before the end of June 2014.

IELSG 30 — A phase 11 study of R-CHOP with intensive
CNS prophylaxis and scrotal irradiation in patients
with primary testicular diffuse large B-cell lymphoma

The IELSG 30 is a phase II study, which was discontin-
ued for several months in Italy due to local security mat-
ters, has so far enrolled 30 and the first efficacy results are
awaited.

2. New IELSG prospective trials

Several trial proposals were presented and discussed,
among those the most important were:

Two studies will follow on the IELSG 32: IELSG 42
«MARIETTA» on CNS relapses of aggressive lymphoma
and IELSG 43 «MATRIX» on newly diagnosed CNS.

Both trials were presented by Andrés Ferreri on behalf of
the European PCNSL Collaborative Group (EPCG). The
SAKK participation to these CNS lymphoma studies will
be discussed at the SAKK Lymphoma Project Group.

The post IELSG 19 study (Addition of rituximab to chlo-
rambucil produces superior event-free survival in the
treatment of patients with extranodal marginal-zone B-
cell lymphoma: 5-Year analysis of the IELSG-19 random-
ized study) was discussed extensively. Before taking a final
decision on a future therapy based trial, further clinical
and biological analysis of the 227 patients will be per-
formed to tailor a sound treatment approach for patients
with relapsed marginal zone lymphoma. Several interest-
ing options as combinations of antibiotics and immuno-
modulators, new drugs or new CD 20 antibodies were
discussed.

Both meeting days were closed by excellent education lec-
tures. On Friday afternoon, Gianluca Gaidano from No-
vara talked about «Post-transplant extranodal lymphop-
roliferative lesions», while on Saturday morning Astrid
Pavlovsky from Buenos Aires summarized the current
knowledge on «PET-based treatment of Hodgkin Lym-
phoma: present evidence and future developments».

The official meeting day ended in the wonderful medieval
environment of Bellinzona’s Castelgrande, an UNESCO
world heritage.

Many thanks to the organizers for creating a friendly and
inspiring atmosphere to this meeting.

Felicitas Hitz, SAKK delegate and
member of the IELSG Board of Directors
felicitas.hitz@kssg.ch

THE RESULTS OF THE IELSG 26 STUDY HAVE BEEN RECENTLY PUBLISHED ON THE JOURNAL OF
CLINICAL ONCOLOGY. (Martelli M, et al. J Clin Oncol. 2014 May 5. Epub ahead of print) WITH AN ACCOM-
PANYING EDITORIAL THAT POINTS OUT THE RELEVANCE OF THE ONGOING IELSG 37 STUDY:

«[...] The IELSG is to be applauded for their prospective trial efforts in PMBL (Primary Mediastinal B-cell Lymphoma),
first defining outcomes based on end of treatment PET, and currently using this data to inform a prospective clinical
trial exploring the ability of CMR (complete metabolic response) with PET to identify patients where RT (radiother-
apy) can be safely omitted (IELSG-37 trial, NCT01599559) [...] The efforts by the IELSG to prospectively evaluate
the ability of functional imaging to limit the need for radiation therapy in ostensibly half of patients are a laudable
effort. [...] The IELSG's ability to perform a randomized study in this rare subtype of DLBCL (Diffuse Large B-cell
Lymphoma) should serve as a challenge to the community to confirm phase II data.»

Hamlin PA. Evolving Treatment Paradigms for Primary Mediastinal Diffuse Large B-Cell Lymphoma. ] Clin Oncol. 2014 May 5.
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International Breast Cancer
Study Group IBCSG

Rudolf Maibach, IBCSG Coordinating Center, Berne

Keywords: Metastatic breast cancer, chemotherapy,
Endocrine treatment, Pregnancy

Gianni Bonadonna Breast
Cancer Award for Prof.
Aron Goldhirsch

ASCO  confers  Special
Awards to recognize re-
searchers, physicians, pa-
tient advocates, and leaders
of the global oncology com-
munity who, through their
work in clinical oncology,
cancer research, or public
and government advocacy,
have made significant con-
tributions to the field of
cancer care.

«The recipients of this year’s awards are striving to con-
nect science and society, leading a global approach to the
treatment and quality of life for people living with can-
cer,» said Sandra M. Swain, MD, FACP, Immediate Past
President of ASCO and Chair of the Special Awards Selec-
tion Committee. «It is our honor to bestow these awards
upon them.»

The Gianni Bonadonna Breast Cancer Award and Lecture
will be bestowed to Aron Goldhirsch and will be present-
ed at the 2014 Breast Cancer Symposium, September 4-6,
San Francisco, California.

Aron Goldhirsch is Scientific Co-chair of IBCSG, and
Director of the Multidisciplinary Program of Senology
and Deputy Scientific Director at the European Institute
of Oncology, Italy, and a Professor of Medical Oncology
at the University of Bern. He has served as Chair of the
Update Committee of the Early Breast Cancer Trialists’
Collaborative Group, which conducts large-scale meta-
analyses of breast cancer treatments, and Vice-Chair of the
Breast International Group, a consortium of cooperative
groups around the world for conducting clinical trials for
breast cancer therapies.

First presented in 2007 and named in honor of cancer
research pioneer Dr. Gianni Bonadonna, this award rec-
ognizes an active clinical and/or translational researcher
with a distinguished record of accomplishments in ad-

Prof. Aron Goldhirsch
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COOPERATIVE GROUPS

vancing the field of breast cancer and with exceptional
mentoring abilities.
IBCSG congratulates Aron for this fabulous award!

Annual meeting in Glasgow

This year’s Annual Meeting of the group was held in
Glasgow, Scotland, just after the 9™ European Breast
Cancer Conference. The IBCSG community convened
for its 38" Annual Meeting, which was opened with
the traditional apéro and dinner at the most impressive
Grand Central Hotel which is built into Grand Central
Station.

Statisticians Zhuoxin Sun and Meredith Regan discuss with
Guy Jérusalem

The Principal Investigators’ Meeting served to discuss
new research projects and trial ideas which are not yet
ready to be started. This informal exchange is closed and
reserved for IBCSG members and serves to freely discuss
the proposals in view of a potential further development.

The Scientific Session started off with the traditional
overview by Karen Price of research activities of the past
12 months. Fourteen publications appeared and resulted
in an impact factor sum of 194. They covered main pub-
lications of the CALOR and CASA trials and the Com-
munication Trial, several other trials in which IBCSG
collaborated, as well as database and correlative research
projects and commentaries. The total number of IBCSG
publications hit the mark of 300 early in 2014.

The updates by trial chairs on the various ongoing trials
were interspersed by research intermezzi presenting re-

sults from advanced or recently finalized projects.

Meredith Regan, IBCSG Group Statistician, gave a com-
prehensive overview of IBCSG coordinated studies. The
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primary focus of interest are of course the upcoming pre-
sentation and publication of the aromatase inhibitor ques-
tion of the SOFT and TEXT trials which are submitted
to ASCO as late-breaking abstracts. They will be comple-
mented by first results from the SOFT-EST substudy which
evaluates the estradiol suppression in patients randomized
to the ovarian function suppression (OFS) plus Tam or Exe
arms of SOFT. The evaluation of the ovarian function sup-
pression of the SOFT trial will be presented at the San An-
tonio Breast Cancer Symposium in December of this year.

In a research intermezzo, Giinter Gruber, radiotherapist
from the Hirslanden Clinic in Ziirich, gave a comprehen-
sive overview of the current status of knowledge and re-
search trends in radiotherapy. He added his personal opin-
ion of where this modality is heading, which was much
appreciated by the audience.

In his closing remarks, Marco Colleoni, Scientific co-
Chair, wrapped up the meeting with a positively optimis-
tic outlook into the future of IBCSG. Although the time
is not ripe for new large adjuvant trials, a lot of promis-
ing initiatives are ongoing and the IBCSG has opened its
research agenda to include trials in the neo-adjuvant and
the metastatic setting as well as the issue of the pregnancy
wish of young patients with breast cancer.

The Data Manager Workshop was for the last time
admirably organized by Jennifer Shepard from the Data
Management Center and met again with a high interest
from participants. Several speakers gave overviews or in-
troductions to their field of expertise; Manuela Rabaglio
from the IBCSG Coordinating Center in Bern explained
the process of medical and safety review which is central
to the conduct of our trials. The interactive and informal
nature of the meeting and networking opportunity it rep-
resents are always much appreciated.

CLINICAL TRIALS

IBCSG 43-09 HOHO

IBCSG 43-09 is the Young Women'’s Breast Cancer Study,

and HOHO stands for «Helping Ourselves Helping Oth-

ers». It is a longitudinal cohort study of 300 young women
with breast cancer (early or advanced) in selected institu-
tions in Europe. All eligible patients treated at each center
are invited to join the cohort. Patient surveys and medical

record review are utilized. Women are surveyed every 6

months for the first 3 years after diagnosis, then yearly

thereafter for an additional 7 years (for a total follow-up
of 10 years following diagnosis). The study has two main
objectives:

1. To identify in selected institutions in Europe a cohort
of young women (age 18-40) newly diagnosed with
breast cancer (early or advanced) to assess a broad range
of variables at baseline and over the course of the ensu-
ing 10 years.

2. To characterize this population at diagnosis and in
follow-up regarding disease and psychosocial outcomes
(e.g., presentation and disease characteristics, fertility
and menopausal issues, and long term outcome).

At present 10 centers in Italy and 4 centers in Switzer-
land are participating in the trial and have accrued 192
patients up to end of March 2014, 49 of them by Swiss
sites.

IBCSG 48-14/BIG 8-13 POSITIVE

The best available evidence suggests that pregnancy after
breast cancer does not negatively impact disease outcome and
issafefortheoffspringbutnodefinitiveinformationisavailable
to recomend a safe interval from BC diagnosis to pregnancy.
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The POSITIVE trial will investigate endocrine therapy
(ET) interruption to enable conception for young women
between 18 and 42 years of age with endocrine responsive
early breast cancer who received adjuvant ET for 18 to 30
months and wish to attempt pregnancy.

The main objectives are:

1. To assess the risk of breast cancer relapse associated
with temporary interruption of endocrine therapy to
permit pregnancy

2. To evaluate factors associated with pregnancy success
after interruption of endocrine therapy.

The trial will also allow for the testing of biologic corre-
lates of pregnancy and disease outcome.

A total of 500 patients are planned to be recruited from
several centers worldwide in approximately 4 years. Trial
activation is expected by the end of May 2014.

IBCSG 42-12 SNAP

The trial evaluates in a randomized phase II fashion three
different schedules of nab-Paclitaxel in patients with his-
tologically or cytologically confirmed HER2-negative
metastatic (stage IV) breast cancer who have not received
any prior chemotherapy. The acrynom stands for Sched-

17. Internationales Seminar
Onkologische Pflege - Fortgeschrittene Praxis

04. - 05. September 2014, Universitat, CH-St. Gallen

ules of NAb-Paclitaxel. It is planned to recruit 240 pa-
tients within about 30 months.

SNAP evaluates three schedules of nab-Paclitaxel as pro-
longed chemotherapy administration strategy. All three
arms start with a common induction treatment during the
first 3 cycles, and then continue with different schedules
of reduced dose intensity until progressive disease or lack
of tolerability. Each of the three arms will be compared to
a historical reference of seven-month median PFS based
on the most recent trial with docetaxel as control arm to
determine whether any of the three arms are worthy of
further investigation.

The trial is being conducted in several European countries.
The first patient was randomized in April 2013, and on
March 31, 2014, 87 patients have been recruited. Six SAKK
sites participate, and recruited 21 patients until March.

Rudolf Maibach, PhD, IBCSG Coordinating Center
Effingerstrasse 40, CH-3008 Berne

Tel. +41 (0)31 389 91 96
rudolf.maibach@ibcsg.org

www.ibcsg.org

Deutschsprachig-Européaische
Schule fur Onkologie

“deso

Reflexion, Stirkung und fachliches Update wissenschaftlicher Erkenntnisse fiir

Pflegefachpersonen aus der onkologischen Praxis, Fithrung und Lehre.

Gesellschaftliche Aspekte der Onkologiepflege, Erleben von Krankheit und

Behandlung, Supportive Care fiir Patienten und Betreuende, aktuelle medizinische

Detailliertes, aktuelles Programm unter www.oncoconferences.ch (Rubrik deso).

Ziel:
Inbhals:

und pflegerische Entwicklungen.
Methoden:
Leitung:

Mag. I. Achatz (AT)
Veranstalterin:

EONS-Akkreditierung

Infos + Anmeldung

Plenumsvortrige, Diskussion, Workshops und personlicher Austausch.

Dr. A. Glaus PhD (CH); M. Fliedner MNS (CH); E. Irlinger MHSc (DE);

Deutschsprachig-Europdische Schule fiir Onkologie (deso)

Kongress-Sekretariat der Deutschsprachig-Europiischen Schule fiir Onkologie (deso)
Frau Gabi Laesser, c/o Tumor- und Brustzentrum ZeTuP
Rorschacherstrasse 150, CH-9006 St. Gallen, Tel. +41 (0)71 243 00 32, Fax +41 (0)71 245 68 05

deso@oncoconferences.ch, www.oncoconferences.ch (Rubrik deso)

‘ Schweizer Krebsbulletin * Nr. 2/2014




14" St.Gallen International Breast
Cancer Conference 2015

Primary Therapy of Early Breast Cancer
Evidence, Controversies, Consensus

BCC 2015 18—-21 March 2015, Vienna/Austria

: ._-_iJ_llu.lllu o W
— ‘_:. e ._'|:___ :—-——‘I-‘I_J_

Abstract Deadline 15 December 2014

Information

St.Gallen Oncology Conferences (SONK)
¢/o Tumor and Breast Center ZeTuP
Rorschacherstrasse 150

CH-9006 St.Gallen/Switzerland
info@oncoconferences.ch
www.oncoconferences.ch

ongology




Splenic diffuse red pulp
small B-cell lymphoma:
report of a case requiring
sequential treatment with
splenectomy and short-
course rituximab

K. Aprile von Hohenstaufen?, E. Zucca?l, C. Mainettis,
G. Stussi?, J. Barizzi?, L. Mazzucchelli?, F. Cavalli*

110SI, Oncology Institute of Southern Switzerland, Bellinzona

2 Department of Clinical Pathology, Canton Institute of
Pathology, Locarno

3 Department of Dermatology, Regional Hospital, Bellinzona

Introduction

Splenic lymphomas include different entities with largely
overlapping features, whose definite classification is still
being finalized. The term «primary splenic» has been al-
ternatively used to indicate diseases exclusively localized
in the spleen, or systemic lymphomas with prevalent in-
volvement of the spleen and only limited or none lymph-
adenopathies'. In addition to the splenic marginal zone
lymphoma (SMZL) and the hairy cell leukemia (HCL),
there are a number of variably defined small B-cell lym-
phoproliferative entities that do not fall in any of the sub-
types recognized in the current WHO classification and
are therefore diagnosed as «splenic lymphoma/leukemia
unclassifiable (SL-u)». The heterogeneity of the popula-
tions included in clinical trials for the treatment of splenic
marginal zone lymphomas does not allow any specific rec-
ommendation for the treatment of SL-u. Adding complex-
ity to this scenario, in the WHO 2008 classification, two
novel provisional entities have been proposed, namely the
splenic diffuse red pulp small B-cell lymphoma (SDRPL)
and the Hairy cell leukemia variant (HCL-v)*>. Here we
present the case of a 71 male patient with multiple sub-
cutaneous lesions, massive splenomegaly and circulating
villous lymphocytes. The management of the case and a
short review of the literature will be discussed.

Case report

A 71 years old male presented in October 2009 to the
dermatology department of our hospital for a slowly pro-
gressive erythematous-nodular skin lesion of the forehead
(figure 1). His clinical history was unremarkable, and
no systemic B symptoms were reported. At the physi-
cal examination a massive splenomegaly with inferior
margin of the spleen lying in the left iliac fossa, and no
palpable lymph-adenopathies, were found. The biopsy of
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Figure 1. Erythematous-nodular skin lesion (arrow) on the
forehead. The histological picture showed a T lymphocytic
infiltration with rare CD20+ B lymphocytes harboring a
monoclonal IGVH®@.

the cutaneous lesion showed T lymphocytic infiltration
with rare CD20+ B lymphocytes harboring a monoclo-
nal IGVH@, even though this finding was deemed not
conclusive for lymphoma. The patient was then referred
to our onco-hematology unit. At routine blood tests
normal absolute leukocyte count with lymphocytosis
(6.5x10°/L), normal hemoglobin, and thrombocytope-
nia (79x10°/L) were found. The serum B2-microglobulin
level was elevated (6 mg/L; upper normal value, 2.53),
while LDH was normal and anti-HCV antibodies nega-
tive. The blood smear showed medium-size lymphocytes
with polar large villous projections, clumped chromatin
and prominent nucleoli (figure 2). Peripheral blood flow
cytometry showed monoclonal CD19+ B lymphocytes
with CD20 high, IgM+, FCM7+, CD11c low, CD5-
CD10-, CD23-. This report was considered as suggestive
of a marginal zone lymphoma.

Total body CT scan described an inguinal-right lymph-
adenopathy with maximum diameter of 2 cm and sple-

Figure 2.
Peripheral
blood smear:
medium-size
lymphocyte
with multi-
polar villous
projections,
clumped
chromatin
and
prominent
nucleolus.
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nomegaly of 27 cm, without focal parenchymal lesions.
A deep venous thrombosis extended from the left iliac
vein to the inferior cava vein was incidentally discov-
ered. PET-CT scan showed normal FDG uptake of the
spleen, and pathologic uptake of the right iliac lymph
node (SUV max 6), accompanied by multiple subcuta-
neous lesions of the upper right back and left arm (SUV
max 2.64) (figure 3). A bone marrow examination, per-
formed in the attempt to better define the lymphoma
subtype, showed 30% diffuse-interstitial infiltration of
lymphocytes, with the following immunohistochemical
profile: CD20+, CD79a+, CD10-, CyclinD1-, CD23-.

Flow cytometry on bone marrow aspirate confirmed
the same findings of the peripheral blood, with a more
clear expression of CD11c. Conventional cytogenetic
was normal.

Figure 3: PET-CT at diagnosis. A) Pathologic FDG uptake of
the inguinal right adenopathy (SUV max 6) and massive
splenomegaly with homogeneous FDG uptake. B) Lower
pathologic FDG uptake (SUV max 2.64) of the extranodal
subcutaneous lesion of the right upper back.

In conclusion, these data were compatible with splen-
ic indolent B-cell lymphoma. Due to the high tumor
burden we decided to perform a therapeutic splenec-
tomy. In February 2010 after anti-meningococcal and
anti-pneumococcal vaccination the patient underwent
laparotomic splenectomy. The histology of the spleen
showed diffuse infiltration of the red pulp with small
to medium size lymphoma cells showing the following
immunohistochemical profile: CD20+, CD79a+, BCL-
2+, IgG+, CD43 and BCL-6 focally positive, CD5-,
CD10-, CD38-, cyclin D1-, IgM- and low Ki67 index.
The final diagnosis was Splenic diffuse red pulp lym-
phoma (SDRPL) according to WHO 2008 (figure 4).
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Figure 4: Spleen histology. A) small to medium size
lymphoma cells infiltrating the red pulp.
B) Immunohistochemistry: strong staining for CD20.

Post-surgery course was characterized by transient thrombo-
cytosis without thrombotic complications and progressive
resolution of the lymphocytosis in the following 4 months.

A PET-CT performed 6 months after splenectomy showed
the appearance of a FDG avid lesion of the posterior wall
of the esophagus corresponding to a 2.5 cm lymphadenop-
athy at CT scan. In addition, a new forehead lesion in the
site of previous biopsy was found, whose histology showed
a high grade lymphoma (figure 5). The study of the clonal
IGVH@ showed the same clonality in the spleen and in
the forehead tissue. This finding was consistent with a lo-
cal blastic transformation of the same lymphoma. Given
the nodal progression and the focally high-grade transfor-
mation in the skin, we decided to start systemic treatment
with Rituximab. Six doses of weekly Rituximab were ad-
ministered, followed by maintenance with Rituximab ev-
ery 3 months. A PET CT scan and a flow cytometry of the
peripheral blood at 1 year from the start of Rituximab were
both negative. The patient was followed up with clinical

Figure 5. Histology of a forehead skin lesion at relapse:
CD20+ large lymphocytes resembling large-B cell lymphoma
(blastic transformation).
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examination, CBC, peripheral blood flow cytometry and
CT scan. During the follow up he experienced 2 episodes
of fever of unknown origin requiring hospitalization. At
10 months after Rituximab the patient was diagnosed to
have in situ melanoma, which was completely removed by
surgery. At last follow up, 4 years after the diagnosis of
SDRPL, the patient is alive without evidences of disease at
CT scan and PB flow cytometry and no skin lesions.

Discussion

In the WHO 2008 two very rare provisional entity ac-
counting both for 0.4% of non-Hodgkin lymphomas were
defined on the basis of specific clinic-pathological features
not fulfilling the criteria for any of the other type of B-
cell neoplasms, and generically designed as SL-u. These
two entities are SDRPL and the HCL-v, characterized by
the presence of circulating villous lymphocytes, invari-
able involvement of the bone marrow -with typical in-
trasinusoidal infiltration in SDRPL- and diffuse pattern
of infiltration of cord and sinusoid in the red pulp of the
spleen. Only 58 SDRPL cases were described in the medi-
cal literature up to April 2012°. Therefore the adequate
description of each single case could be somehow mean-
ingful. According to present criteria, SL-u show a char-
acteristic profile with CD11c¢+,CD22+,CD20+,CD25-,
CD38-,CD24-,CD27- at flow cytometry and DBA.44+
and cyclin D1- at IHC. HCLV-v is distinct from SDRPL
by the presence of high lymphocytosis (about 35x10°/L
average leukocyte count), a prolymphocytoid cytology
with evident nucleolus, and the expression of CD103.
The differential diagnosis encompasses splenic marginal
zone lymphoma (SMZL), hairy cell leukemia (HCL) and
other indolent B-cell lymphomas which can occasionally
show villous cytology. While the recent identification of
the BRAF mutation in 100% of HCL* may simplify the
identification of this disease, the differential diagnosis be-
tween the other splenic lymphoma subtypes is still chal-
lenging. Flow cytometry alone cannot be sufficient, except
in those cases where lymphomas with a very well-defined
immunophenotype, such as mantle cell lymphoma, can be
identified. Moreover, recent attempts to use bone marrow
histology, in spite of diagnostic splenectomy, showed that
this approach can distinguish SMZL and SDRPL from
other indolent lymphomas'?, but it cannot discriminate
between the two aforementioned primary splenic forms’.
SDRPL does not harbor specific cytogenetic lesions, it
usually shows, as in the present case, a normal karyotype,
and rarely presents with t (9;14) (p13; q32) translocation
involving PAXS and IGVH, or cytogenetic aberrancies
shared with SMZL. It is not clear if the distinction of
SDRPL from HCL-v should influence the clinical man-
agement, however it should be taken into account that
HCL-v frequently harbor TP53 mutation and refractori-
ness to purine analogs. In contrast, the data coming from
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a limited series of 27 SDRPL patients, compared with a
control group of SMZL, showed significantly higher pro-
gression free survival of SDRPLS. This finding, together
with the absence of karyotypic abnormalities in the major-
ity of SDRPL, could probably reflect a more favorable bi-
ology of SDRPL in comparison to SMZL, where complex
and high risk genetic lesions could be preponderant’?.

As shown in figure 2, the cytologic features of our case
were close to those described in HCL-v, in particular for
the presence of prominent nucleoli. However, since leu-
kocytosis was not present in our case, we excluded the
diagnosis of HCL-v. The bone marrow infiltration pat-
tern was interstitial in our patient, which is not typical
of SDRPL. The flow cytometry, and particularly CD11c
positivity, was however congruent with the diagnosis of
SDRPL, which have been finally confirmed on the basis of
the splenic histology.

In current clinical practice the distinction between SMZL and
SDRPL may have no therapeutic relevance, therefore diag-
nostic splenectomy is not necessary in many cases, while bone
marrow examination is always mandatory. Well established
exception to this rule are rare cases lacking the presence of
lymphoma cells in the peripheral blood and bone marrow, or
presenting rapid enlargement of the spleen that can indicate
the risk of a diffuse splenic high grade lymphoma'.

Current guidelines do not recommend the use of PET-CT
for the staging of splenic and extranodal marginal zone
lymphomas, which are considered to be low/variably FDG
avid'®, however its use may be considered for the identi-
fication of the areas of high grade transformation and/or
the recognition of an high grade lymphoma of the spleen.
In our patient the PET-CT scan showed a normal FDG
uptake of the spleen, congruent with the diagnosis of in-
dolent lymphoma, and a pathologic FDG uptake (SUV
max 6) of the lymphadenopathy, which was higher than
that of the subcutaneous lesions (SUV max 2.64) figure 3.
Due to its rarity and the lack of studies directly designed
for the treatment of SDRPL, this disease can be reasonably
managed on the basis of current knowledge derived from
SMZL studies, which classically included SMZL with and
without villous lymphocytes. The use of splenectomy has
represented for many decades the cornerstone of SMZL
treatment'. In the last few years this approach has been
questioned after the demonstration that a high number
of CD20 molecules is harbored by SMZL cells and that
excellent response rates can be achieved with single-agent
rituximab in non splenectomized SMZL patients''. Several
studies'*"* confirmed overall response rates of near 100%,
accompanied by the disappearance of palpable spleen, the
resolution of lymphocytosis and the improvement of cy-
topenias. The direct comparison of splenectomy versus




Rituximab or Rituximab plus chemotherapy has been
recently assessed in a retrospective study on 227 SMZL
patients over the age of 65 years, showing similar survival
end points for the two treatment modalities'’. Even if
Rituximab monotherapy was accompanied by a higher in-
cidence of infections, a considerable mortality of 7% at 90
days after splenectomy indicates that this treatment could
be less safe in the short term'*. Another retrospective trial
in a smaller cohort also suggested a trend toward a bet-
ter overall survival in the Rituximab monotherapy group
compared with splenectomy'’. These results encourage
the use of Rituximab in place of splenectomy in older and
unfit to surgery patients.

Early relapse after splenectomy is not unusual'® and is of-
ten treatable with Rituximab. In our case, disease progres-
sion occurred a few months after splenectomy requiring
salvage treatment. The treatment choice was not influ-
enced by the presence of a focal cutaneous blastic trans-
formation, since the comprehensive clinical picture, with
very limited nodal and cutaneous lymphoma localization,
was considered more relevant than the histological picture
of the small isolated cutaneous lesion. This approach al-
lowed to achieve an optimal disease control, still sustained
after 3 years, and confirms that progressive cases does not
necessarily need chemotherapy.

Whether the combination of purine analogs with Ritux-
imab can represent a third option in this scenario is still
to be clarified. At present, the addition of Cladribine to
Rituximab for SMZL treatment showed high efficacy,
comparable, but not superior, to the results described in
previous studies with rituximab alone®.

Conclusions

SDRPL is a rare splenic lymphoma subtype distinct from
SMZL for its specific pathologic characteristics and for its
probably more favorable outcome. A major diagnostic chal-
lenge is represented by the presence of several homologies
between SDRPL and other indolent splenic lymphomas,
in particular HCL requiring a different treatment modal-
ity. For these reasons clinicians should carefully consider
this differential diagnosis. SDRPL is currently treated in
analogy to SMZL with front-line splenectomy for symp-
tomatic patients. This paradigm is going to change due to
the promising results of Rituximab monotherapy without
splenectomy. The optimization of the available diagnostic
tools is also questioning the need of splenectomy for the
correct diagnostic allocation of SDRPL. Therefore surgery
may no longer be the gold standard in the management of
this disease and its use restricted to the cases with persistent
symptomatic disease after Rituximab-based treatment.

Acknowledgment: We thank Dr med S. Crippa — De-
partment of Pathology- for the iconographic material.
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rk SFK Candy Heberlein
Preisverleihung zur
Forschungsforderung aller Phasen
der Stammzelltransplantation

Die Stiftung zur Forderung der Knochenmarktransplantation (SFK) vergibt erstmals einen SFK-Wis-
senschaftlerpreis. Die fiir eines oder mehrere Forschungsprojekte vorgesehene Gesamtpreissum-
me betréagt total CHF 30'000.00. Die SFK bezweckt seit zwanzig Jahren in gemeinnuUtziger Art die
Forderung der Knochenmarktransplantation in der Schweiz in ideeller wie auch materieller Hinsicht.

Der aus Spendenmitteln an die SFK finanzierte Wissenschaftlerpreis soll junge Wissenschaftlerin-
nen und Wissenschaftler in die Lage versetzen, ein Forschungsprojekt in allen Phasen der Stamm-
zelltransplantation sowie der Nachsorge (survivorship) zu initiieren. Gemass dem Ziel der Stiftung
sollen auch Projekte in der Erforschung «Rare Diseases» gefordert werden.

Der Wissenschaftlerpreis soll kreative, wissenschaftliche Ideen férdern und dazu beitragen, das
Spenderaufkommen und die Spenderauswahl zu verbessern. Auch psychosoziale Projekte, die sich
mit der psychomentalen Bewaltigung der Stammzellspende durch die Spender/Empfanger befas-
sen, kénnen gefordert werden.

Kriterien fur die Auswahl der Preistrager sind wissenschaftliche Exzellenz, Interdisziplinaritat und
Relevanz des Projektes fiur die Stammzelltransplantation sowie fur die betroffenen Patienten und
Spender.

Der Stiftungsrat der SFK bestimmt einen oder mehrere Preistrager. Er kann auf die Vergabe der
Preise oder auf die Ausschuttung der Gesamtpreissumme verzichten, wenn keines der eingereich-
ten Projekte preiswirdig oder die Anzahl der qualitativ guten Projekte zu gering ist. Dieser Ent-
scheid des Stiftungsrates ist nicht anfechtbar.

Bewerbungsberechtigt sind Einzelpersonen oder Gruppen. Mindestens einer der Bewerberinnen
muss an einer Forschungseinrichtung in der Schweiz tatig sein. Die Bewerberlnnen sollen in der
Regel das 45. Lebensjahr nicht Uberschritten haben.

Nachwuchswissenschaftlerinnen werden ausdrucklich zur Bewerbung ermuntert.

Die vollstandigen Bewerbungsunterlagen (Projektbeschreibung, Publikationsverzeichnis, Lebens-
lauf) sind bis zum 31. August 2014 elektronisch einzureichen.

Der SFK Forderpreis wird zum ersten Mal im Jahr 2014 vergeben.

Fiir weitere Auskiinfte stehen lhnen Frau Candy Heberlein (c.heberlein@sos-leukaemie-myelom.ch)
sowie die Herren PD. Dr. Urs Schanz (urs.schanz@usz.ch) und
Dr. Christian Taverna (christian.taverna@stgag.ch) gerne zur Verfiigung.

Stiftung zur Forderung der Knochenmarktransplantation Schweiz
Candy Heberlein, Prasidentin & Griinderin 1994
Tel. 044 982 12 12, Fax 044 982 12 13, info@knochenmark.ch
www.knochenmark.ch
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SAKK CRC/CTN Training Course
www.sakk.chlen/calendar/education

SwissFamilyDocs Conference 2014 - Vielfalt statt Einfalt
info@swissfamilydocs.ch, www.swissfamilydocs.ch
17. Internationales Seminar «Onkologische Pflege — Fortgeschrittene Praxis»

Deutschsprachig-Europiische Schule fiir Onkologie (deso), Frau Gabi Laesser, c/o Tumor- und Brustzentrum ZeTuP
Rorschacherstr. 150, CH-9006 St. Gallen, deso@oncoconferences.ch, wwuw.oncoconferences.ch (Rubrik deso)

La Corsa della Speranza - 5km Lauf fiir die Krebsforschung
info@corsadellasperanza.ch, www.corsadellasperanza.ch

Orphan Malignancies - thymic neoplasms - small-cell carcinoma
Info: SAKK Coordinating Center, CH-3008 Bern, sakk.ch/en/calendar/education, sakkc@sakk.ch

ESO-TURKECAG Endocrine Gland Cancers Symposium: Essentials of Thyroid Cancer Management
European School of Oncology, Via Turati 29, I-20121 Milan, dmengato@eso. net, www.eso. net

Master Online Studiengang Advanced Oncology
Master of Science (MSc), Lehrsprache Englisch, berufsbegleitend, online — 60 ECTS Punkte, Dauer 4 Semester
Kontakt: masteroncology @uni-ulm.de

ESO-ESSO Masterclass in Breast Cancer Surgery
European School of Oncology, Via Turati 29, I-20121 Milan, rdemartini@eso. net, www.eso. net

Jahrestagung der Deutschen, Osterreichischen und Schweizerischen Gesellschaften fiir Himatologie und
Medizinische Onkologie 2014 (Themen: Himatologie, Onkologie, Querschnittsthemen)

Kontakt/Organisation: DGHO Service GmbH, Alexanderplatz 1, D-10178 Berlin
Jabrestagung2014@dgho-service.de, www. haematologie-onkologie-2014.com

SAKK Investigators’ Education
www.sakk.chlen/calendar/education

WOF 2014 - World Oncology Forum® Stop Cancer Now!: Treat the Treatable
European School of Oncology, Piazza Indipendenza 2, CH-6500 Bellinzona, azampetti@eso. net, www.eso. net

ESO-SEMM Master in Ethical Counseling in Oncology
European School of Oncology, Via Turati 29, 1-20121 Milan, rdemartini@eso. net, www.eso. net

BCY?2 - 2nd Breast Cancer in Young Women Conference
European School of Oncology, Via Turati 29, I-20121 Milan, fmarangoni@eso.net and rventura@eso. net, www.eso. net

3rd ESO-ESTRO Masterclass in Radiation Oncology
European School of Oncology, Via Turati 29, I-20121 Milan, rdemartini@eso. net, wwuw.eso. net

Basiskurs Onkologische Palliativmedizin 2014 (Anmeldeschluss: 30.09.2014)

2 Module, jeweils Freitag 14.00 Uhr bis Samstag 17.00 Uhr

Kantonsspital St. Gallen, Palliativzentrum, Haus 33, CH-9007 St. Gallen

Info + Anmeldung: Herr Benjamin Rhyner, benjamin.rbyner@kssg.ch, Tel. +41 (0)71 494 35 50

SAKK Halbjahresversammlung
www.sakk.ch

Advanced Prostate Cancer Consensus Conference
Contact: prwtatemncem)memm@kﬁg. ch, www. prostatecancerconsensus.org

14th St.Gallen International Breast Cancer Conference 2015
St.Gallen Oncology Conferences (SONK), c/o Tumor und Brustzentrum ZeTuP, Rorschacherstr. 150, CH-9006 St.Gallen
info@oncoconferences.ch, www.oncoconferences.ch

17. Schweizer Onkologiepflege Kongress - 17éme Congres Suisse des soins en oncologie
www.onkologiepflege.ch, www.onkologiepflege.ch - www.soinsoncologiesuisse.ch, www.soinsoncologiesuisse.ch

ICML - International Conference on Malignant Lymphoma
www.lymphcon.ch
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