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Editoriale

Attualita 2008
del Prof. Richard Herrmann | Presidente del SAKK

I 2008 & stato un buon anno per il SAKK. Siamo riusciti a
raggiungere diversi obiettivi tra quelli che ci eravamo posti.
E il rapporto annuale parla proprio di questo.

I12008 & stato il primo anno in cui il SAKK ha riguadagnato
la completa autonomia. E gli effetti positivi non si sono
visti solamente nel fatto che i suoi soci hanno avuto biso-
gno diincontrarsi meno di prima. Si percepisce anche nella
considerazione guadagnata dal lavoro svolto dal SAKK,
tanto dai suoi membri quanto dal Centro di Coordina-
mento, e dall'importanza che & riconosciuta alla nostra
attivita.

Quanto sia difficile organizzare una ricerca clinica lo stanno
vedendo ora le Clinical Trial Units (CTU) di recente fonda-
zione. Queste unita, sostanzialmente, agiscono ancora a
livello locale. Il fatto che noi siamo parecchio pit avanti in
questo campo lo dobbiamo alla lungimiranza della gene-
razione fondatrice del SAKK.

Qual é il «segreto» che ci permette di funzionare cosi
bene? E I'interazione di diverse forze:

— daun lato, i membri di tutte le regioni della Svizzera e
dei membri associati esteri,

— dallaltro lato, il Centro di Coordinamento del SAKK di
Berna.

Perché queste forze possano interagire, abbiamo bisogno:

— di obiettivi comuni,

— di comprensione per il modo di operare degli altri e per
i loro problemi e

— di una comunicazione aperta.



L'auspicio di tutti i responsabili del SAKK e quello di trovare
un giusto equilibrio fra tutti gli interessi in campo. Dob-
biamo soddisfare le richieste dei nostri committenti e le
esigenze dei nostri membri, ma anche quelle del nostro
stesso Centro di Coordinamento, il cui carico di lavoro deve
rimanere in un ambito gestibile, ma sufficiente a consentirci
di raggiungere i nostri obiettivi. Vorremmo portare avanti
in fretta i progetti gia approvati, mantenendo pero la qua-
lita del lavoro e della vita — fattori a cui teniamo moltissimo
— delle nostre collaboratrici e dei nostri collaboratori.

E incoraggiante il fatto che I'anno scorso in alcuni project
group siano state affidate responsabilita di elaborazione di
concept e realizzazione di studi clinici a numerosi giovani
colleghe e colleghi. Questa tendenza dovrebbe mante-
nersi. Pertanto invito questi giovani a discutere nuove idee
nell'ambito dei loro gruppi e a lanciare nuovi progetti. Per
frequentare corsi speciali sulla ricerca clinica e per brevi
soggiorni presso centri di ricerca all’estero ci sono ancora
delle risorse a disposizione.

Affinché si possa continuare a fare ricerca clinica d'eccel-
lenza, il Consiglio direttivo ha proposto ai gruppi di pro-
getto di invitare, come interlocutori, uno o piu esperti in-
ternazionali del campo. Riteniamo che, in questo modo,
nei nostri progetti possano entrare — piu in fretta e meglio
supportate — idee nuove.

L'anno scorso abbiamo avuto diversi colloqui, molto co-
struttivi, con autorita e organizzazioni che ci sostengono
(Segreteria di Stato per I'educazione e la ricerca) o con le
quali lavoriamo per I'ottimizzazione della ricerca clinica in
Svizzera (Swissmedic, Comunita di lavoro delle commissioni
etiche cantonali della Svizzera [AGEK]). Sono certo che sa-
premo risolvere insieme i problemi che ci attendono.

| nostri obiettivi per questo 2009 rimangono invariati: vo-
gliamo effettuare studi clinici di eccellenza in campo onco-
logico che siano competitivi a livello internazionale. Vo-
gliamo fare in modo che i pazienti oncologici della Svizzera
abbiano accesso a nuove terapie capaci di dar loro nuove
speranze; vogliamo anche dare il nostro contributo, a livello
internazionale, al miglioramento dei risultati delle cure.

Mi auguro che tutti gli interessati collaborino per il rag-
giungimento di questi traguardi in modo fattivo e impe-
gnato come hanno fatto I'anno scorso. Ne vale la pena.
Siamo riusciti a pubblicare i risultati del nostro lavoro su
riviste specializzate di importanza internazionale, quali il
Journal of Clinical Oncology — dove siamo stati presenti piu
di una volta — e il Lancet Oncology. Sono apparse in tutto
44 pubblicazioni su studi portati a termine dal SAKK o
studi ai quali il SAKK ha partecipato in modo sostanziale.
Questo rispecchia l'efficienza del SAKK e la sua influenza
nel campo delle ricerche oncologiche.

I 2008 & stato per noi un anno proficuo e questo lo dob-
biamo all'impegno di tutti i membri, di tutte le collabora-
trici e tutti i collaboratori del Centro di Coordinamento e
ad ogni singolo membro delle istituzioni che aderiscono al
SAKK. Colgo I'occasione per esprimere a tutti loro i miei
personali ringraziamenti.
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sul Cancro SAKK

Attivita del Centro di Coordinamento
del Dott. Peter Brauchli | Direttore del SAKK

Dopo una ristrutturazione, spesso ci si chiede se ne valeva
la pena. A questa domanda possiamo senz'altro rispondere
«si». | doppioni che c’erano prima causavano perdite di
tempo; la fusione avvenuta successivamente fra SIAK e
SAKK ha richiesto, negli anni passati, I'impiego di molte
risorse. Ora abbiamo di nuovo pil tempo per lavorare in
modo produttivo. E possibile e necessario, comunque,
apportare ulteriori miglioramenti nella nostra attivita quo-
tidiana, in modo da raggiungere piu in fretta i traguardi
che ci siamo dati. A tale proposito & importante ricordare
il nostro obiettivo principale: compito del SAKK & elaborare
e attuare studi clinici d'eccellenza in ambito oncologico,
i cui risultati possano essere messi a disposizione dei pa-
zienti nel minor tempo possibile.

Alcuni compiti importanti sono gia in fase di realizzazione,
mentre alcuni dei progetti per il futuro sono in fase di ul-
teriore sviluppo. Tra questi ci sono I'elaborazione delle
Standard Operating Procedures (SOPs), la realizzazione del
dipartimento di Regulatory Affairs e I'ampliamento del no-
stro Electronic Data Capturing System SINATRAS. Questi
cambiamenti, adattamenti e miglioramenti sono necessari
per avere successo in futuro. Inoltre, per il SAKK & indi-
spensabile posizionarsi in modo chiaro e far valere i propri
diritti nel campo della ricerca clinica in Svizzera, dove i
cambiamenti si susseguono rapidamente. Percio, nel corso
dell’anno abbiamo definito chiaramente che cos’é il SAKK

e quale e la sua attivita, in modo che quando se ne parla,
si abbia un’ idea chiara di questa realta. Speriamo, in que-
sto modo, di riuscire a potenziare anche nei vari centri la
consapevolezza del significato della parola «noi».

Il posizionamento del SAKK
Cosa facciamo e chi siamo

I SAKK e un'associazione senza scopo di lucro, che si de-
dica dal 1965, come gruppo cooperativo, alla ricerca clinica
oncologica sul territorio nazionale.

Sulla base di un contratto di prestazione stipulato con la
Confederazione, il SAKK ha funzione di istituto di ricerca
universitario decentralizzato, effettua studi clinici nei mag-
giori ospedali della Svizzera e collabora, a livello interna-
zionale, con gruppi cooperativi stranieri.

Il suo scopo & quello di sviluppare ulteriormente le terapie
oncologiche in pazienti adulti — uomini e donne — e stu-
diare I'efficacia e la tollerabilita di nuove terapie.

Il SAKK, con il suo network, e interlocutore privilegiato di
istituzioni, associazioni, aziende e case farmaceutiche sviz-
zere nel campo della ricerca clinica oncologica.

Nella lotta contro il cancro condotta a livello nazionale, il
SAKK collabora con tutti questi organismi.

Consiglio direttivo del SAKK

Il Consiglio direttivo del SAKK, rispetto all'ex Comitato Ese-
cutivo, ha maggiori responsabilita e nuovi compiti, che
svolge nel rispetto dei principi della corporate governance
delle istituzioni non a scopo di lucro. Affinché la scelta
degli studi da parte del SAKK possa avvenire in conformita
ai criteri internazionalmente riconosciuti, i gruppi di pro-
getto e gli altri organi specializzati hanno il diritto di pre-
sentare le loro istanze.



Per quanto riguarda la scelta degli studi, nel corso dell'anno
il Consiglio direttivo ha perfezionato il proprio modo di
procedere. Esso decide in merito alla possibilita di effet-
tuare un determinato studio in seduta plenaria, attenen-
dosi ai seguenti criteri:

a) rilevanza scientifica,

b) fattibilita (inclusa la stima di reclutamento),
) conformita alla strategia del SAKK,

d) finanziabilita.

Questa scelta diventa tanto piu difficile, quanto piu nume-
rosi sono i responsabili di studi che elaborano progetti di
grande validita e li presentano al Consiglio direttivo. Quat-
tro studi, che nel 2008 avevano ricevuto una valutazione
definitiva, non sono poi stati realizzati. Le ragioni della
mancata attuazione sono state, principalmente, il venir
meno del consenso del Consiglio direttivo del SAKK e la
carenza del supporto fornito dalle aziende interessate. Per
mettere ordine nelle procedure di scelta, sempre pil com-
plesse, & stato elaborato un regolamento organizzativo.

Inoltre, ad alcuni membri del Consiglio direttivo e stata
affidata la responsabilita di una o piu sezioni. | contatti piu
importanti fra il Consiglio direttivo e i gruppi di progetto
vengono gestiti attraverso un cosiddetto referente (liaison
person), il cui compito essenziale & quello di rappresentare
I'opinione del Consiglio direttivo nei gruppi di progetto e
di trasmettere le raccomandazioni del Comitato scientifico
ai gruppi di progetto tramite il Consiglio direttivo. Cosi
anche i consulenti internazionali e gli esperti dovrebbero
partecipare piu numerosi alle riunioni dei gruppi di pro-
getto, mentre i membri dovrebbero sentirsi incoraggiati a
presentare ai congressi gli abstract degli studi del SAKK.

Strategia

In aprile il Consiglio direttivo del SAKK ha ridefinito, du-
rante un ritiro appositamente organizzato, I'orientamento
strategico e sviluppato le raccomandazioni del Comitato
scientifico. Il gruppo di progetto Tumori Uro-Genitali fon-
dato su tali raccomandazioni ha potuto avviare, nel 2008,
un primo studio, a cui faranno seguito almeno altri due nel
2009. Durante il ritiro sopraccitato si & anche discusso del

fatto che i medici che effettuano gli studi dovrebbero ve-
nire incoraggiati ad occuparsi di pit degli studi di fase lll
relativi alle indicazioni piu importanti, includendo anche
aspetti di ricerca traslazionale (translational research), di
impatto dei risultati (outcomes research), di qualita della
vita. Diversi studi promettenti di fase Il dovrebbero aprirci
la possibilita di valutare in seguito le terapie testate che
hanno dato risultati positivi anche in studi di fase lll.

Collaborazione con centri stranieri

La collaborazione con centri stranieri si rivela spesso diffi-
cile. Le cause sono molteplici. Aprire un centro all’estero &
costoso e comporta ritardi nella partenza degli studi,
spesso perché 'azienda farmaceutica non mettera con cer-
tezza a disposizione il medicinale oggetto di studio nel
Paese in cui il centro dovrebbe essere attivato. Per meglio
affrontare questo problema é stato creato e reso operativo,
presso il Centro di Coordinamento del SAKK, I'ufficio «Re-
gulatory Affairs». Tra tutti i centri stranieri, I'lEO di Milano
continua ad essere il nostro partner pit importante. La
collaborazione prosegue positivamente anche con il Centro
di Budapest. Friburgo in Breisgau (D) ha incluso un primo
paziente in uno studio SAKK. Nel corso del 2009 ci saranno
incontri con rappresentanti dei centri esteri, finalizzati a far
includere a questi ultimi pit pazienti nei loro studi.

L'attivita di studio

L'anno scorso il SAKK ha incluso 817 pazienti in 44 studi
clinici, ovvero il numero piu alto degli ultimi cinque anni.
Ben 532 pazienti sono stati reclutati in studi nostri e 285
in studi di gruppi cooperativi stranieri. Nel 2008 abbiamo
gestito complessivamente un numero di nuovi protocolli
che ¢ il piu alto di sempre. Il Consiglio direttivo ha accet-
tato, complessivamente, sei studi nostri e cinque studi di
gruppi cooperativi esteri. Nel 2008 il SAKK ha avviato cin-
que nuovi studi.

L'anno scorso sono stati pubblicati 44 lavori, dei quali
il SAKK era responsabile o ai quali aveva partecipato in
modo determinante. Questo & il numero piu alto negli oltre
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40 anni di storia del SAKK. Inoltre, siamo orgogliosi del
fatto che il SAKK ha partecipato a due studi, i cui risultati
sono stati giudicati da una commissione indipendente
dell’American Society of Oncology (ASCO) come signifi-
cativo passo in avanti e importanti per scopi terapeutici
(terapia adiuvante del cancro al seno (NCIC CTG MA.17.
IBCSG Trial 17-98) e come terapia adiuvante del melanoma
(EORTC 18991)).

Cooperazioni

Con la Clinical Trial Unit (CTU) di Berna il SAKK ha attuato,
nel 2008, il primo aggiornamento per medici responsabili
di studi. Inoltre, il dipartimento statistico del SAKK ha or-
ganizzato, insieme all’Istituto di medicina sociale e preven-
tiva (ISPM) dell’Universita di Zurigo, un simposio dal titolo
«Standardizzazione e individualizzazione». Entrambi gli
eventi hanno suscitato grande interesse, ed é stata buona
la partecipazione di diversi gruppi professionali.

E stato anche elaborato un progetto di cooperazione con
lo Swiss Institute of Bioinformatics (SIB) di Losanna per
I'analisi dei dati relativi ai marcatori tumorali. Abbiamo
avuto incontri molto proficui con la Swiss Clinical Trial Or-
ganization (Swiss-CTO).

Il GOPS ha rafforzato le proprie strutture con la creazione
di una propria segreteria presso il Centro di Coordinamento
del SAKK e la nomina di una nuova direttrice, e ora puo
operare ancora meglio come organizzazione autonoma.
Allo stesso tempo il GOPS continua a collaborare con il
SAKK soprattutto nell’ambito delle relazioni con le istitu-
zioni esterne.

Centro di Coordinamento

Per far fronte al crescente numero di studi da sviluppare e,
di conseguenza, al lavoro che questi comportano, alla fine
del 2008 il numero degli impiegati in pianta stabile del
SAKK & stato aumentato di otto unita ed ha raggiunto
quota 41 (3395 punti percentuale)

I SAKK ha assunto diverse persone e affittato nuovi locali
soprattutto per sequire il campo principale di attivita (svi-
luppo e attuazione di studi). Oltre al coordinamento degli
studi, sono stati potenziati anche i dipartimenti di Statistica
e Informatica. La Direzione del Dipartimento «Regulatory
Affairs» & stata affidata a Pascale Wenger, mentre Edith
Rickenbacher & la nuova responsabile del Dipartimento
Amministrazione, Finanze e Personale.



Membri del consiglio direttivo

Presidente Vizepresidente Prof. Daniel Betticher Prof. Stephan Bodis
Prof. Richard Herrmann Prof. Beat Thurlimann Kantonsspital Freiburg Kantonsspital Aarau
Universitatsspital Basel Kantonsspital St. Gallen

PD Dott. Yves Chalandon Prof. Martin Fey Prof. Michele Ghielmini Prof. Holger Moch
Hoépital Universitaire Inselspital Bern Ospedale Regionale Universitatsspital Zurich
de Geneve Lugano

Prof. Christoph Renner PD Dott. Arnaud Roth Dott. Roger von Moos Prof. Walter Richard Marti
Universitatsspital Zurich Hoépital Cantonal Kantonsspital Chur Universitatskliniken Basel
Universitaire Genéve
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Organigram Swiss Group for Clinical Cancer Research (SAKK)

General Assembly

Aargau
Biel
Genéve
St. Gallen
Vaud

Zurich Triemli

Working Groups

Central Nervous System Tumors
Head and Neck Cancer
Melanoma

Sarcoma

Symptom Control and
Palliative Cancer Care

SAKK Coordinating Center

Bern Basel Budapest
Freiburg i.B Fribourg Strasbourg
Graubiinden Hirslanden

Ticino Valais

Winterthur Zentralschweiz

Ziirich USZ

Scientific Advisory Board

Project Groups Sections
Breast Cancer Clinical Research Coordinators
Gastrointestinal Cancer Internal Medicine
Leukemia Network for CPTC
Lung Cancer Network for Outcomes Research
Lymphoma Pathology
New Anticancer Drugs Radio-Oncology
Urogenital Tumors Surgery
Trial Nurses

Administration
Finances & Human Resources

Regulatory Affairs

GCP & Quality Assurance Information Technology Partner Relations

Statistics Trial Coordination



Forze dirigenziali, onorificenze e
promozioni all’interno del SAKK

Primari

— Prof. Tharlimann, primario del Centro Tumori del
Seno, Ospedale Cantonale di San Gallo

— Libero Docente Dott. Abdelkarim S. Allal, primario
di Radio-Oncologia, Ospedale Cantonale di Friburgo

— Libero Docente Dott. Emanuele Zucca, vice primario
del Dipartimento di Ricerca, I10SI, Istituto di oncologia
della Svizzera italiana, Ospedale San Giovanni,
Bellinzona

Dirigenti medici

— Dott. Thomas Ruhstaller, dirigente medico del Centro
Tumori del Seno, Ospedale Cantonale di San Gallo:
dall’1.1.2009

— Prof. Jens Huober, capoclinica con funzioni straordi-
narie, Centro Tumori del Seno, Ospedale Cantonale
di San Gallo: dall"1.1.2009)

— Prof. Dott. Bernhard Pestalozzi, dirigente medico a. .,
Clinica e Policlinico Oncologico, Clinica Universitaria
di Zurigo

Libero Docente

— Dott. Florian Strasser, capo clinica di Oncologia e
Medicina Palliativa, Dipartimento Medicina Interna,
Ospedale Cantonale di San Gallo

— Dott. Viviane Hess, clinica di Oncologia,
Clinica Universitaria di Basilea

Cattedra universitaria

— Libero Docente Dott. Bernhard Pestalozzi,
professore titolare, Clinica e Policlinico Oncologico,
Clinica Universitaria di Zurigo

— Libero Docente Dott. Christoph Driessen,
dirigente del Dipartimento di Ricerca Clinica,
Ospedale Cantonale di San Gallo

— Libero Docente Dott. Martin H. Brutsche, primario
Pneumologia, Ospedale Cantonale di San Gallo

Consiglio direttivo

— Prof. Dott. Walter Richard Marti, dirigente medico,
Clinica Universitaria di Basilea

— Prof. Dott. Michele Ghielmini, Istituto oncologico della
Svizzera italiana, Ospedale San Giovanni, Bellinzona

Gruppi di progetto SAKK

— Prof. Christoph Rochlitz, Dipartimento di Oncologia,
Clinica Universitaria di Basilea: co-presidente
del gruppo di progetto sul tumore al seno
(successore del Prof. Stefan Aebi)

Sezioni del SAKK

— Prof. Paul M. Schneider, Clinica di Chirurgia Viscerale
e dei Trapianti, Clinica Universitaria di Zurigo:
presidente della Sezione Chirurgia del SAKK
(successore del Prof. Walter R. Marti)

— Prof. Bernhard Pestalozzi, Clinica e Policlinico Onco-
logico, Clinica Universitaria di Zurigo: Presidente
del Network for Outcomes Research

—  Prof. Thomas Szucs, Istituto di Medicina Sociale
e Preventiva, Universita di Zurigo: Vicepresidente
Network for Outcomes Research

Nomine
— Libero Docente Dott. Markus Manz, vicedirettore
dell'IRB (Istituto di ricerca in Biomedicina), Bellinzona

Premi

— Prof. Franco Cavalli, Direttore dell'Istituto Oncologico
della Svizzera italiana, Ospedale San Giovanni,
Bellinzona: Premio della Lega Svizzera contro il cancro

— Libero Docente Dott. Emanuele Zucca, vice primario
del Dipartimento di Ricerca, 10SI, Istituto oncologico
della Svizzera italiana, Ospedale San Giovanni,
Bellinzona: Premio SAKK-Pfizer

— Dott. Roger von Moos, Oncologia Medica, Ospedale
cantonale di Coira: Premio SAKK-Pfizer
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Prof. Bernhard Pestalozzi

Assemblea semestrale SAKK 2008

Assemblea semestrale di giugno

L'assemblea del SAKK per il semestre estivo si e tenuta il
19 giugno presso il Centro Congressi Blumenberg di Berna.
Hanno partecipato all'incontro circa 150 oncologi, 50 rap-
presentanti delle case farmaceutiche e 30 collaboratori del
Centro di Coordinamento del SAKK. Le riunioni dei gruppi
di progetto sono state molto frequentate. Anche i gruppi
di lavoro e le sezioni si sono incontrati nell’lambito dellas-
semblea.

Il network Outcomes Research ha eletto un nuovo presi-
dente, Bernhard Pestalozzi, e un nuovo vicepresidente,
Thomas Szucs.

Il Prof. Walter Richard Marti della Clinica Universitaria di
Basilea é stato nominato nuovo membro del Consiglio di-
rettivo dall’Assemblea dei membri del SAKK in sostituzione
di Prof. Markus Zuber dell'Ospedale Cantonale di Olten,
ritiratosi dopo due mandati.

Prof. Thomas Szucs

%

Prof. Walter Richard Marti

Assemblea semestrale di novembre

I 20 e il 21 novembre si sono incontrati a Basilea per I'as-
semblea semestrale invernale quasi 200 fra oncologi, col-
laboratrici del SAKK e rappresentanti dell'industria farma-
ceutica. Durante il convegno si sono tenuti due simposi con
interventi interessanti. Le sessioni dei gruppi di progetto
del SAKK, dei gruppi di lavoro e delle sezioni, nei quali
sono stati discussi i progetti di ricerca in essere e quelli
futuri, hanno riscosso notevole interesse.

Al simposio del SAKK & intervenuto il Prof. Ruggero De
Maria dell’Istituto Superiore di Sanita di Roma. Ha parlato
delle cellule staminali e del loro uso mirato nelle terapie
anticancro. Poi c’e stata la consegna del Premio SAKK/
Pfizer 2008, ammontante a 20.000 franchi svizzeri. Il rico-
noscimento ai progetti che migliorano la qualita della
ricerca clinica in Svizzera é stato assegnato dal Presidente
del SAKK, Prof.Richard Herrmann, e dal Dott. Thomas
Schaller, in rappresentanza della Pfizer, al Dott. Roger von
Moos e al Libero Docente Dott. Emanuele Zucca.

Il Dott. Zucca, primario del Reparto Linfomi dello 10SI, ha
ricevuto la sua parte di premio per aver istituito una banca
dati per i linfomi. Il Dott.von Moos, dirigente medico di
Oncologia e Ematologia dell'Ospedale Cantonale dei Gri-
gioni, & stato premiato per aver avviato la ricerca clinica
oncologica nello stesso Canton Grigioni.

o sl

Prof. Michele Ghielmini



I membri del SAKK hanno acconsentito, in sede di assem-
blea, a portare i membri del Consiglio direttivo da 11 a 12.
E stato eletto all'unanimita, quale rappresentante della
Svizzera italiana nel Consiglio direttivo, il Prof. Michele
Ghielmini, primario di Oncologia medica presso I'lstituto
oncologico della Svizzera italiana (10SI).

Conferimento del SAKK/Amgen Research Grant 2009

Il premio — ammontante a 50.000 franchi svizzeri — per la
ricerca traslazionale e la ricerca oncologica innovativa e
orientata al miglioramento della vita dei pazienti verra con-
ferito a Basilea durante I'assemblea semestrale del SAKK
(26/27 novembre).

Il regolamento di partecipazione al SAKK/Amgen Research
Grant 2009 pud essere richiesto a:

Prof. Richard Herrmann, Presidente SAKK

SAKK Koordinationszentrum

Effingerstrasse 40, 3008 Berna

Dott. Thomas Schaller, PD Dott. Emanuele Zucca,

Dott. Roger von Moos, Prof. Richard Herrmann (da sx)

| 1
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Scientific Activities

By Dr Stefanie Lerch | Head of Trial Coordination

Summary of Activities
In 2008, a total of 817 patients (632 in 2007) were in-
cluded in 44 clinical trials coordinated by SAKK*:

2008 2007
Total patients from Switzerland 773 584
Total patients from foreign countries 44 48
Total 817 632

2008 No. of trials

Total patients in SAKK trials 532 21
Total patients in trials of cooperative

groups (without IBCSG) 139 13
Total patients in IBCSG trials 100

Total patients in Sendo trials 46

Total 817 44

*SAKK 21/07 and SAKK 63/03 are not included

Trials open for accrual in 2008

Urogenital Cancer

SAKK 08/07 | Docetaxel and cetuximab in patients with
docetaxel-resistant hormone-refractory prostate can-
cer (HRPC). A multicenter phase Il trial

Lung Cancer

SAKK 16/00 | Preoperative radiochemotherapy vs. chemo-
therapy alone in non-small cell lung cancer patients
with mediastinal lymph node metastases (stage IlIA,
N2). A randomized phase Ill trial

SAKK 17/04 | Neoadjuvant chemotherapy and extrapleural
pneumonectomy of malignant pleural mesothelioma
(MPM) with or without hemithoracic radiotherapy.
A randomized multicenter phase Il trial

SAKK 19/05 | Bevacizumab and erlotinib first-line therapy in
advanced non-squamous non-small cell lung cancer
(stage IlIB/IV) followed by platinum-based chemother-
apy at disease progression. A multicenter phase Il trial

Breast Cancer

SAKK 22/99 | Randomized phase llI trial of Herceptin® fol-
lowed by chemotherapy plus Herceptin® versus the
combination of Herceptin® and chemotherapy as pal-
liative treatment in patients with HER2-overexpressing
advanced/metastatic breast cancer

SAKK 23/03 | Trastuzumab monotherapy followed by the
combination of trastuzumab and letrozole in post-
menopausal women with ER-positive, HER-2 positive
advanced breast cancer resistant to a nonsteroidal aro-
matase inhibitor. A multicenter two-step phase Il trial

SAKK 24/06 | Bevacizumab (Avastin®) and pegylated lipo-
somal doxorubicin (Caelyx®) as first-line therapy for
locally recurrent or metastatic breast cancer. A multi-
center, open-label phase Il trial

IBCSG 22-00 | Low-dose Cytotoxics as «Anti-angiogenesis
Treatment» following Adjuvant Induction Chemother-
apy for Patients with ER-negative and PgR-negative
Breast Cancer

IBCSG 23-01 | A randomized trial of axillary dissection vs.
no axillary dissection for patients with clinically node
negative breast cancer and micro-metastases in the
sentinel node

IBCSG 24-02 | BIG 2-02/SOFT Suppression of Ovarian Func-
tion Trial (SOFT). A Phase Il Trial Evaluating the Role of
Ovarian Function Suppression and the Role of Exemes-
tane as Adjuvant Therapies for Premenopausal Women
with Endocrine Responsive Breast Cancer

IBCSG 27-02 | BIG 1-02/NSABP Trial B-37 A randomized
clinical trial of adjuvant chemotherapy for radically
resected loco-regional relapse of breast cancer

IBCSG 35-07 | BIG 1-07 SOLE Study of Letrozole Extension.
A phase Il trial evaluating the role of continuous letro-
zole versus intermittent letrozole following 4 to 6 years
of prior adjuvant endocrine therapy for postmenopau-
sal women with hormone-receptor positive, node pos-
itive early stage breast cancer

IBCSG 36-07 | ALTTO (Adjuvant Lapatinib and/or Trastuzu-
mab Treatment Optimisation) study. A randomised,
multi-centre, open-label, phase Il study of adjuvant,
lapatinib, trastuzumab their sequence and their combi-
nation in patients with HER2/ErbB2 positive primary
breast cancer

IBIS Il | International Breast Cancer Intervention Study. A
randomised double blind control trial divided into two
strata

Leukemia

SAKK 30/00/HOVON42 | Randomized induction concerning
the value of G-CSF priming in adult patients (= 60 yrs
of age) with acute myelocytic leukemia (AML) or refrac-
tory anemia with excess of blasts (RAEB, RAEB-t) with
IPSS score = 1.5



SAKK 30/07 | 5-Azacytidine to treat acute myeloid leukemia
in elderly or frail patients not suitable for intensive
chemotherapy. A multicenter phase Il trial

APL 2006 | A randomized trial assessing the role of arsenic
trioxide and/or ATRA during consolidation course in
newly diagnosed acute promyelocytic leukemia (APL)

CLL7 | Randomized phase lll trial comparing early treatment
with fludarabine, cyclophosphamide+rituximab versus
deferred treatment in untreated Binet stage A patients
with high risk of progression

CML IV | Randomized controlled comparison of Imatinib
vs Imatinib/IFN-a vs Imatinib high-dose (800 mg) and
determination of the role of allografting in newly diag-
nosed CML

GRAALL 2005 | Randomized phase Il trial assessing the
value of intensive vs standard induction and intensifi-
cation in a randomized comparison and for B-ALL in
a second randomization the benefit of rituximab in ad-
dition to chemotherapy and for Ph* ALL in a randomized
comparison the non-inferiority of an imatinib based
induction therapy vs a chemotherapy based induction
combined with imatinib

HOVON 81 | A Phase Il multicenter study to assess the toler-
ability and efficacy of the addition of Bevacizumab to
standard induction therapy in AML and high risk MDS
above 60 years

Lymphoma

SAKK 36/06 | A multicenter phase Il trial testing Everolimus
(RADOQO1) for the treatment of patients with relapsed
or therapy resistant mantle cell lymphoma

SAKK 37/05 | Ibritumomab tiuxetan and high-dose melpha-
lan as conditioning regimen before autologous stem
cell transplantation for elderly patients with lymphoma
in relapse or resistant to chemotherapy. A multicenter
phase | trial

SAKK 38/07 | Prospective evaluation of the predictive value
of PET in patients with diffuse large B-cell-lymphoma
under R-CHOP-14. A multicenter study

CORAL 50-03B | GELARC-CORAL Collaborative Trial in Re-
lapse/Refractory Aggressive Lymphoma Randomized
study of ICE plus rituximab (R-ICE) versus DHAP plus
rituximab (R-DHAP) in previously treated patients with
CD 20 positive diffuse large B-cell lymphoma, eligible
for transplantation followed by randomized mainte-
nance treatment with Rituximab

EBMT MMVAR | A Randomized controlled study of Velcade
(Bortezomib) plus Thalidomide plus Dexamethasone
compared to Thalidomide plus Dexamethasone for the
treatment of myeloma patients progressing or relapsing
after autologous transplantation

HD13 | Morbus Hodgkin in adults, limited stages

HD14 | Morbus Hodgkin in adults, intermediate stages

HD15 | Morbus Hodgkin in adults, advanced stages

IFM 2005-02 | Relevance of maintenance therapy using
Lenalidomide (REVLIMID®) after autologous stem cell
transplantation in myeloma patiens under the age of 65
(Open, randomised, multi-centric trial versus placebo)

Gastrointestinal Cancer

SAKK 40/04 | Clinical function after total mesorectal exci-
sion and rectal replacement. A prospective randomized
trial comparing side-to-end anastomosis, colon-J-pouch
and straight coloanal anastomosis

SAKK 41/06 | Bevacizumab maintenance versus no mainte-
nance after stop of first-line chemotherapy in patients
with metastatic colorectal cancer. A randomized multi-
center phase lll non-inferiority trial

SAKK 56/07 | Dasatinib first-line treatment in gastrointesti-
nal stromal tumors. A multicenter phase Il trial

SAKK 75/06 | Cetuximab in combination with radiation
therapy and chemotherapy prior to surgery in patients
with resectable, locally advanced esophageal carci-
noma. A multicenter phase Ib-II trial

SAKK 77/06 | Continuous sunitinib treatment in patients
with unresectable hepatocellular carcinoma. A multi-
center phase Il trial

SAKK 77/07 | External beam radiotherapy for unresectable
hepatocellular carcinoma. A multicenter phase I/1l trial

Melanoma
SAKK 50/07 | Temozolomide combined with bevacizumab
in metastatic melanoma. A multicenter phase Il trial

Sarcoma
EuroEwing 99 | Studie zur Behandlung des Tumors der
Ewing-Gruppe

Supportive Care

SAKK 95/06 | A multicenter randomized controlled phase llI
study of longitudinal electronic monitoring of symp-
toms and syndromes associated with advanced cancer
in patients receiving anticancer treatment in palliative
intention

|13
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Scientific Activities

Central Nervous System Cancer

SAKK 70/03 | Whole brain radiotherapy in combination with
gefitinib (Iressa) or temozolomide (Temodal) for brain
metastases from non-small cell lung cancer (NSCLC).
A randomized phase Il trial

New Drugs

S065APOX01 | Phase | dose finding and pharmacokinetic
study of intravenous APO010, a recombinant form of
human Fas ligand, in patients with solid tumors

S065ST1901 | Phase | dose finding and pharmacokinetic
study of the intravenous camptothecin ST1968 in pa-
tients with solid tumors

SKSD00701 | Dose-finding study of satraplatin in combina-
tion with oral vinorelbine in patients with advanced
solid tumors. A SAKK-SENDO phase Ib study

SKSD00702 | A phase IB study of the histone deacetylase
inhibitor Panobinostat (LBH589) given orally in com-
bination with Carboplatin and Paclitaxel in patients
with advanced solid tumors. A SAKK-SENDO phase Ib
study

Trials Activated in 2008

Breast Cancer
SAKK 21/07 | Swiss Observational Bone Study: a substudy
of BIG 1-98

Leukemia

SAKK 30/07 | 5-Azacytidine to treat acute myeloid leukemia
in elderly or frail patients not suitable for extensive
chemotherapy. A multicenter phase Il trial

Gastrointestinal Cancer

SAKK 56/07 | Dasatinib first-line treatment in gastrointesti-
nal stromal tumors. A multicenter phase Il trial

SAKK 77/07 | External beam radiotherapy for unresectable
hepatocellular carcinoma. A multicenter phase /11 trial

Urogenital Cancer

SAKK 08/07 | Docetaxel and cetuximab in patients with
docetaxel-resistant hormone-refractory prostate can-
cer (HRPC). A multicenter phase Il trial

Trials closed in 2008

Breast Cancer

SAKK 24/06 | Bevacizumab and pegylated liposomal doxo-
rubicin as first-line therapy for locally recurrent or met-
astatic breast cancer. A multicenter, single-arm phase
Il trial
Closed for accrual on 05.09.2008

Gastrointestinal Cancer

SAKK 75/06 | Cetuximab in combination with radiation
therapy and chemotherapy prior to surgery in patients
with resectable, locally advanced esophageal carci-
noma; a multicenter phase Ib-Il trial
Closed for accrual on 28.11.2008

SAKK 76/02 | Docetaxel and cisplatin chemotherapy fol-
lowed by radiochemotherapy in patients with inoper-
able, locally advanced esophageal cancer
Closed for accrual on 21.02.2008

SAKK 77/06 | Continuous sunitinib treatment in patients
with unresectable hepatocellular carcinoma. A multi-
center phase Il trial
Closed for accrual on 07.08.2008

Leukemias

SAKK 30/00/HOVON 42 | Randomized induction and post
induction therapy in adult patients with acute mye-
locytic leukemia or refractory anemia with excess of
blasts (RAEB, RAEB-t) with IPSS score >/= 1.5
Closed for accrual on 26.08.2008

Lymphomas

CORAL 50-03B | Randomized study of ICE plus rituximab
versus DHAP plus rituximab in previously treated pa-
tients with CD20 positive diffuse large B-cell lymphoma,
eligible for transplantation followed by randomized
maintenance treatment with rituximab
Closed for accrual on 01.07.2008

HD15 | Morbus Hodgkin in adults, advanced stages
Closed for accrual on 18.04.2008

IFM 2005-02 | Relevance of maintenance therapy using
Lenalidomide (REVLIMID®) after autologous stem cell
transplantation in myeloma patiens under the age of
65 (Open, randomised, multi-centric trial versus pla-
cebo)
Closed for accrual on 25.08.2008



Project Group Reports 115

Project Group Breast Cancer Activities
Trial Activated in 2008
SAKK 21/07 | Swiss Observational Bone Study: a substudy

4§ \A /
), y
Presidents:
1 Prof. Dr Stefan Aebi, Department of Medical Oncology,
Inselspital, University Hospital Bern (until end of 2008)
2 PD Dr Georges Vlastos, Department of Gynecology,
Breast Unit, University Hospital Geneva (HUG)
3 Prof. Dr Christoph Rochlitz, Department of Medical
Oncology, University Hospital Basel (starting
January 2009)

Objectives

The Breast Cancer Project Group (BCPG) aims to facilitate
and conduct clinical and translational research in breast
cancer and to collaborate with international research
groups (i. e. IBCSG, BIG, EORTC). In the trials SAKK 22/99,
23/03, 24/06, 21/07, and IBCSG 22, 23, 24, 25, 27, 35, 36
and IBIS II, these objectives have been reached. In addition,
the BCPG keeps its members updated on clinical trials of
IBCSG and BIG, and has reached a high visibility of mem-
bers of the project group in the breast cancer community,
it also cultivates excellent international relations.

The reintegration of the gynecologists, an important ob-
jective for the BCPG, is still ongoing. As of 2008, a gyne-
cologist is co-president of the BCPG. The «Arbeitsgemein-
schaft fur Onkologie», AGO, has agreed not to develop
projects in breast cancer and to focus on gynecologic
malignancies. Several gynecologists are members of the
BCPG.

With the trial SAKK 92/08 the BCPG develops a project in
supportive care to prevent PPE (palmar-plantar erythrodys-
esthesia) in patients indicated for treatment with pegylated
liposomal doxorubicin.

of BIG 1-98

The primary objective was to construct a statistical
model that describes the evolution of bone mineral
density in patients treated in each arm of the BIG 1-98
trial.

This model could generate data about BMD modifica-
tions over time and potentially be applicable to all
patients, rather than a selected substudy population.
This will increase the knowledge about the patients
who are most «bone-fragile».

The study was activated on June 16, 2008. An abstract
has been submitted to ASCO 2009.

Closed Trials
SAKK 24/06 | Bevacizumab (Avastin®) and pegylated lipo-

somal doxorubicin (Caelyx®) as first-line therapy for
locally recurrent or metastatic breast cancer. A multi-
center, open-label phase Il trial

The main objective of this trial was to evaluate the
safety and tolerability of pegylated liposomal doxo-
rubicin in combination with bevacizumab in patients
with inoperable locally recurrent or metastatic breast
cancer.

After all patients (43) registered had reached the re-
quired observation time of 6 months, the evaluation
of the primary endpoint had failed to demonstrate suf-
ficient tolerability of the combined treatment. There-
fore, and according to the requirements of the trial
protocol, the trial was definitively and permanently
closed as of September 5th 2008.

The trial is not yet published, the preparation of the
manuscript is planned in 2009.
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Strategic Elements for the Next Two Years

In the next two years the group will focus its activities on

the following strategic elements:

— To facilitate and conduct clinical and translational
research in breast cancer

— To focus on metastatic breast cancer

— To develop non-drug trials

— To collaborate with international research groups

— To define membership in terms of collaboration and
responsibilities

— To create team spirit (at least in a core group of active
members)

— To provide opportunities for the professional develop-
ment of young researchers

— To consider the integration of a patient advocate

Portfolio Plan

The portfolio plan for the next years contains the following

trials:

SAKK 92/08 PPE trial | Local antiperspirans for prevention of
palmar-plantar erythrodysesthesia (PPE) in patients
treated with pegylated liposomal doxorubicin: A rand-
omized, multicenter, double blinded, phase Il trial
The aim of this trial is to evaluate the effects of F511
cream on the occurrence of palmar-plantar erythrodys-
esthesia (PPE) in patients with breast cancer treated
with pegylated liposomal doxorubicin.

The trial was accepted by the SAKK Board on October
21, 2008, and is being developed.

SAKK 21/08 | Fulvestrant with or without AZD6244, a mi-
togen-activated protein kinase kinase (MEK) 1/2 inhibi-
tor, in advanced stage breast cancer progressing after
first-line aromatase inhibitor: a randomized phase Il
trial
The primary objective of the trial is to assess the activity
of the combination fulvestrant + AZD6244 in patients
progressing after first-line Al.

Project Group Gastrointestinal Cancer
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President:

Prof. Dr Markus M. Borner, Clinical Research Unit of the
Oncology Department, Inselspital, University Hospital
Bern and Oncology Unit, Hospital Biel

Objectives

The main objectives of the project group reached since
2007 have been to cover as many clinical situations in Gas-
trointestinal cancer as possible with interesting protocols,
to avoid competition with registration studies of the indus-
try, as well as to promote the international collaboration.

Activities

Trials Activated in 2008

SAKK 56/07 | Dasatinib first-line treatment in gastrointesti-
nal stromal tumors. A multicenter phase Il trial
The primary objective is to assess the efficacy of dasa-
tinib treatment by fusion PET/CT-scan.

Secondary objectives are to assess the efficacy and
safety of dasatinib in GIST, to correlate efficacy of
dasatinib with KIT and PDGRF mutation status, the
efficacy and safety with dasatinib drug exposure, and
to assess the efficacy of second-line treatment with
another TK-inhibitor.

The trial was activated on January 18, 2008.

SAKK 77/07 and SASL 26 | External beam radiotherapy for
unresectable hepatocellular carcinoma. A multicenter
phase I/1l trial
HCC is the fifth most common cancer worldwide with
increasing incidence rates in Europe and high mortality
rates. The standard care for non-resectable liver cancer
is TACE. Alternative methods are radiofrequency abla-
tion (RFA), nuclear therapy with intra-arterial radioactive
beads and ionizing radiation. lonizing radiation is a highly
effective single agent against HCC. Radiotherapy has
been underused in the past due to technical inadequacy.
More recent technical developments such as image-
guided radiotherapy, CT-based RT planning, and 3D-



conformal dose delivery allow minimizing the dose to
non-target tissue such as non-affected liver tissue, kid-
neys and the gut. Thus, less collateral dose delivery to
healthy neighboring tissue allows dose escalation to the
diseased segments. The present trial is the first to inves-
tigate and define the potential role of high-dose external
beam RT for non-resectable HCC in Switzerland and a
few centers abroad, seeking to establish RT as a potential
experimental arm in a subsequent phase Il trial.

The trial was activated on November 7, 2008.

Closed Trials

SAKK 75/06 | Cetuximab in combination with radiation
therapy and chemotherapy prior to surgery in patients
with resectable, locally advanced esophageal carci-
noma. A multicenter phase Ib-Il trial
The trial was closed on November 28, 2008. There
was no unexpected toxicity observed. In 12 centers 28
patients were enrolled.

SAKK 76/02 | Docetaxel and cisplatin chemotherapy fol-
lowed by radiochemotherapy in patients with inoper-
able, locally advanced esophageal cancer. A multicenter
phase Il trial
At the interim analysis 21 patients were evaluated,
of which four had local control, instead of the eight
required for the trial continuation. Some patients were
not evaluated according to protocol, since distant
progression was documented and endoscopy and bi-
opsies were not considered clinically relevant. The trial
thus is formally negative. The therapy schedule was
however well tolerated, with only 3/21 patients having
e.g. grade Il dysphagia under RCT. The outcome in this
rather poor patient group was acceptable, particularly
since some patients with residual tumor cells on biopsy
had clinically meaningful long-term control. The results
were presented in a poster at the ESMO 2008 meet-
ing.

In seven centers 21 patients were enrolled. The trial was
closed on February 21, 2008.

SAKK 77106 | Continuous sunitinib treatment in patients
with unresectable hepatocellular carcinoma. A multi-
center phase Il trial
The interim analysis included the first 24 of the total
45 patients required for this trial as stated in the trial
protocol. No protocol violations were committed re-
garding trial inclusion/exclusion for the first 24 patients.
The primary endpoint was progression-free survival

12 weeks after trial enrollment. The observed number
of patients who were alive and progression-free at
12 weeks satisfied the criterion for trial continuation.
No cause for concern was raised with regard to (seri-
ous) adverse events.

Due to a fast accrual, this trial was closed earlier than
expected on August 7, 2008. In nine Swiss centers
31 patients were enrolled, in one center in Budapest
14 patients.

Strategic Elements for the Next Two Years

In interdisciplinary trials the focus will be brought on

— the treatment sequence in synchronous CRC

— Intraperitoneal chemotherapy

— Radiation vs other options in HCC

— Favor clear-cut translational questions over therapeutic
fishing expeditions

Each trial should

— have one major translational endpoint

— consider aspects of quality, infrastructure and available
resources in Switzerland

Portfolio Plan

The following trials are in the process of discussion or

activation:

SAKK 41/07 | Neoadjuvant treatment with radiotherapy and
capecitabine with or without panitumumab in patients
with advanced, K-ras unmutated rectal cancer. A rand-
omized multicenter phase Il trial
The objectives of this trial are to assess the efficacy and
safety of the neoadjuvant regimen of capecitabine and
external beam radiotherapy (RT) in combination with
panitumumab in patients with advanced K-ras unmu-
tated rectal cancer.

SAKK 41/08 | Neoadjuvant radiotherapy combined with

capecitabine and sorafenib in patients with advanced,
K-ras mutated rectal cancer. A multicenter phase I/lla
trial
The objective of the phase | part is to determine the
recommended dose of the neoadjuvant regimen of
capecitabine, sorafenib and external beam radiotherapy
(RT) in patients with advanced K-ras mutated rectal
cancer.
The objectives of the phase lla part are to assess
the efficacy and safety of the neoadjuvant regimen
of capecitabine, sorafenib and external beam RT in
patients with advanced K-ras mutated rectal cancer.

| 17
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SAKK 77/08 | Sorafenib alone or in combination with

everolimus in patients with unresectable hepatocellular
carcinoma. A randomized multicenter phase Il trial
The objective of the trial is to investigate if the combi-
nation of sorafenib plus everolimus can stop tumor
progression, with a sorafenib monotherapy group used
to control selection bias.

SAKK 77/09 | A phase | open label/Phase Il randomized,

double-blind, multicenter trial investigating the combi-
nation of Everolimus and TransArterial ChemoEmbolisa-
tion (TACE) with doxorubicin in patients with hepato-
cellular carcinoma eligible for TACE

The objective of the phase | part is to determine
the maximum tolerated (MTD) dose and dose limiting
toxicities of the administration of daily everolimus in
patients with HCC treated with TACE.

The objective of the phase Il part is to determine the
efficacy and tolerability of the administration of daily
everolimus in patients with HCC treated with TACE as
compared to TACE alone.

NCIC Bl | A phase Il study of gemcitabine plus capecitabine

(GEMCAP) versus gemcitabine alone in advanced biliary
cancer

The primary objective of this study is to compare the
overall survival in patients with histologically or cyto-
logically proven adenocarcinoma of the biliary tree that
are either unresectable or metastatic and randomized
in a 1:1 fashion to receive either gemcitabine and
capecitabine (GEMCAP) or gemcitabine alone (GEM) as
first-line chemotherapy. The progression-free survival,
response rate, duration of response, rate of stable
disease, rate of disease control, toxicity and quality of
life between the two treatment arms will also be com-
pared. The relationship between the expression of
baseline tumor molecular marker (at diagnosis) with
outcomes and response to treatment will also be ex-
plored.

SAKK 75/08 | Multimodal therapy with and without cetuxi-
mab in patients with locally advanced esophageal car-
cinoma. Unblinded, prospectively randomized phase Ill
trial
The primary objective of the trial is to determine the
efficacy of neoadjuvant chemoradiotherapy (CRT) com-
bined with immunotherapy followed by adjuvant
immunotherapy compared with the same schedule
without immunotherapy (neoadjuvant and adjuvant).
Secondary objectives of the trial are to compare the
toxicity of the two therapy arms and to determine dura-
tion of response and patterns of failure.

EORTC 40071 | An EORTC trial on the role of lapatinib in
advanced gastric cancer is in development in the Gas-
trointestinal Group under the lead of PD Dr Arnaud
Roth.

Collaboration with/Participation in Other Groups

The Project Group Gastrointestinal Cancer maintains the
collaboration with other SAKK groups. The established col-
laboration with foreign Groups/Centers e.g. the German
esophageal cancer group, EORTC, NCIC and Italian centers
(E10) is continued.
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President:

PD Dr Yves Chalandon, Hematology Service,
University Hospital Geneva (HUG)

Objectives

We offer clinical studies covering the main topics in acute
and chronic leukemia, however not myelodysplasia (MDS)
low risk and Myeloproliferative Disorders (MPD). The project
group collaborates with international study groups in
developing and performing phase Ill trials. But still, more
participation of Swiss members in international coopera-
tive groups is desirable. Phase |-l trials testing new com-
pounds and combinations are being developed. The project
group also participates in international working groups.
We have established a platform for younger clinical re-
searchers, and some younger investigators are now in-
volved in SAKK trials. Furthermore, the project group plans
the foundation of a Swiss registry for acute leukemia, and
will check to take over the lead in Phase lll trials. The objec-
tive to have active membership working in the field
of acute and chronic leukemia has been partially achieved
as still too few members are active (around 10-15). With
the smaller centers participating in SAKK we are hoping
to have more success in including patients particularly
in chronic leukemia trials (partially achieved) in all Swiss
centers.

Activities

Trials Activated in 2008

Phase Il trials:

APL 2006 (Acute Promyelocytic Leukemia) | Randomized phase
Il trial assessing the role of arsenic trioxide and/or

ATRA during consolidation course in newly diagnosed
acute promyelocytic leukemia (APL)

We hope that the event-free survival at two years will
further increase at the investigational arms with re-
duced toxicity and without increasing the relapse rate
by comparison with a classical anthracycline-AraC
consolidation regimen. The total accrual target is 895
patients. The trial was activated on April 8, 2008.

Phase Il trials:

AML (Acute Myeolid Leukemia)

SAKK 30/07 | 5-Azacytidine to treat acute myeloid leukemia
in elderly or frail patients not suitable for intensive
chemotherapy. A multicenter phase I trial
The main objective of the trial is to evaluate the efficacy
of 5-azacytidine in a population of patients with AML
not suitable for induction type chemotherapy because
of age or relevant comorbidities. Secondary objectives
are to evaluate survival and adverse events. The trial
was activated on September 23, 2008.

Translational research

SAKK 63/03 | Blood and bone marrow banking in SAKK
leukemia trials
The main objective of the trial is to preserve material
for later use in biological studies which will be submit-
ted to SAKK in the future. The members of the SAKK
Leukemia Project Group have decided to bank the ma-
terial centrally in Aarau. It will be collected at the time
of inclusion of a patient into one of the ongoing trials.
The project is supervised by a banking committee. The
database documenting the collection and central stor-
age of material resides at the SAKK Coordinating
Center. A remote data entry facility has been developed
to this effect. It will also provide to the researchers an
overview of the banked material, thus enabling them
to check if enough material is available for a potential
future study. 61 samples have been collected.

Closed Trials

Acute Myeolid Leukemia, AML/high risk MDS

SAKK 30/00 | Randomized induction concerning the value
of G-CSF priming in adult patients (= 60 yrs of age)
with acute myelocytic leukemia (AML) or refractory
anemia with excess of blasts (RAEB, RAEB-t) with IPSS
score = 1.5
The trial was testing the value of priming leukemic cells
with G-CSF during induction and post-induction chem-
otherapy in patients = 60 years. Remarkable for such
along-term trial, the accrual continued to be as planned.
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The trial was closed on August 26, 2008, after having
recruited a total of 154 AML patients among the Swiss
centers. No major protocol violations have been re-
ported.

Strategic Elements for the Next Two Years

— to develop phase Il trials for patients with acute leuke-
mia unfit for intensive chemotherapy or for elderly pa-
tients with new drugs targeted therapy (in combination
with low-dose sequential chemotherapy) or vaccines

— to stimulate translational research projects (prognostic
MRD (Minimal Residual Disease) as well as study of
leukemic stem cells, leukemogenesis, genomic and pro-
teomic) as this was poorly done for the last two years.
We need to have more collaboration with research
laboratories.

— toimprove the input of SAKK in the collaboration with
international study groups as far as clinical phase I
trials are concerned

— to create a Swiss registry for acute leukemia

Portfolio Plan

Trials

Phase IlI:

CLL 10 protocol of the German CLL Study Group (GCLLSG) |
Phase lll trial of combined immunochemotherapy with
Fludarabine, Cyclophosphamide and Rituximab (FCR)
versus Bendamustine and Rituximab (BR) in patients
with previously untreated chronic lymphocytic leuke-
mia
The trial will be activated in 2009.

EBMT RIC-MUD AML | A Randomized Phase Ill study compar-
ing conventional chemotherapy to low-dose total body
irradiation-based conditioning and hematopoietic cell
transplantation from related and unrelated donors as
consolidation therapy for older patients with AML in
first Complete Remission
The trial will be activated in 2009.

Phase II:

SAKK 32/09 | Phase Il trial of sequential administration of
Rituximab and Cladribine in the treatment of patients
with newly diagnosed, relapsed and refractory hairy
cell leukemia and variant forms.

The SAKK Board will decide about the conduct of the
trial in the final assessment in 2009.

Phase I:

SAKK 65/08 | In collaboration with the Phase | project group
and the lymphoma project group Nelfinavir and Borte-
zomib in patients with hematological malignancies who
are not eligible for intensive cytotoxic therapy
The trial proposal is being discussed and has to be ap-
proved by the SAKK Board.

Follow-up Trials

HOVON 92/SAKK 30/08 (follow-up HOVON 42/SAKK 30/00) |
A phase lI-1ll randomized study to assess the added
value of Laromustine in combination with standard
remission-induction chemotherapy in patients aged 18-
65 years with previously untreated acute myeloid leuke-
mia (AML) or myelodysplasia (MDS) (RAEB with IPSS =
1.5)
The trial will be activated in 2009.

CML YV, Chronic Myeloid Leukemia with the German Study
Group, which should follow the CML IV protocol
The trial is under discussion in the project group.
A follow-up trial of the SAKK 30/07 AML trial for frail
elderly AML patients.
Primary objective: to test the feasibility and efficacy of
combination therapy of 5-Azacytidine with another new
drug (AML targeted therapy)

The trial is under discussion in the project group.

Collaboration with/Participation in Other Groups
The Leukemia Project Group collaborates with the
Lymphoma Project Group within the SAKK and with the
following other groups:
— Project Group New Anticancer Drugs
— Laboratory group (molecular diagnostic),
Swiss Molecular Hematology/Oncology Working Group
— The Dutch HOVON group in AML
— The collaborative group GRAALL (Group for Research
in Adult Acute Lymphoblastic Leukemia) including
the French groups GOELAMS-LALA, Belgium in ALL
— The German CLL Study Group (GCLLSG) in CLL
The German CML Study Group (GCMLSG) in CML
— The European APL group
— The European Leukemia Network
— The European Group for Blood and Marrow Transplan-
tation (EBMT)



Project Group Lung Cancer

ey
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Presidents:

1

PD Dr Miklos Pless, Department of Medical Oncology
and Tumor Center, Kantonsspital Winterthur

Prof. Dr Walter Weder, Division of Thoracic Surgery,
University Hospital Zurich

Objectives of the Lung Cancer Project Group

The Lung Cancer Project Group offers interesting stud-
ies to Swiss cancer centers to treat as many Non-Small
Cell Lung Cancer (NSCLC) patients as possible in trials
(stage IV).

It establishes a network of Swiss lung cancer centers
with multidisciplinary thoracic capacity (stage IlIB/IIIA),
and a solid basis for translational research (tissue bank-
ing).

The group has become an attractive partner for phar-
maceutical companies with interesting compounds,
and helps to advance the career of young oncologists.

Activities

Open Trials in 2008

There were no new trials activated in lung cancer in 2008,
but we made important progress in SAKK 16/00, SAKK
17/04, and SAKK 19/05.

Strategic Elements for the Next Two Years

to establish follow-up studies for stage IV (SAKK 19/09),
stage llIB (SAKK 16/08) and also open a new Small-Cell
Lung Cancer trial (SAKK 15/08)

to establish a cooperation with other cooperative
groups, e.g. the Belgian group in Leuven

to support the ETOP platform

to publish translational research data on our phase Il
trials

Portfolio Plan
SAKK 15/08 SCLC, Small-Cell Lung Cancer | Carboplatin and

Paclitaxel plus ASA404 as first-line chemotherapy
for extensive-stage small-cell lung cancer (SCLC). A
phase Il trial

The main objective is the efficacy and feasibility of this
combination in SCLC.

The trial is resubmitted to the SAKK Board.

SAKK 16/08, NSCLC | Preoperative chemo-radiotherapy

combined with concomitant Cetuximab in non-small
cell lung cancer (NSCLC) patients with llIB disease.
A multicenter phase Il trial

The objective of this trial is to evaluate activity and
safety of sequential neoadjuvant chemo-radiotherapy
with concomitant targeted therapy of cetuximab in op-
erable stage IlIB NSCLC patients.

The protocol is being developed and will be submitted
to the SAKK Board.

SAKK 19/09, NSCLC | Pemetrexed, cisplatin and bevacizu-

mab, or erlotinib and bevacizumab for metastatic ad-
enocarcinoma of the lung according to EGFR mutation
status: @ multicenter phase Il study including biopsy at
progression (BIOPRO trial)

The trial proposal has to be approved by the SAKK
Board.

Collaborations with Working Groups, Sections and
Other Groups:

Leuven (Belgium)
Novi Sad (Serbia)
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Project Group Reports

Project Group Lymphoma

President:
PD Dr Nicolas Ketterer, Centre Pluridisciplinaire
d'Oncologie, University Hospital Lausanne (CHUV)

Objectives

The Lymphoma Project Group’s main objectives are to

bring together onco-hematologists and other specialists

involved and interested in the management of lym-

phoma/myeloma patients, to ameliorate the management

and the treatment of patients with lymphoma, by develop-

ing and leading some original clinical trials. The project

group stimulates and promotes translational research for

a better understanding of lymphoid malignancies, with

the aim to improve the treatment of the patients in the

following projects:

— Minimal Residual Disease, MRD and other ancillary
studies in follicular lymphoma (FL) trials

— MRD +Ig-VH status in mantle cell lymphoma trials

— Participation to the pathological subprojects in the
CORAL trial

Activities

Open Trials in 2008

There were no new trials activated in lymphoma in 2008,
but we made important progress in SAKK 36/06, SAKK

37/05, SAKK 38/07 and HD13, HD14, and EBMT
MMVAR.

Closed Trials

IFM 2005-02 | Intergroupe Francophone du Myélome (main-
tenance after Autologus Stem Cell Transplantation,
ASCT)
Relevance of maintenance therapy using Lenalidomide
(REVLIMID®) after autologous stem cell transplantation
in myeloma patients under the age of 65 (Open, ran-
domised, multi-centric trial versus placebo)
International, open, phase Il trial (Revlimid® versus pla-
cebo) comparing the direct clinical benefit.

The trial has been closed for accrual in August 2008
after the planned sample size had been reached.
Twenty-five patients have been enrolled in eight cent-
ers in Switzerland.

HD15 | Morbus Hodgkin in adults, advanced stages
Reducing toxicity by de-escalation, while maintaining
efficacy
This trial has been activated in 13 centers in Switzer-
land.

CORAL study (ASCT for DLBCL in 1st relapse) | GELARC-CORAL
Collaborative Trial in Relapse/Refractory Aggressive
Lymphoma. Randomized study of ICE plus rituximab
(R-ICE) versus DHAP plus rituximab (R-DHAP) in previ-
ously treated patients with CD20 positive diffuse large
B-cell lymphoma, eligible for transplantation followed
by randomized maintenance treatment with Rituxi-
mab
The trial has been closed last summer. Twenty-four pa-
tients have been enrolled in 10 centers in Switzerland.
The second randomization of the last patient has been
foreseen in December 2008. The end of maintenance
for the last patient should be reached in December
2009. An analysis for R-ICE versus R-DHAP on the first
400 patients is in preparation.

Strategic Elements for the Next Two Years

The project group adjusts its activities to comply with the
objectives requested by the Scientific Advisory Board in
2007. The group concentrates on key trials and therefore,
will build on pre-existing collaborations and launch a key
clinical trial under SAKK’s guidance. Furthermore it plans
to participate as SAKK member in major European trials.

Portfolio Plan

Diffuse Large B-Cell-Lymphoma, DLBCL

SAKK 38/08 (relapsed elderly) | Rituximab, bendamustine
and lenalidomide in elderly and/or frail patients with
relapsed or refractory aggressive non-Hodgkin’s Lym-
phoma. A phase I/l trial
The objective of the phase | part is to determine the
MTD (The highest dose of a drug treatment that does
not cause unacceptable side effects) of the combina-
tion of rituximab, bendamustine and lenalidomide in
patients with relapsed refractory aggressive Non-Hodg-
kin Lymphoma, NHL, not eligible for high-dose therapy
with ASCT.



The objective of the phase Il part is to determine the
efficacy and safety of the combination of rituximab,
bendamustine and lenalidomide in patients with refrac-
tory or relapsed aggressive NHL not eligible for high-
dose therapy with ASCT.

The trial has been accepted by the SAKK Board and is
being developed.

Follicular Lymphoma, FL
SAKK 35/09 | GA 101 versus Rituximab for untreated follicu-

lar lymphoma. An intergroup randomized phase Il
trial

The primary objective of this trial is to investigate if GA
101 is more effective than rituximab. The trial will be
developed in collaboration with the Nordic Lymphoma
Group.

Multiple Myeloma, MM
IFM 2009 trial | Randomized phase Il study comparing con-

ventional dose treatment using a combination of Borte-
zomib, Lenalidomide and Dexamethasone to high-dose
treatment with peripheral stem cell transplant in
the initial management of myeloma in patients under
65 years of age

The aim of the protocol is to determine if, in the era of
new drugs, high-dose treatment is still necessary in the
initial management of myeloma in young patients. The
primary objective is to compare event-free survival in
the two arms. The trial will be activated in France at the
end of 2009.

SAKK 65/08 | Synergistic targeting of the ER stress response

with Nelfinavir and Bortezomib: a phase | dose escala-
tion trial in advanced hematologic malignancies

The aim of the trial is to establish tolerability and toxi-
city of the induction of UPR (unfolded protein response)
activity and/or the inhibition of akt-phosphorylation
by nelfinavir in combination with bortezomib in pa-
tients with advanced hematopoetic malignancies, and
to establish a recommended dose for a phase Il trial.
This trial will be developed and conducted in collabora-
tion with the Project Group Leukemia and with the
Phase | Project Group. Patients will be accrued in se-
lected centers. The trial has to be approved by the
SAKK Board in 2009.

HD18 | Treatment optimization in the first-line treatment of

advanced stage Hodgkin lymphoma, treatment stratifi-
cation by means of FDG-PET

The aim of the trial is to individualize treatment for each
patient by adapting it to early response and thus to
continue intensive treatment only with those patients
who show an inadequate treatment response.

The trial has been activated in Germany on May 13,
2008 and is open for accrual in Germany. The trial will
be activated 2009 in Switzerland.

Collaborations
The Project Group seeks to have an active role in selected

large international collaborative projects, allowing a rein-
forcement of our collaboration with other large coopera-
tive international groups as:

German Hodgkin Study Group (HD trials)
Intergroupe Francophone du Myélome (IFM trials)
GELA, (CORAL study)

European Mantle Cell Lymphoma Network
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Project Group New Anticancer Drugs/
Phase | Trials

President:
PD Dr Cristiana Sessa, Oncology Institute of Southern
Switzerland (10SI) Bellinzona

Objectives
The primary aim of the project group is to increase the
active participation in Phase | trials and to get new drugs
to be tested by SAKK in Phase Il trials; the group also aims
to increase experience and set up a central coordination
for early drug development.
SAKK and SENDO have established a collaboration in order
to increase and improve the involvement of selected SAKK
centers in early clinical trials, and to provide SAKK with a
constant flow of new drugs for Phase |l trials.
Activities
Trial Activated in 2008
SKSD00702 | A phase Ib study of the histone deacetylase
inhibitor Panobinostat (LBH589) given orally in com-
bination with Carboplatin and Paclitaxel in patients
with advanced solid tumors. A SAKK-SENDO phase Ib
study
The primary objective of the trial is to determine the
Maximum Tolerated Dose (MTD) of panobinostat
(LBH589) when administered in combination with car-
boplatin and paclitaxel in patients with advanced solid
malignancies and to identify the Recommended Dose
(RD) for a subsequent phase I trial.
The trial was activated on May 20, 2008.
Participating centers: Bellinzona (I0SI), Lausanne (CHUV),
Basel (USB)

Portfolio Plan

SAKK 65/08 | Synergistic targeting of the ER stress response
with Nelfinavir and Bortezomib: a phase | dose escala-
tion trial in advanced hematologic malignancies
This trial is developed in collaboration with the Project
Group Leukemia and the Project Group Lymphoma.
Patients will be accrued in selected centers. The trial is
still in discussion and has to be approved by the SAKK
Board in 2009.

Collaboration with/Participation in Other Groups

— Project Group Breast Cancer

— Project Group Leukemia

— Project Group Lymphoma

— SENDO Southern Europe New Drugs Organization



Project Group Urogenital Tumors

Presidents:

1 PD Dr Silke Gillessen, Department of Medical Oncology,
Kantonsspital St.Gallen

2 Prof. Dr George Thalmann, Department of Urology,
Inselspital, University Hospital Bern

Objectives
Since the group was promoted from a working group to a
project group, it has reached a better attendance from
urologists, pathologists, and oncologists, and recently also
from radio-oncologists.
A new culture of collaboration with the urologists was de-
veloped and is ongoing, especially in the STAMPEDE trial
and a planned bladder cancer trial.
Ongoing, good translational research opportunities with
Prof. Holger Moch, University Hospital Zurich, and Prof.
Lukas Bubendorf, University Basel, and Prof. Wilhelm Krek,
ETH Zurich, are realized in the development of projects in
prostate cancer.
Activities
Trial Activated in 2008
SAKK 08/07 | Docetaxel and cetuximab in patients with
docetaxel-resistant hormone-refractory prostate cancer
(HRPC). A multicenter phase Il trial
The main objectives of this trial are to assess the efficacy
and safety of the chemo-immunotherapy treatment
with docetaxel and cetuximab in docetaxel-resistant
patients with HRPC (second-line therapy in prostate
cancer).
The trial was activated on June 17, 2008.

Closed Trials
None
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Strategic Elements for the Next Two Years

The Project Group Urogenital Cancer aims

— to pursue trials in prostate cancer as main topic

- toinvolve more centers

— to develop second-line therapies

— to develop therapies in indolent PSA (Prostate-Specific
Antigen) rising conditions (metastatic or not) despite
androgen ablation

— to conduct trials in palliative care

— to strengthen the collaboration between oncologists,
radio-oncologists and urologists

Portfolio Plan

Trials:

SAKK 08/08 | RADOOT in Hormone Refractory Prostate
Cancer as first-line treatment
The main objectives of this trial are to assess the efficacy
and safety of everolimus as first-line therapy in non-
rapidly progressive CRPC (Castration-Resistant Prostate
Cancer).

SAKK 08/08 is in a protocol finalizing state.

STAMPEDE | Systemic Therapy in Advancing or Metastatic
Prostate Cancer: Evaluation of Drug Efficacy. A 5-stage
multi-arm randomised controlled trial
The trial will be activated in Swiss centers in 2009.

Follow-up Trials:

— A second-line trial in prostate cancer is planned.

— If SAKK 08/07 is successful, a Phase lll trial in first-line
HRPC (Docetaxel/Cetuximab) will be planned.

Collaboration with/Participation in Other Groups

— Collaboration with other SAKK groups such as PG New
Anticancer Drugs

— Collaboration with foreign Groups/Centers like MRC
(Medical Research Council)

— Collaboration with other Cooperative Groups such as
EORTC (European Organisation for Research and Treat-
ment of Cancer)
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Section Clinical Research Coordinators
(CRQ)

Presidents:
1 Christine Biaggi Rudolf, SAKK Coordinating
Center Bern

2 Julia Rengier-Styles, Centre Pluridisciplinaire
d'Oncologie, University Hospital Lausanne (CHUV)

Short introduction

From the very beginning the skills required for a position
as a Clinical Research Coordinator (CRC) could only be
learned on the job. Most people applying for such a posi-
tion had some background in the medical field since they
came from nursing or had worked as a receptionist in
a doctor’s office before. Nowadays, this position is more
and more filled by new PhD graduates who want to acquire
their first work experience outside academia after success-
fully finishing their thesis. Either way, very few have previ-
ous experience as a CRC. That is why many years ago the
Section of Clinical Research Coordinators was founded,
which in the early days was called the Data Managers
Section. The goal was to form an interactive group with
participants from all the various SAKK centers in Switzer-
land and from SAKK affiliate centers in the neighboring EU
countries that would meet on a regular basis to exchange
ideas and experiences on how to run and coordinate data
management in clinical trials.

Activities 2008

In January we had our two-day annual meeting for CRCs
at the SAKK Coordinating Center in Bern. It was a very
intense program with a lot of interesting presentations in
various fields of cancer research as well as some excursions
into Good Clinical Practice (GCP). The first morning of
those two days was particularly intended for new section
members who had only recently started their work as a
CRC at a center. Overall 45 certificates were handed out
indicating the presence of the attendees.

In November the Section met at the semi-annual meeting
in Basel. This meeting focused mainly on new procedures
(such as: changes regarding documentation of adverse
events reported on case report forms, availability of a new
pregnancy reporting form) and updates (e.g. on certain
aspects of GCP, announcement of introduction of elec-
tronic data capturing for SAKK trials in 2009, activation
and closure of SAKK trials throughout 2008) presented by
SAKK staff on one hand, on the other hand the Clinical
Trial Unit (CTU) Basel introduced its educational program
for clinical research professionals which is planned to start
in fall 2009.

Outlook

In 2009 the section intends to concentrate on finding ways
in which we can improve sharing professional knowledge.
There are quite a few medium-sized centers, which employ
only one CRC - the CRCs working in such a center need
support from well organized CRC personnel.

Further, we hope to strengthen the collaboration and dis-
cussions between the SAKK and the CTU Bern in order to
launch our own educational program for clinical research
professional training tailored especially towards CRCs.

In 2009 we will again organize our two-day annual meeting
(January 26/27) as well as a section meeting in Basel on
November 26 as part of the SAKK semi-annual meeting.



Section Internal Medicine

President:
Dr Rudolf Morant, Department of Internal Medicine,
Tumorzentrum ZeTuP, St.Gallen

Activities 2008

The Section Internal Medicine was working on a new pro-
posal for a phase Ill trial concentrating on the effect of
low-molecular weight heparin (LMWH) on survival in can-
cer patients with a high risk for thromboembolism.

SAKK 91/08 | The effect of low-molecular weight heparin
(e. 9. Enoxaparin) on survival and thromboembolism in
a high-risk subgroup of cancer patients.

The primary objective of this multicenter phase IlI trial
is to demonstrate that LMWH prophylaxis over six
months will result in a significantly reduced death rate
(25 % relative risk reduction) in a subcategory of cancer
patients with a high risk of venous thromboembolism,
or VTE.

Secondary objectives are to evaluate the VTE rate and
bleeding complications.

SAKK 91/08 would be the first proof of principle trial
with LMWH in a high-risk cancer population with a
simple, safe and easily available intervention and a hard
single endpoint (mortality).

Principal investigators of SAKK 91/08 are Dr Stefanie
Pederiva and Prof. Jirg Beer, both at the Kantonsspital
Baden, who presented their trial proposal to the project
groups Lung Cancer, Gastrointestinal Cancer and Breast
Cancer as well as to the section meeting Internal Med-
icine during SAKK’s last semi-annual meeting in Bern.
Currently, the centers have to indicate their interest and
prospective accrual for this trial. The trial proposal has
been re-submitted to the SAKK Board. So far, no phar-
maceutical company is willing to provide the drug for
this interesting project.

Section Pathology

President:
Prof. Dr Holger Moch, Institute of Surgical Pathology,
Department Pathology, University Hospital Zurich

Short Introduction

The Section Pathology is active in the following areas:

The quality and the outcome of many clinical trials fre-
guently require input by pathologists.

Some trials need a review of the initial pathological
diagnosis. The goal of such a review is quality assurance
and control. Such reviews have become crucial, par-
ticularly with targeted therapy, where the most accu-
rate determination of both the tumor type and the
selected target is mandatory.

Most predictive parameters of clinical responses to
novel drugs are performed on tumor tissues. Such
predictive tests, e. g. k-RAS testing in colorectal cancer
are frequently performed in oncological trials. Quality
assurance is mandatory in such predictive tests.
Translational research consists of exploratory investiga-
tions of the fundamental mechanisms, which may yield
new evidence on predictive or prognostic factors.
It may involve clinical and laboratory investigations
on clinical material collected during clinical trials. Trans-
lational researchers in pathology may screen patients’
tissue samples for markers and correlate them with
clinical findings with the aim to identify new therapy
modalities and novel diagnostics for tumor diseases.
For translational research projects, the collection of
biomaterial is necessary. Pathologists are involved in
prospective and retrospective collection of biomaterial
and the establishment of biobanks.

Activities 2008

The Section Pathology is involved in many SAKK trials. The
section members also play an important role in the activi-
ties of the IBCSG, both on a practical level by contributing
patients and on an intellectual and leadership level. Fur-
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ther, section members continue to enroll patient material
in earlier studies and in new SAKK trials. There are many
activities in collaboration with the groups Lung Cancer
(SAKK 16/00, SAKK 17/04 etc.), Lymphoma (SAKK 38/07),
Melanoma (SAKK 50/07) and others. These activities in-
clude the collection of biomaterial, translational research
and predictive tests. The completion of patient forms
(p-form) requires the engagement of many pathologists.

Outlook

The new strategy of SAKK aims to improve the activities of
pathologists in different oncology trials. Pathologists will
be involved in the early phases of protocol development.
In these phases, laboratory tests can be discussed and im-
plemented in the protocols. From an administrative and
logistic point of view, improvement of budgeting, imple-
mentation and monitoring of pathology activities in clinical
trials are the main objectives for 2009. Costs for biomarker
research are only partly paid by the SAKK. Therefore,
pathologists should perform more extensive exploratory
laboratory-based translational research covered by other,
third party funding (e.g. from Oncosuisse or the Swiss
National Science Foundation SNF). In the last year, the first
SNF grant application has been funded on the basis of
material collected in a SAKK trial.

Section Radio-Oncology

Presidents:

1 PD Dr Ludwig Plasswilm, Department of Radiation
Oncology, Kantonsspital St.Gallen

2 Dr Sabine Balmer Majno, Division Radio-Oncology,
University Hospital Geneva (HUG)

Activities 2008

In 2008 the members of the SAKK Section Radio-Oncology
focused on possibilities to increase the activities and par-
ticipation of radiation-oncology within SAKK protocols.

During the meeting of the Section Radio-Oncology in
November 2007 the idea of a new protocol panel of Swiss
Radiation Oncology was introduced (Swiss Trials in Radia-
tion Oncology «SWITRO»). This panel should become
a platform of cooperation between the Scientific Associa-
tion of Swiss Radiation Oncology (SASRO) and the Section
Radio-Oncology. A detailed proposal for the generation
of such a platform to boost clinical research in radiation-
oncology in Switzerland has been discussed within the
SASRO executive committee and at the semi-annual meet-
ings in 2008. Finally, the majority of the members of the
Radio-Oncology Section agreed to accept SWITRO being
the new protocol panel of the Radio-Oncology Section.
The start-up meeting of the new panel was held on
November 11, 2008, and was attended by D. Aebersold,
S. Bodis, L. Plasswilm, D. Weber, K. Zaugg, F. Zimmermann
(in the future a representative of the Swiss Society of Ra-
diobiology and Medical Physics will also be invited to join
the panel). At that meeting 17 proposals of new protocols
were discussed and preliminarily ranked by priority for fur-
ther discussions and activities within SAKK.



Proposals of new trials

— Intensity-modulated radiation therapy (IMRT) + chemo-
therapy in anal cancer

— Adjuvant radiation therapy in node positive prostate
cancer

— Radiochemotherapy plus EGFR-antibody therapy in un-
resectable recurrent head and neck cancer

— Postoperative radiochemotherapy plus EGFR-antibody
therapy in resectable recurrent head and neck cancer

— FET-PET based planning in primary glioblastoma

— Dose escalation in radiation therapy of biochemically
relapsed prostate cancer

In addition and as a complementary effort to «SWITRO»
members of our section are also involved in proposals of
new protocols which are under discussion within the dif-
ferent SAKK project groups and working groups. Besides
these activities members of the Radio-Oncology Section
are involved in several ongoing or recently finished proto-
cols.

SAKK — Ongoing trials with strong links to

the Radio-Oncology Section

SAKK 70/03 | Whole brain radiotherapy in combination with
gefitinib (Iressa®) or temozolomide (Temodal®) for brain
metastases from non-small cell lung cancer (NSCLC).
A randomized phase Il trial

SAKK 76/02 | Docetaxel and cisplatin chemotherapy fol-
lowed by radiochemotherapy in patients with inoper-
able, locally advanced esophageal cancer. A multicenter
phase Il trial

SAKK 75/06 | Cetuximab in combination with radiation
therapy and chemotherapy prior to surgery in patients
with resectable, locally advanced esophageal carci-
noma. A multicenter phase Ib-Il trial

SAKK 77/07 and SASL 26 | External beam radiotherapy for
unresectable hepatocellular carcinoma. A multicenter
phase I/ trial

SAKK 16/00 | Preoperative chemoradiotherapy vs. chemo-
therapy alone in non-small cell lung cancer (NSCLC)
patients with mediastinal lymph node metastases (stage
A, N2): A randomized prospective phase il trial

SAKK 17/04 | Neoadjuvant chemotherapy and extrapleural
pneumonectomy of malignant pleural mesothelioma
(MPM) with or without hemithoracic radiotherapy.
A randomized multicenter phase Il trial

SAKK Trials in cooperation with the German Hodgkin

Lymphoma Study Group

HD13, Limited stages | Qualitdtssicherungsprotokoll zur
Toxizitatsreduktion in der Primdrtherapie des friihen
Morbus Hodgkin

HD14, Intermediate stages | Qualitatssicherungsprotokoll zur
Effektivitdtssteigerung in der Primértherapie des inter-
medidren Morbus Hodgkin

Outlook

In 2009 the Radio-Oncology Section will mainly focus on
the initiation of new SAKK protocols, based on our current
proposals, and to support the ongoing SAKK 77/07 trial.
Also the cooperation of the Radio-Oncology Section and
SASRO will be advanced. Special thanks go to Daniel
Aebersold, Inselspital Bern, and president of SASRO, who
strongly supports this cooperation. Daniel Aebersold and
Ludwig Plasswilm together were personally strongly in-
volved into the set-up and organization of our new joint
protocol panel «SWITRO».
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Section Surgery

Presidents:

1 Prof. Dr Walter Richard Marti, Department of Surgery,
University Hospital Basel (until end of January 2009)

2 Prof. Dr Paul M. Schneider, Department of Surgery,
University Hospital Zurich (starting February 2009)

Short Introduction

The Section Surgery aims to design and conduct clinical
and translational research in the field of surgically treated
cancers and functions as a platform to promote other mul-
ticenter trials in the surgical community.

Activities 2008

The Section Surgery has held its annual meeting on
November 20, 2008, in Basel. The main focus of activities
in 2008 was to continuously work on the SAKK 40/04 trial.
The primary objective of this trial is to compare a 5cm
colon-J-pouch, side-to-side anastomosis and straight colo-
anal anastomosis as reconstruction techniques after rectal
cancer surgery with respect to defecation quality (evacua-
tion problems, fragmentation of stools), stool frequency,
mortality and morbidity. As secondary objectives, the three
different reconstruction techniques are compared in re-
spect of short and mid-term quality of life and long-term
clinical outcome. As the patient accrual is favorable (~50/
year) but not as high as expected (94/year), we still encour-
age new clinics to participate in this trial. Lately, the De-
partment of Surgery, Kantonsspital Bruderholz, led by PD
Dr Igor Langer, has joined in to help us to reach the goal
to include 282 patients in the trial. So far over 125 patients
have entered the trial.

Furthermore, in collaboration with SAKK project groups
we participate as surgeons in other trials, currently in the
ongoing lung cancer trials SAKK 16/00 and SAKK 17/04.

Outlook

Prof. Dr Markus Zuber has discontinued his position as
vice-chairman of the SAKK Board after two full election
periods. All his great achievements are acknowledged.
Prof. Walter Marti has been elected as member of the
SAKK Board in June 2008 by the General Assembly.

This was the moment to renew the presidency of the SAKK
Section Surgery. Prof. Paul Schneider, Professor of Surgery,
working at the University Hospital of Zurich, being pro-
posed for this position at the annual meeting of the section
and elected by the SAKK Board, will take over this position
in February 2009. For sure, Prof. Paul Schneider with his
vast clinical and research experience will help to boost
scientific activities at the Section Surgery.



Section Trial Nurses

President: vacant

Contact person: Christel B6hme, oncology nurse, head of
trial coordinators, Oncology/Hematology, Kantonsspital
St.Gallen

Short introduction

We are a group of nurses who evaluate draft protocols for
their practical and nursing implications and patient consid-
erations, as well as CRF comprehensibility.

In this function we serve as a part of the SAKK internal
protocol review process.

Additionally, on each SAKK protocol with a medical treat-
ment a trial nurse is assigned as a contact person for nurs-
ing issues.

The group members, with a multifaceted nursing back-
ground hold different positions in Swiss hospitals. All work
with patients treated in SAKK clinical trials.

Our goal is to make a contribution to assure high-quality
clinical trial performance.

Activities 2008

— Review of several SAKK protocols

— Meeting at the semi-annual meeting in Basel
— Exchange of knowledge throughout the year

Outlook

— Continue our work within the Internal Review Board

— Acquire new colleagues to maintain and strengthen our
group

— Provide support for nursing issues in ongoing SAKK
trials
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Networks

Network for Cancer Predisposition Testing
and Counseling (CPTC)

Presidents:

1 PD Dr Pierre O. Chappuis, Unité d'oncogénétique et
de prévention des cancers, Service d'Oncologie,
University Hospital Geneva (HUG)

2 Prof. Dr André-Pascal R. Sappino, Unité
d’'identification des prédispositions génétiques aux

cancers, University Hospital Geneva (HUG)

Short introduction

The main goals of the Network for CPTC are:

— to harmonize the clinical practice of counseling and
management of at-risk individuals;

— to consolidate the activity of several Swiss reference
molecular laboratories for cancer predisposition testing
and the network with basic researchers;

— to collect clinical data and mutation screening results
of families with inherited cancer predisposing syn-
dromes that are managed in the network counseling
centers;

— to participate in trials evaluating the impact of surveil-
lance and risk reduction strategies;

- toinform and educate health professionals and the lay
community on predictive oncology.

Activities 2008

There are 17 centers located in 10 cities throughout Swit-
zerland providing genetic counseling and evaluation for
cancer predisposition testing according to the Swiss regu-
lation (KVL/OPAS/OPre art. 12, let. v). More than 400 new
families have been managed by network oncogenetic cent-
ers this year.

Swiss referral guidelines for genetic counseling and evalu-
ation for BRCA1/BRCA2 testing have been established by
the network. These guidelines have been prepared to help
clinicians identify the situations where a familial aggrega-
tion or a syndrome of hereditary breast/ovarian cancer

should be suspected, and an adequate management could
be proposed. These guidelines have been approved by the
Swiss Society of Medical Genetics, the Swiss Society of
Senology, the Swiss Society of Medical Oncology and the
Swiss Society of Gynecology and Obstetrics.

Up to now, complete BRCAT/BRCA2 mutation screening
has been performed in 850 distinct families. Members of
the network have provided counseling to these families
outlining features of the hereditary breast/ovarian cancer
syndrome or familial aggregation of breast cancer. Patho-
genic mutations have been identified in 20 % of these
families and unclassified variants were characterized
in 13% of the index cases tested. We collected clinical
and socio-demographic data on families screened for
BRCA1/BRCA2 modifications for future research projects.

The IBIS II-Prevention randomized double blind control trial
is designed to evaluate anastrozole vs. placebo as an effec-
tive method of preventing breast cancer in postmenopau-
sal women at increased risk of the disease. The IBIS II-DCIS
trial compares anastrozole vs. tamoxifen as an effective
preventive breast cancer drug for postmenopausal women
with conservatively-treated ductal in situ cancer. Thirty-
two women have already been included in these preventive
trials in St.Gallen, Bern, Geneva, Ticino and Lausanne.

Outlook

— to manage individuals identified at high-cancer risk ac-
cording to standard clinical practice in Switzerland;

— to publish the Swiss guidelines for genetic counseling
and evaluation for BRCA1/BRCA?2 testing;

— to evaluate the prediction models of germ-line muta-
tions based on the series of families already screened
for BRCA1/BRCA2 mutations;

— toinitiate a collaborative group to establish guidelines
in genetic counseling and testing for patients with mul-
tiple colorectal polyps.
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Objectives of the Network

To establish a network of experts and interested researchers
and to further promote interdisciplinary outcomes research
in oncology. The network may be called in by any SAKK
project or working group to provide advice on outcomes
research relevant questions in ongoing or planned trials.

Furthermore, the network will collect ideas on outcomes
research which can be implemented in oncology trials in
Switzerland. One of the important aims of the network is
to anchor outcomes research as a part of the clinical trials
performed by SAKK. In addition, the network tries to
perform other non-randomized controlled trials related
outcomes research studies in accordance with the SAKK
mission.

Activities 2008 and Outlook

The primary activity is to perform health-economic evalu-
ations (HEA) alongside the clinical trials to provide an
incremental cost-effectiveness ratio for a new treatment in
question. Although, Switzerland has no institution like the
National Institute for Health and Clinical Excellence (NICE)
in the U.K. to evaluate cost-effectiveness of drugs, it be-
comes more and more important to collect health
economic information on newly introduced treatments.
Sooner or later, this information will be important for
health-care decisions.

The Network for Outcomes Research focuses only on direct
medical resource usage and its costs. It takes into consid-
eration the perspective of the statutory health insurance
or the health system.

For two ongoing SAKK trials the network has evaluated
the resource usage and costs of several different data pro-
viders. Data from patient records, insurance companies as
well as case report forms were evaluated. The evaluation
showed that a lot of data are available, but that it is
extremely difficult to obtain and combine them in a useful
way. Therefore, we decided to use only data from insur-
ance companies in trials where no changes in case report
forms are possible anymore. For future trials only case re-
port forms will be used as the primary source to collect
data on resource use. Costs are then calculated according
to Tarmed or laboratory lists of the Swiss health-care sys-
tem.

We try to perform cost-effectiveness analyses in different
ways. If possible, we will take patient-level costs as they are
and perform analyses in line with state of the art methodol-
ogy, e.g. by using bootstrapping methods to calculate con-
fidence intervals for incremental cost-effectiveness ratios.

For trials with long overall survival times, where it is impos-
sible to record all the cumulated costs and effects over a very
long period, costs and effects will have to be modeled.

Trials

SAKK 16/00 (open) | Preoperative chemoradiotherapy vs.
chemotherapy alone in non-small cell lung cancer
(NSCLC) patients with mediastinal lymph node metas-
tases (stage llIA, N2). A randomized prospective phase
1l trial
This trial is ongoing and will be considered under a
statutory health-insurance perspective, cost data com-
ing from the insurance companies.

SAKK 35/03 (closed) | Comparing two schedules of rituximab
maintenance in rituximab-responding patients with un-
treated, chemotherapy resistant or relapsed follicular
lymphoma. A randomized phase Il trial
This trial has a long-time overall survival and therefore
a two-step economic analysis is planned by partially
using insurance claim data and modeling cost and ef-
fects for long-term survival.

Health-economic analyses for some recently developed tri-
als are planned. For these we will prospectively implement
necessary health economic variables into the case report
forms to avoid having to collect data from external provid-
ers. Although, it is clear that within these forms one cannot



34

Networks

report all resources used, at least the most cost-driving
factors such as hospitalizations or expensive treatments
can be reported.

We especially want to draw your attention to the trial
SAKK 77/08 and SASL 29 Sorafenib alone or in combina-
tion with everolimus in patients with unresectable hepato-
cellular carcinoma. A randomized multicenter phase Il trial
This trial will be the first in which the resource usage data
collection for the HEA, will be completely implemented
within the case report forms. Due to the expected short
duration of this trial, it serves well as «pilot project» per-
forming HEA this way.

The network is not only involved in SAKK trials but also
aims at performing studies in the field of outcomes re-
search in cooperation with third parties, for example stud-
ies which are literature-based. Last year, the network
performed together with Konstantin Dedes, University of
Zurich, a health economic modeling study for the treat-
ment of breast cancer with bevacizumab. This study has
been published in the European Journal of Cancer. Similar
studies are planned.

Another project in cooperation with the health insurance
company Helsana will be a study of end-of-life care in can-
cer patients in Switzerland. So far, no such study has been
performed and therefore, it is unique and has an explora-
tive character. The primary objectives of the study are to
evaluate the therapy intensity and hospitalization rates of
end-of-life care. Therapy intensity may be defined differ-
ently according to literature but we will primarily focus on
the percentage of patients (all or sub-groups) receiving any
chemo- and/or radiotherapy and/or cancer related surgery
during the last month before death. The secondary objec-
tive is to assess the magnitude and significance of the
effects of insurance coverage, demographic, geographic
or treating hospital-related items on the delivery of care.

Depending on the results of this study we hope to initiate
a discussion among Swiss oncologists and other cancer
treating physicians to reflect on the treatment situation of
Swiss cancer patients.

The study will include all identified deceased cancer pa-
tients of the years 2006-2008 from the Helsana cohort,
but depending on the available number of patients, sub-
group analyses for certain cancer types such as lung, colon,
breast or prostate are planned.

At the semi-annual SAKK meeting in November 2008
Prof. James Raftery, Director of NETSCC and The Wessex
Institute, gave a very interesting talk on «Evidence based
decision making: NICE, oncology and health economics.»

Portfolio Plan

SAKK 77/08 and SASL 29 | Sorafenib alone or in combination
with everolimus in patients with unresectable hepato-
cellular carcinoma. A randomized multicenter phase Il
trial

SAKK 77/09 and SASL 30 | A phase | open label/phase Il ran-
domized, double-blind, multicenter trial investigating
the combination of everolimus and TransArterial Chem-
oEmbolisation (TACE) with doxorubicin in patients with
hepatocellular carcinoma eligible for TACE. HEA in
Phase Il

SAKK 75/08 | Multimodal therapy with and without cetuxi-
mab in patients with locally advanced esophageal car-
cinoma. An unblinded, prospectively randomized phase
Il trial

Collaboration with/Participation in Other Groups

The network initiates project-level cooperation with differ-
ent institutes active in the field of cancer, e. g. with insurance
companies, National Institute for Cancer Epidemiology and
Registration (NICER), and the Children’s Cancer Registry.
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Resoconto annuale

Resoconto annuale dal 1° gennaio al 31 dicembre (in CHF) 2008 2007
Reddito di esercizio

Contributi per la ricerca SBF' 3930520.00 5266 800.00
Altri contributi per la ricerca? 1427794.58 765 860.89
Ricavi collaborazioni industriali 2268 112.60 2319453.15
Redditi bollettino sul cancro 281885.00 352 655.00
Donazione, Legati & Eredita 40720.00 0.00
Redditi vari 484918.85 211564.60
Totale reddito di esercizio 8433951.03 8916 333.64
Spese di esercizio

Costi per studi vari —529278.75 -311799.90
Contributi per la ricerca SPOG?3 0.00 —449 460.00
Contributi per la ricerca ASRT (NICER)* 0.00 —900900.00
Contributi per la ricerca IBCSG> —250000.00 —250000.00
Contributi per la ricerca Centri —2699123.95 —2198918.25
Costi di trasferta e viaggi di rappresentanza —241480.75 —199901.50
Altre spese di esercizio -63649.62 —154901.55
Totale spese di esercizio -3783533.07 -4465881.20
Subtotale 1 4650417.96 4450 452.44
Costi di coordinamento

Costi per il personale —4080476.39 —3160505.11
Altri costi di coordinamento —831077.70 —975575.25
Totale costi di coordinamento -4911554.09 -4136080.36
Subtotale 2 —261136.13 314 372.08
Risultato finanziario

Reddito finanziario 131068.35 50618.64
Oneri finanziari -117838.11 -2194.80
Totale risultato finanziario 13230.24 48423.84
Subtotale 3 —247905.89 362 795.92
Attivita al di fuori del periodo

Attivita al di fuori del periodo considerato 58 024.39 0.00
Scioglimento di accantonamenti non necessari 154 628.40 77900.00
Total résultat exceptionnel et hors exploitation 212652.79 77900.00
Totale attivita al di fuori del periodo considerato -35253.10 440695.92

1 2007: Segreteria di stato per I'educazione e la ricerca SER (mediante il SIAK i fondi vanno alle relative associazioni, come de accordo
sulle prestazioni con |'unione) A partire dal 2008 i fondi sono passati direttamente dalla SER al SAKK, allo SPOG e alla ASRT (NICER)

2 Lega contro il cancro/Ricerca svizzera contro il cancro/Fondazione svizzera per la ricerca clinica contro il cancro/Oncosuisse

3 Gruppo Onco-Pediatrico Svizzero SPOG
4 Associazione Svizzera Registri Tumori ASRT
5 International Breast Cancer Study Group IBCSG
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Effingerstrasse 40
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Tel. 031 389 91 91

Fax 031 389 92 00
http://sakk.ch
sakkcc@sakk.ch

Relazione bancaria (per offerte)
Banca Cantonale di Berna

BEKB, Bundesplatz 8

3001 Berna

IBAN CH14 0079 0042 4106 0712 5

SAKK Industriepool 2008
Ringraziamo | gruppi farmaceutici
per il loro sostegno:

Amgen Switzerland AG
AstraZeneca AG

Baxter AG

Bayer Schering Pharma (Schweiz) AG
Bristol-Myers Squibb GmbH
Celgene GmbH

Eli Lilly Suisse S. A.

Essex Chemie AG
GlaxoSmithKline AG
Janssen-Cilag AG

Lipomed AG

Mepha Pharma AG

Merck (Schweiz) AG
Mundipharma Medical Company
Novartis Pharma Schweiz AG
Nycomed Pharma AG

Pfizer AG

Robapharm AG

Roche Pharma Schweiz AG
sanofi-aventis (suisse) sa

Wyeth Pharmaceuticals AG

Contributi dal settore pubblico e d'altri

Segreteria di Stato per I'educazione e la ricerca SER
Ricerca Svizzera contro il Cancro

Oncosuisse

Lega contro il cancro Svizzera

Schweizerische Stiftung fur Klinische Krebsforschung
(Fondazione svizzera per la ricerca clinica contro il cancro)
Donatori privati
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