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SAKK 22-99

175 Patients : (activated: closed for accrual)

Fortgeschritten/metastatisch, HER2 pos, max. 2 Chemotherapien

Degree of HER 2/neu Arm A
overexpression Her alone, at PD followed
Anthracycline contain. by Her + Chemo
treat. +/- RT
Randomization |—— ER status

Stratification

Center
Arm B

Her + Chemo

1st line vs 2nd/3rd line

SAKK 22/99: Trastuzumab vs Trastuzumab + CT

Accrual is N=172, goal is reached. Remains opep-uqtil F/U study opens. In O. Pagani
many pts the primary endpoint is not evaluable ’because Taxol was not

given until progression and an endocrine therapy TiKe letrotzole or CM were

added to trastuzumab as maintenance therapy.

Scientific question addressed still unresolved and will remain valid also with the new anti-HER2 compounds and combination strategies:
Ongoing SAKK 22/10 still questions the need for chemotherapy in combination with targeted therapy.

Efficacy data available by the end of 2014: A methodological paper on how the many variables affecting long-term clinical trials (i.e.
availability of new drugs, compliance with trial treatments and investigations, maintenance therapies) can impact study conduction




SAKK 22/1 O / UNICANCER UC-0140/1207

PERNETTA -Trial (activated: open for accrual)
Randomized phase Il in HER2-pos MBC: Pertuzumab + Trastuzumab * Chemo
-> both followed by T-DM1 in case of progression

R Physician's
A Trastuzumab + Perfuzumab' [—* R ™ T-DM1 —* discretion | ~™A
D N E
| D G
A O I
G M Trastuzumab + Pertuzumab 2 S
N | T
0 Fd Paclitaxel R
s A Al keast 4 months ? A Physician’
T —l T e Iclan s
é | o | T-DMT 1™ giscretion | A™mB
o] Trastuzumab + Pertuzumab ? (o]
M N
Vinorelbine
Al least 4 months 7
Progression® Progression®
- * —_—
First-line Second-line Third-line
Therapy Therapy Therapy

208 pts: 23 Swiss centers, 36 France, 10 Netherland 10, 1 Germany



This is a multicenter prospective cohort study.

S a K K 2 s / 1 0 Local investigator receives information about the trial and signs agreement |

Enter all breast cancer patients with an ER-pos., HER2-neg., N0 or N1-3+ tumor Breast Cancer Project Group
in the patient screening and enrollment list

\J

é ‘ First tumor board recommendation ‘
A

First discussion of treatment options with the patient
- First shared decision

\4 \

Patient receives information about the study, Patient does not agree to the baseline data
and is eligible and gives informed consent for collection
the baseline data collection - Off study, no data collected

\ 4

Pre-registration of patient at SAKK CC, anonymisation and attribution of a PatiD

\4 v

Patient is eligible and gives informed consent Patient is not eligible or does not agree to
for the study participate in the study
’ 2 Off study, baseline data collected

Registration of patient at SAKK CC

\

Local pathologist sends tumeor tissue sections to GHI in California, to Prof. Jaggi in Bem and ‘

PD Dr. Varga in Zirch

Impakt des Recurrence v

| Results of RS are forwarded to SAKK CC and to the sites by GHI. |

Score (RS) auf 3

E m pfe h I un g fu r é Second tumor board recommendation after receiving RS results
adjuvante Therapie \

. . Second discussion of treatment options with the patient, integrating RS results
bel Pat mlt ER+ BC — Second shared decision

\

Adjuvant systemic therapy is started

- Document which adjuvant therapy is actually planned and/or started (hormone therapy with or
without chemotherapy)




SAKK 28/12 (.ctivate)

Standardization for Ki-67 assessment in G2 BC (retrospective study)

Analysis of 50 samples from surgically material ; Pathology, University Hospital Zurich.
> assess several modes of Ki-67 quantification in G2 BC in order to choose those which
fulfill the decision rules.

20 samples
from USZ
cases

L

Each sample

assessed ac-

cording fo 8
different
methods

%

Inter-observer

reliability (A-G) |}

4

Intra-observer
reliability (A-H)

o

Decision making rule

with weighted inter-, intra-observer
reliability average: choice of the best
method if there is any

- paraffin blocks containing at least 5 mm of tumor tissues from early operable BC
- histologically G2 (moderately differentiated) invasive BC, ER/PR positive, HER2 neg,
- no previous treatment (all cases are enrolled in an adjuvant setting)

The main goal of the study is to establish the most accurate and reproducible method of
assessing Ki-67 Index , reaching the highest reproducibility and lowest overall variability




SAKK 21 / 12 (to be activated) + SARK.

Phase | -ll trial of transdermal CR1447 (4-OH- testosterone) In
endocrine responsive (HER2 neg) and triple neg
> Androgen receptor positive MBC or locally advanced BC

1 cycle=21 days
G
2 |,/ E |, CR1447: dose escalation in cohorts of 3-6 ERpos BC 30 days
= fg patients follow-up
o 2 Determination of the recommended dose (RD)
Post-
menopausal
women Stratum A - patients with ERpos BC
a RD of CR1447
:% E.: 3 53 patients
— c = o .
2 25672 Until death
s [™E 58 until PD
= t= 8 1 cycle = 21 days
$E o
o Stratum B — patients with triple-negative and
confirmed ARpos BC
RD of CR1447

37 patients




SAKK 24-09

(147 pts; closed for accrual)

Safety and tolerability of Bev + Paclitaxel vs. Bev + metronomic CTX + Xeloda
as 1. -line therapy in HER2-neg MBC or locally recurrent BC

Arm A - Bevacizumabh
- Paclitaxel
(71 patients) .
Until PD, unacceptable
Randomization |, adeseeventor |, | Folowp
— consent withdrawal

- Bevacizumab
= Cyclophosphamide

= Capecitabine
Arm B 71 patients)

The analysis of the data will startin 11/2013,
abstracts for the ASCO and SABCS meetings



Translational study: SAKK 24-09

Core project:

1. Generation of a genomics- and proteomics-compatible blood bank with
samples of all included pts before, during / after anti-angiogenic therapy

2. Measurement of CEPs, CECs and BMDM in all blood samples and
comparison of the results with clinical outcome.

3. Measurement of angiogenesis-associated proteins and investigational
markers of angiogenesis in serum/plasma of pts before/ after therapy

Project extension:

4.  Laser capture of blood and lymphatic vessels as well as genomic
analysis of recurrent mammary tumors for identification of new targets
and biomarkers of angiogenesis (hypothesis generation).

Prof. Christoph Rochlitz (Basel)
Prof. Curzio Riiegg (Lausanne)
Prof. Gerhard Christofori (Basel)
Dr. Andreas Wicki (Basel)
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IBCSG 22-00 (ciosed or accruai

Low-dose Cytotoxics as “Anti-angiogenesis Treatment”
following Adjuvant Induction Chemotherapy for ER-neg and PgR-neg (triple neg) BC

RAND SAKK 176 pts.

After . _
S Strafi definitive Induction CT*
- sugery I—
U Institution but within —>A
56 davs
= Menopausal status ﬁfeéathe f Induction CT* CM x 12 months
i LY
B 7ol B —
G | Induction regimen | the last I
cvcle of
nduction *Approved Induction CT Regimens

CT

Please refer to the protocol for details

CM Maintenance Chemotherapy

- CTX 50 mg/day orally continuously for 1 year

- MTX 2.5 mg/twice a day orally days 1 and 2 of every week for 52 weeks

The total time spent receiving CM maintenance should not exceed 365 days (1 year)
regardless of treatment delays and modifications.



SAKK 21 -08 (Selumetinib)

Mitogen-activated protein kinase (MAPK) pathway is one of the major signaling cascades responsible for resistance to
endocrine therapy by promoting estrogen-independent tumor growth. Sel is a potent selective MEK1 and MEK2 inhibitor
active in melanoma, ovarian, colorectal and NSCLC

ABB. 1 Randomisierte, doppel-blinde, Placebo-kontrollierte Phase-II-Studie

Arm A Fulvestrant s00mgi.m. day 1, 15, day 1 of cycle 2, then Lifelong
g every 28 +/- 3 days N follow-up
£ 46 patients
£ AZD6244 75 mg p.o. bid
@]
e
&= Arm B Fulvestrant 500mgi.m. day 1, 15, day 1 of cycle 2, then Lifelong

- every 28 +/- 3 days Ly follow-up
43 patients

Placebo 3 caps p.o. bid (same appearance as AZD6244)

AEs: rash, other skin disorders, fatigue, diarrhea, hypertension, edema,
nausea/vomiting, anorexia, musculoskeletal sympt., dry mouth, paresthesia.

Poster presented SABCS 2013:
Fulvestrant + Selumetinib ( AZD6244), a MEK 1/2 inhibitor, in advanced stage BC

progressing after aromatase inhibitor (Al)



IBCSG 40-11 / MA.32 (activated: closed for accrual) "' SAKK

A phase lll randomized trial of Metformin vs Placebo on

recurrence and survival in early stage BC

T1-3, NO-3.M0

Invasive breast cancer
Surgically removed +/-
Radiotherapy, chemotherapy,

Endocrine therapy, trastuzumab,

Biologics, bisphosphonates

MN—~Z 00U Z > ™

Metformin
850 mg po bid X 5 vears
(includes 4-week ramp-up of 850mg po daily)

Identical Placebo
One caplet po bid X 5 years
(includes 4 week ramp-up of one caplet po daily)




EO RTC ‘I 0085 (temporary closed for accrual)

Clinical and biological characterization of Male BC: international
retrospective EORTC, BIG and NABCG intergroup study

Number
of Patients

: Number of _
Country Country

Patents
Belgium | 86 Switzerland 120
The A
P(\lfillti 4 - 33D
Netherlands
Rep. of 58 USA 130
Ireland
1 inte
Spain 22 _United 126
Kmgdom
Sweden 291 Total 1819

Patient data to be collected : epidemiologic data, possible risk factors, clinical features,
diagnostic procedures and staging,

Pathologic - molecular features (e.g. grade, ER, AR, PgR, HER2, Ki67, etc.),

BRCA if available, BC treatment (surgery, RT, endocrine, chemo)

Outcome (relapse, site of relapse, death, cause of death).




Randomisierte kontrollierte
einfach blinde Studie zur zeitnahen
Erfassung von Symptomen bel
ambulanten Brustkrebspatienten

Der Patient kann bestimmen,

ob und in welchem Umfang er seine medizinischen Daten Arzten zuginglich machen will
Der Bundesrat legt die rechtlichen Voraussetzungen zum E-Dossier fest.

swiss tumor institute (U universitat
w Ziirich™

BRUST-ZENTRUM



Neue Chancen

Smartphones und Tablets 2013 in der Schweiz
e ca. 5.3 Mill. Personen nutzen ein Smartphone/ Tablet

Méanner Frauen

51%
4%
0% 4%
18% 1%
6% 16%
14% Besitzer e 2012 ™
0% 20% 10% 0% 0% 20% 30% 4% 508

In the next three years, patients agree that:

52% 48%

mHealth applications/
services will improve
the quality of healthcare
| receive

mHealth applications/
services will make
healthcare substantially

mHealth applications/
services will substantially

reduce my overall health-
care costs (including linked
costs like travel to and from,
the doctor or time off to
go to clinics)

more convenient for me

0% TO%

BRUST-ZENTRUM swiss tumor institute



Interessen bel der Symptomerfassung

Figure 5: What consumers and physicians want to track regarding health

70% 65% 61%
60%
50%
40%
30%
20%
10%
| | | | | | | |
Weight Wital signs Caloriesffat Exercisef Sleep patiems Blood sugar Acid reflux' Digesiive health
taken in physical activity indigestion
() Physicians
(C) Consumers

Source: PricewaterhouseCoopers’ HRI Physician Survey, 2010
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-
Symptomerfassung Arztvisite

Patienten nutzen unterschiedliche Strategien?:

 aus der Erinnerung

« handschriftliche Notizen (TagebUlcher, einzelne Papiere)
 Tabellenausdruck vom Desktop-PC

* Notizen auf dem Smartphone oder Tablet-PC

Nachteile:

 uneinheitliche und unvollstandige Meldung
« zeitlich verzogerte Bekanntgabe von Beschwerden
« abweichende Einschatzung der Relevanz von Symptomen

Referenz: Patel RA et al. Probing the benefits of real-time tracking during cancer care.
AMIA Annu Symp Proc. 2012;2012:1340-9. Epub 2012 Nov 3

M— UniversitatsSpital

Ziirich 19.12.2013 Seite 16




-
Studiendesign

Screenin
.. : \ ;
randomisiert, kontrolliert, Einschiuss
einfachblind e I
Start | I
 Kontrollgruppe ohne App e :
L LZVKIUS
| |
° App'Anwendung Ohne Mobile Symptomerfassung
i |
Einbezug des Arztes —l
[ 2. Fragebogen |
* App-Anwendung in BRI | —
Zusammenarbeit mit Arzt MlobneSympmmerraTung
2. Arztvisite
[ 3. Fragebogen |
(3. Zvklus 1]
WV V W
Auswertung
LLLff UniversitatsSpital -

Ziirich




Zusammenfihrung der Symptomerfassung

uil.Orange CH % 15:58 m..Orange CH 3G 15:59 > 100 % E m__Orange CH 3G 15:55 » 100 % E&

Sync Consilium

Consilium Start Consilium Start

~—Notizen ~ —Symptom 2 —Lebensqualitat 2
Privates Memo . > Ubelkeit > pufel R 72% pg
21.03.2013 15:38 am 18.05.2013 15:40 am 18.05.2013 15:37
Heute Termin in der Definition Leichte Symptome, Definition Einschréankung bei
Physiotherapie. Appetitverlust aber korperlicher Anstrengung, aber

L ) unveranderte mobil.

J .| Nahrungsaufnahme. J L
Diagnoseliste vom Arzt : .

| Chemotherapie vom Arzt

UniversitatsSpital
p
LM/ Ziirich

19.12.2013 Seite 18



Strukturierte Datenerfassung von Patienten

w1 Orange CH 3G 15:46 B 100 % EF a1 Orange CH 3G 15:47 b 100 % E3 «.. Orange CH 3G 15:48
Zurtick Auswa hl Zurtck Fa vO riten Andern Zurtick Ei nga be
—Symptome —Bewertung —Neuer Zeitpunkt
< Appetitverlust Wohlbefinden N 18.05.2013 n [15:47 n
Zuletzt: 18.05.2013 15:37
< Atemnot —Symptom
—Symptome Harndrang 47%

< Bauchschmerzen

Lymphédem >
< Benommenheit Zuletzt: 18.05.2013 15:46 +

< Bluthochdruck . Harndrang 47% B3 Definition: Mdssige Symptome,
Zuletzt: 18.05.2013 15:47 ) vermehrtes Wasserlassen,

< Blutungen deutliche Einschrankung im Alltag,
Ubelkeit stark eingeschrankte

< Brennen beim Zuletzt: 18.05.2013 15:40 > Arbeitsfahigkeit.

i ~Tagebuch Erstellen Abbrechen

< Depression Privates Memo .> —Empfehlungen

Zufletzt: 18.05.2013 15:30

Kontakt aufnehmen >
Brustzentrum

< Durchfall .

< Empfindungsstdrung

et e
M et srtatssplta 19.12.2013 Seite 19
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Strukturierte Symptomerfassung
(in Anlehnung an die CTCAEv. 4.0)

Schweregradeinteilung und Kurzinformation in der App
Symptom
0 - 20% 21 - 40% 41 - 60% 61 - 80% 81 - 100%
Erbrechen Einmaliges Erbrechen, | Leichtes Erbrechen, bis | Massiges Erbrechen, | Starkes Erbrechen Sehr starkes und
keine Einschrankung im | maximal 2 Mal wéhrend | 3-5 Mal wahrend 24 | iber 6 Mal wahrend | anhaltendes
Alltag und bei der 24h, nur leichte Stunden, 24 Stunden, Erbrechen, Nahrungs-
Arbeit. Einschrankung des eingeschréankte Nahrungs- und und
Alltags und bei der Nahrungsaufnahme. | Flussigkeitsaufnahme | Flussigkeitsaufnahme
taglichen Arbeit stark eingeschréankt unmaoglich.
Schmerzen Sehr milde Symptome, | Leichte Schmerzen, nur | Massige und Stark anhaltende Sehr starke nicht
keine Einschrankung im | leichte Einschrankung | anhaltende Schmerzen, starke auszuhaltende
Alltag und bei der des Alltags und bei der | Schmerzen, deutliche | Einschrankung im Schmerzen,
Arbeit" taglichen Arbeit Einschrankung im Alltag und Selbstversor-gung
Alltag, stark Arbeitsunfahig-keit (z.B. Ankleiden und
eingeschrankte Waschen) unmdglich
Arbeitsfahigkeit
Fieber Leicht erhdhte Fieber von 38-39°C.", Fieber von 39-40°C. | Schweres Fieber tUber | Schweres
Temperatur von 37- max:40, min:21 40°C wéhrend anhaltendes Fieber,
38°C 24Stunden Uber 40°C Uber 24
Stunden Dauer

UniversitatsSpital
p
M Ziirich
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Zusammenfassung und Ziele

Patienten: Standardisierte Datenerfassung, Partizipation und
Informationsaustausch, Gesundheitskompetenz der Patienten

Arzte: Realtime-Statistiken zu Nutzen und Risiko von Therapient
Zeitersparende Erfassung, vereinfachte Rekrutierung

Versicherer: Qualitatsindikatoren zu
« Bewertung von Empfehlungen medizinischer Leistungen
« Patientenzufriedenheit

 Risikoprofilen

(1) Basch et al. Patient versus clinician symptom reporting using the National Cancer Institute Common Terminology Criteria for Adverse Events:
Results of a questionnaire-based study. Lancet Oncol. 2006.
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