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Weichgewebesarkom - Definition

Das Sarkom (v. griech. odpkwua, sarkoma, zu odpg, sarx ,Fleisch”,
~Weichteile® und -om ,Geschwulst®) ist ein bdsartiger Tumor, der vom
Stutzgewebe (praziser: dem Mesoderm) ausgeht und frthzeitig in die
Blutgefal3e (hdmatogen) metastasiert.
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Weichgewebesarkome - Grundlagen

« Ca.1 % aller malignen Tumore

o 3-4/100.000 pro Jahr

« Keine Geschlechtsunterschiede

e Lokalis
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12 % Retroperitoneum
15 % obere Extremitat
15 % Kopf-Hals-Bereich
18 % Stamm

40 % untere Extremitat
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Weichgewebesarkome - Altersverteilung

10(

30 % der Patienten
> 60 Jahre

am haufigsten
zwischen dem
40.-70. Lebensjahr

Jahre
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Weichgewebesarkome - Klinik

Schwellung im Bereich der Extremitaten
Funktionseinschrankung, Schmerz

Ausnahme: Becken
Retroperitoneum
Abdomen
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Weichgewebesarkome - Diagnhostik

Malignitatsverdacht:

e Alter > 50 Jahre

Tumorgrof3e > 8 cm

Schmerzen

Schnelle Grofdenzunahme

Tiefe Lokalisation
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.Sarkom ist nicht gleich Sarkom!*
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.Sarkom ist nicht gleich Sarkom!*
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.Sarkom ist nicht gleich Sarkom!*

WHO Classification of Tumours of
Soft Tissue and Bone

D b Cicduiopier DU Fleiched, Joliy ik Erdg, Pascas £ K. Hagerceorn. Fresk Bedmra
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Weichgewebesarkome - Diagnhostik

« Bei klinischem Verdacht zunachst lokale Bildgebung:
» Methode der 1. Wahl = Gadolinium MRT

e Histologische Sicherung mittels Stanz- oder Inzisionsbiopsie unter
strenger Bericksichtigung der definitiven Operation

e Staging: CT-Thorax, weitere Untersuchungen nach Klinik / Symptomen

 Die moglichst korrekte histologische Diagnose ist entscheidend
fur die weitere Behandlung (Referenzpathologie!)
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Weichgewebesarkome - Metastasierung

« Meist hamatogen: v.a. Lunge, Knochen, Leber
o Selten lymphogen (<5 %)

» Ausnahmen: Rhabdomyosarkom, Synovialsarkom (15 - 20 %)
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Weichgewebesarkome - Therapieprinzipien

Lokalisierte Erkrankung:
* Radikale Operation (Kompartmentresektion)
« Additive Strahlentherapie (pra/ post OP)
* (neo-) adjuvante Chemotherapie
Fortgeschrittene Erkrankung:
» Chemotherapie

e QOperation
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,Backbone*
Chemotherapie

Doxorubicin
(+ Ifosfamid)

/

Therapie der
Weichgewebe-
sarkome

(metastasiert)

\

=

Medikamente
nach Erstlinie

Trabectedin (Yondelis®)
Pazopanib (Votrient®)

o

~

4

\

/

, Pipeline”

Eribulin
(Phase llI)

TH-302
(Phase llI)

Aldoxorubicin
(Phase III)
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CANCER January 1974

ADRIAMYCIN CHEMOTHERAPY—EFFICACY,
SAFETY, AND PHARMACOLOGIC BASIS
OF AN INTERMITTENT SINGLE
HIGH-DOSAGE SCHEDULE

RoBerT S. BENJAMIN, MDD, Peter H. WIiERNIK, MD, AnD
Nicaoras R. Bacuur, MD, PuD

A study designed to correlate clinical and pharmacologic observations was un-
dertaken in 96 patients treated with adriamycin. The basic dosage schedule
was 60 mg/m? L.V. q 3 weeks. Pharmacokinetic studies showed a prolonged
plasma half-life, low urinary excretion, and undetectable levels in CSF. Patients
with significantly impaired liver function had marked elevation and prelonga-
tion of plasma drug levels associated with severe toxicity unless dosage was re-
duced by 50-75%. Of the 82 evaluable patients, 10/25 with sarcomas, 9/31 with
carcinomas, and 15/26 with hematologic malignancies have achieved complete
or partial remission. An additional 22/48 have improved. Six patients with
solid tumors had progressive CNS disease while responding systemically. Adri-
amycin can be used with relative safety and high efficacy in a dosage schedule
that resulted from pharmacologic studies. Dosage reduction in patients with
liver disease is essential to avoid life-threatening toxicity.
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Fortgeschrittene STS - Mono vs. Poly CT

Chemoprotokoll - Ansprechrate Uberleben

Muss et al. 1985

Omura et al. 1983 A/AD 146 NS NS
Borden et al. 1987 A/AD 186 AD =30 % (p =0.02) NS
Lerner et al. 1987 A/AD 66 AD =44 % (LMS) NS
Santoro et al. 1995 A/AI/CYVADIC 449 NS NS
Borden et al. 1990 A/AVd 295 NS NS
Edmonson et al. 1993  A/AI/APM 262 Al =34 % (p =0.03) NS
Antman et al. 1993 AD/MAID 340 MAID =32 % (p =0.002) NS
» Judson et al. 2014 A/AI 415 Al =26 % (A=14 %) NS
Ryan et al. 2013 A/APal 447 APal = 28 % (A =19 %) NS

r . U M M Borden E et al. J Clin Oncol 1987; 5: 840-50; Santoro A et al. J Clin Oncol 1995; 13:

Kein Uberlebensvorteil: Doxorubicin (75 mg/m?) bleibt der Gold-Standard!

Muss H et al. Cancer 1985; 55: 1648-53; Omura G et al. Cancer 1983; 52: 626-32;

i Medizinische Fakultdt Mannheim
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Systemtherapien bei vorbehandelten STS

Alle STS (Europa)

Alle STS ohne Liposarkome
Alle STS (USA)

Alle STS

Leiomyosarkome (Europa)

Alle STS
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Trabectedin

Pazopanib

Gemcitabine + Docetaxel

Ifosfamid hoch dosiert (ESMO 2014)
DTIC (ESMO 2014, v.a. LMS)
Gemcitabine (Option, ESMO 2014)
Gem + DTIC (Option, ESMO 2014)

Einschluss in klinische Studien

Medizinische Fakultdt Mannheim |
der Universitdt Heidelberg \

Universitdtsklinikum Mannheim



Einsatz von Trabectedin bel STS

Trabectedin (ET-743, Yondelis™):

= ,Minor groove binder* marinen Ursprungs

 Vorbehandelte Patienten:
8 % RR, 26 % SD > 6 Monate
(Le Cesne et al. JCO 2005)

 Unbehandelte Patienten:
17 % RR, 21 % Progressions-frei nach 1 Jahr
(Garcia-Carbonero et al. JCO 2005)

e Dosierung: 1,5 mg/m? als 24h Infusion, Intervall 3 Wochen

« Pramedikation: 20 mg Dexamethason 30 Min. vor Infusion
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Einsatz von Trabectedin bel STS

“Trabectedin (Yondelis®, q3wk 24-h)
ist indiziert far die Behandlung von
Patienten mit  fortgeschrittenem
Weichgewebesarkom nach dem
Versagen von Anthrazyklinen und
Ifosfamid, oder bei Patienten, bei
denen sich die Anwendung dieser
Mittel nicht eignet.

Die Daten zur Wirksamkeit basieren
hauptsachlich auf Patienten mit
Liposarkom und Leiomyosarkom.”
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Sicherheitsprofil von Trabectedin

Nebenwirkung Doxorubicin Ifosfamide Trabectedin
(75 mg/m?) (210 g/m?) (1.5 mg/m?)
Neutropenie Grad 3-4 85 % 100 % 52 %
Neutropenes Fieber 29 % 40 % 5%
AST/ALT Grad 3-4 NR NR 51 %
Kardiotoxizitat 5-10 % - —
Neurotoxizitat 10 % 30 % 2%
Tod 0-4 % 0-4 % 1%
Alopezie 100 % 100 % 3%

Keine spezifische Organtoxizitat und keine kumulative Toxizitat unter Trabectedin!

Verweij J et al. J Clin Oncol 2000; 18: 2081-6; Nielsen O et al. Eur J Cancer 2000; 36:
r . U M M 61-7; Judson | et al. Eur J Cancer 2001; 37: 870-7; Le Cesne A et al. J Clin Oncol.1995;  1adizinische Fakultit Mannheim
UNIVERSITATSMEDIZIN 13: 1600-8; Demetri G et al. J Clin Oncol 2009; 27: 4188-96; Le Cesne A et al. Invest der Universitéit Heidelberg \
[ | MANNHEIM New Drugs 2012; 30: 1193-202 Universitatsklinikum Mannheim




Optimaler Einsatz von Trabectedin

= Effektivitat in frihen Linien

= Behandlung tber 6 Zyklen hinaus

= Trabectedin bei alteren Patienten
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Effektivitat in frthen Linien

« Franzdsische Datenbank , RetrospectYon® (2008 - 2011)

« N =885 (486 Frauen, medianes Alter 54 Jahre)

 Histologien: LMS (36 %), LPS (18 %), Synoviale Sarkome (11 %)
« Ansprechrate bei 16.1 % (135/835 Patienten)

All population 4 12.2
Number of trabectedin line
2nd 4.3 12.9
3rd 4.2 12.3
4 ormore 3.4 9.5

» Median PFS und OS sind in frithen Behandlungslinien glunstiger
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T-DIS Studie mit Trabectedin (ASCO 2014 #10523)

Trabectedin

6 Cycles Trab Responders

No Chemotherapy Trabectedin

Primary endpoint: %
* PFR 24 weeks post randomization

Secondary endpoints:

e ORR

* PFR at 12 & 54 weeks

e Survival at 12 & 24 months
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Trabectedin bei alteren Patienten

Progression-free survival

107
— <60 (N=267 C=30)
0.94
- ~--~ »>=60 (N=83 C=14)
0.8 +H+ censored

] p value = 0.4427
0.61 - HR: 0.9; 95% CI (0.687-1.179)

Cumulative probability
o
el

0 2 4 6 8 10 12 14 16 18 20 22 24
Time (months)

Median PFS (95% Cl): <60: 2.5 (1.9-3.1) vs. 260: 3.7 (2.1-5.5)
PFS at 3 mo (95% Cl): <60: 45.1% (39.1-51.1) vs. 260: 55.1% (44.2-66.0)
PFS at 6 mo (95% Cl): <60: 29.5% (23.9-35.0) vs. 260: 36.4% (25.6-47.1)

Overall survival

1.04=

— <60 (N=267 C=38)
0.99

—--= >=60 (N=83 C=17)
0 .84 -+ Censored

—————

p value = 0.1216
HR: 0.8; 95% CI (0.61-1.06)

Cumulative probability
o
el

6 é t‘l EIS é 1|01|21‘41|61‘82|02|22‘42l62|83|03|23‘43|6
Time (months)
Median OS (95% ClI): <60: 13.0 (11.3-14.9) vs. 260: 14.0 (9.5-23.9)
OS at 12 mo (95% Cl): <60: 54.6% (48.6-60.6) vs. 260: 55.8% (45.0-66.6)
OS at 24 mo (95% CI): <60: 28.9% (23.4-34.4) vs. 260: 38.2% (27.6-48.9)

Cl, confidence interval; HR, hazard ratio; mo, months; OS, overall survival; PFS, progression-free survival.

Keine wesentlichen Unterschiede hinsichtlich Effektivitat und Toxizitat bei Patienten 2 60 Jahre

= . UMM Le Cesne et al. Eur J Cancer 2012; 48: 3036-3044 e ——
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European Organization for Research
reatment of Cancer

12 “f,EORTC Van der Graaf WTA et al. Lancet 2012: 379: 1879-1886

Median progression-free survival (months)

Median overall survival (months)

—— Pazopanib  12.5(95% Cl 10-6-14-8)
—— Placebo 10-7 (95% C1 8.7-12.8)

o
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HR 0-86, 95% C1 0-67-1-11
p=0-2514
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Mumber at risk
Placebo 1
Pazopanib 2

o

| |
12 15
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Time (months)

Number at risk
Placebo 70 5§
Pazopanib 149 119



http://upload.wikimedia.org/wikipedia/commons/a/ab/Pazopanib_structure.svg

PALETTE - Sicherheitsprofil von Pazopanib

Placebo (n = 123) Pazopanib (n=240)

Unerwiinschte Ereignisse

Alle Grade Grad 3/4 Alle Grade Grad 3/4

Fatigue 48% 5% 65% 14%
Durchfall 15% <1% 59% 5%
Ubelkeit 22% 2% 56% 3%
Gewichtsverlust 15% 0% 48% 4%
Hypertonie 6% 0% 42% 7%
Appetitverlust 19% 0% 40% 6%
Veranderung der Haarfarbe 2% 0% 39% 0%
Erbrechen 11% <1% 33% 3%
Tumorschmerzen 21% 9% 29% 8%
Dysgeusie 3% 0% 28% 0%

Kopfschmerzen 8% 0% 23% <1%
Schmerzen der
Skelettmuskulatur 20% 2% 23% 2%

I . U M M Medizinische Fakultdt Mannheim
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Abstract # 10553

wEORTC

European Organisation for Research
and Treatment of Cancer

analysts on pool
and survhars.
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LONG TERM RESPONDERS AND SURVIVORS ON PAZOPANIB FOR SOFT TISSUE SARCOMAS (STS).
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FIGURE 11 CONSORT.LIKE DIAGRAM

Phasa 1 sty hase 1l stady
EQRTC 62043 ECRTC 62072 - PALETTE o TAmERTi
142 =368 [
Fazopanib Pazopanibs
142 N-l46

PFS 2 6 manibe: 5 =41 FFE 2 & merth: N - 52
05 2 18 momhs: X - 41 05 2 18 months: N - 87
Both: N =22 Both: N = 57

Er——

Onirte 2 yuas N =6

FIGLIRE 2: COMBINED PROGRESSION-FREE SURVIVAL (A) AND OV ERVALL SURVIVAL (8)

= Combined median OF

b 113 morths (95% CI: 10.4 - 13.2)
- Cub-afi lang turm response

s -
D r el
- JE—

LIMITATIONS OF THIS ANALYSIS

the diffanant
mdvdﬁm i peins of tha phage 1 and e phase 1 Sier hve 0o 56 IR 1 soocrt g Interpreting
these resuln,

. pom chaa fromtha two studes.

UBANALYSIS OF TWO EUROPEAN ORGANISATION FOR RESEARCH AND TREATMENT OF CANCER (EORTC) CLINICALTRIALS 62043 AND 62072

RESULTS
Pt s vt e stosn ot st un st b P s, oot T2t s b o o e 1 mblal. v analyst P
i tumer grading, bt did no plialtie
TABLE DIPATIENT CHARACTERISTICS
EESFONSE CATEGORIES
PricEmonths PR monthi  PRzEmuie  PEZE memim . Patisnts wtpazcparnib
&OS<i@month: & OSziBmonis & O5<18monihs & O5218 manths Tata for 2 2 years
N =206 N= 4 N= 50 N =79 (W =388 =12 wa dantifled 12 paiants amaining ca pazspanib for
e 5 5 B} 54 r
A0 tasem an 9 aged younge than 55 yeas,
N-Q3 45- 62 30-55 * 9 kmaks,
‘Gander N (%) ale 19 3881 3 o N )
Famala s + 9 with low o Inkrmediate grads Tumas at ingal
Parfarmance satus o P 7 T
1 14 [28.5) 5
Sita of primary et [FET 7 tha ramalring |0 axpertsnced siable disaasa 25 bast
fatro-intra abdominal aney 2 s
Viscomal 15 24 J hasdian 1me on pazopania I thase patierts was 2.4
Othar 102041 1 yars with the langestduration of 2.7 yeais.
[r— Laiomyusarcoma EE [
tral v il P 3 Four patkents wara il on pampanit at tha clinical
et srnanial sreoma L cut.cff dais of the studles with a median FFS af 23
Othar 19 [36.5) 8 yars and a median OF of 1.8 yuars.
Tumar gracks attime cfirital Low L 2
diagnenis Intermediate 17 24.71 7
central raview) High BE 3
Unkenoun 1z
Best overall resporss Partial Response 3611 ]
stabla Disaaia ®(531) "
Progreative Disuma? 13 549 0408

ainclading pasonts ding bafra frst regponss assasaman fsarly daseh) and moncvakiabio best rosponsa

CONCLUSIONS ACKNOWLEDGMENTS

* 34% of saftfisaw sarcoma patiants achioved  fong term resporse (6. PFS » & manths)
+33% of saftfirase mrcoma patisnis survived beyond 18 monhs

+ 20% of st fisaw sarcoma patiants achioved botk (6. PFS 6 manihs and 05 = 18 months)
+3 % (12) of the patisnts demorsirated a dirical bensfit even beyond 2 yars

“Tha Phasa Il and 1l studies wore collaborations betwean CSK and the EORTC.
a thank all Investigaters, patisnts, and thalr families, For their comibutions o this study:
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Patienten und Methoden

e Ausschluss der Liposarkome und nicht auswertbaren Patienten
fuhrte zu einem Kollektiv von 344 Patienten.

« Die folgenden Charakteristika wurden untersucht:
» Geschlecht
o Alter
» Performance Status
e Tumorlokalisation
e Histologie und Tumor Grading
* Behandlung
* Nebenwirkungen

l:" EORTC The M q/ comcer @//%7




Annals of Oncology 00: 1-6, 2014

Orig i n al artiC|e doi:10.1093/annonc/mdt586

Long-term responders and survivors on pazopanib for
advanced soft tissue sarcomas: subanalysis of two
European Organisation for Research and Treatment
of Cancer (EORTC) clinical trials 62043 and 62072

B. Kasper!”, S. Sleijifer2, S. Litiere3, S. Marreaud?, J. Verweij2, R. A. Hodge?, S. Bauer®, J. M. Kersté
& W.T. A. van der Graaf’

! Interdisciplinary Tumor Center, Sarcoma Unit, Mannheim University Medical Center, University of Heidelberg, Mannheim, Germany; “Department of Medical Oncology,
Erasmus MC Cancer Institute, Rotterdam, The Netherlands; *EORTC Data Centre, Brussels, Belgium; *Oncology TA Group, GlaxoSmithKline, Uxbridge, UK; *Sarcoma
Center, West German Cancer Center, Essen, Germany; “Department of Medical Oncology, The Netherlands Cancer Institute, Amsterdam; ' Department of Mediical
Oncology, Radboud University Medical Centre, Nijmegen, The Netherlands

Received 10 September 2013; revised 4 November 2013; accepted 2 December 2013

Background: Pazopanib recently received approval for the treatment of certain soft tissue sarcoma (STS) subtypes. We
conducted a retrospective analysis on pooled data from two EORTC trials on pazopanib in STS in order to characterize
long-term responders and survivors.

Patients and methods: Selected patients were treated with pazopanib in phase Il (1=118) and phase Il study
(PALETTE) (n = 226). Combined median progression-free survival (PFS) was 4.4 months; the median overall survival (OS)
was 11.7 months. Thirty-six percent of patients had a PFS > 6 months and were defined as long-term responders; 34%
of patients survived >18 months, defined as long-term survivors. Patient characteristics were studied for their association
with long-term outcomes.

Results: The median follow-up was 2.3 years. Patient characteristics were compared among four subgroups based on
short-/long-term PFS and OS, respectively. Seventy-six patients (22.1%) were both long-term responders and long-term
survivors. The analysis confirmed the importance of known prognostic factors in metastatic STS patients treated with sys-
temic treatment, such as performance status and tumor grading, and additionally hemoglobin at baseline as new prog-
nostic factor. We identified 12 patients (3.5%) remaining on pazopanib for more than 2 years: nine aged younger than 50
years, nine females, four with smooth muscle tumors and nine with low or intermediate grade tumors at initial diagnosis.
The median time on pazopanib in these patients was 2.4 years with the longest duration of 3.7 years.

Conclusions: Thirty-six percent and 34% of all STS patients who received pazopanib in these studies had a long PFS
and/or OS, respectively. For more than 2 years, 3.5% of patients remained progression free under pazopanib. Good per-
formance status, low/intermediate grade of the primary tumor and a normal hemoglobin level at baseline were advanta-
geous for long-term outcome.

NCT00297258 (phase Il) and NCT0O0753688 (phase Ill, PALETTE).

Key words: EORTC, long-term responders, long-term survivors, pazopanib, soft tissue sarcoma, STBSG
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German Interdisciplinary Sarcoma Group G |SG #

German Interdisciplinary Sarcoma Group

m Gegrundet auf der Grundlage des Kompetenznetzes Sarkome (Ko.Sar)

m Ko.Sar = Wissenschaftsnetzwerk zur Forderung der interdisziplinaren
Erforschung und Therapie von Sarkomen

m Ko.Sar wird von der Deutschen Krebshilfe gefordert (2008-2011, 2012-2014)
m GISG wurde 2008 als Verein eingetragen

m GISG = Plattform zur Forderung klinischer, akademischer Studien (v.a. IIT)

m Vorstand: Prof. Dr. med. P. Hohenberger (MA) + PD Dr. med. P. Reichardt (B)
m Studienzentrale: Universitatsmedizin Mannheim

m Leiter der Studienzentrale: Prof. Dr. med. Bernd Kasper (Mannheim)

m Studienmanagement (Mannheim)

. der Universitdt Heidelberg
UNIVERSITATSMEDIZIN

[ | MANNHEIM Universitédtsklinikum Mannheim



German Interdisciplinary Sarcoma Group G |SG #

German Interdisciplinary Sarcoma Group

Membership Status (04/2015):

m Full members: 86 (doctors, study coordinators,
study nurses, pharmas, ...)

B Promoting members: PharmaMar GmbH Germany

r . U M M Medizinische Fakultit Mannheim /[

. der Universitdt Heidelberg
UNIVERSITATSMEDIZIN
[ | MANNHEIM Universitatsklinikum Mannheim
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German Interdisciplinary Sarcoma Group

26. - 28. Februar 2015
in Miinster/Westfalen

SARKO KON FERE

Initiiert durch: G |SG .

an Interdisciplina

KO.SAR. ®

Kompet: z SARKOME

NAY

Das Lebenshaus http://www.sarkomkonferenz.de

SARKOME

r . U M M Medizinische Fakultdt Mannheim

. der Universitat Heidelberg
UNIVERSITATSMEDIZIN
[ | MANNHEIM Universitétsklinikum Mannheim




Study Portfolio (1) GISG &

m GISG-01:
m GISG-02:

m GISG-03:
m GISG-04:
m GISG-05:
m GISG-06:

m GISG-07:
m GISG-08:

@ uvm

‘ UNIVERSITATSMEDIZIN
[ | MANNHEIM

German Interdisciplinary Sarcoma Group

Imatinib in desmoid tumors (Phase II, DESMOID, Kasper)

Combination therapy of Gemcitabine and Trabectedin in L-sarcomas
(Phase I, GEMYON, Kasper)

Neoadjuvant radiotherapy + Sunitinib in resectable soft tissue sarcomas
(Phase I, SUNRASE, Jakob)

Window of opportunity study of neoadjuvant Pazopanib in high-risk soft
tissue sarcomas (Phase Il, NOPASS, Ronellenfitsch)

Randomized phase Il trial comparing Pazopanib with Doxorubicin as first
line treatment in elderly patients with metastatic or advanced soft tissue
sarcoma (Phase I, EPAZ, Grinwald)

Pazopanib + Paclitaxel in angiosarcoma patients (Phase Il, EVA, Pink)
Pazopanib in liposarcomas (Phase Il, GEIS + GISG, Kasper)

Outcome evaluation of Trabectedin treatment by RECIST/CHOI
(Non-interventional study, Y-IMAGE, Kasper)

Medizinische Fakultdt Mannheim
der Universitdt Heidelberg

Universitédtsklinikum Mannheim



Study Portfolio (2) GISG &

German Interdisciplinary Sarcoma Group

m GISG-09: Pazopanib maintenance in retroperitoneal STS following first line
treatment with Doxorubicin / Ifosfamide + regional Hyperthermia
(Phase II, NEOPAMAIN, Lindner)

m GISG-10: Trabectedin combined with regional Hyperthermia as second
line treatment for advanced STS (Phase Il, Hyper-TET, Lindner)
m GISG-11: Quality of life in patients with soft tissue sarcoma undergoing palliative

chemotherapy or treatment with Pazopanib - a randomized controlled
study (Phase Il, PazoQoL, Schuler)

m GISG-12: Patient directed intervention towards a multidimensional
recommendation guideline to improve the quality of life for patients with
soft tissue sarcoma under palliative treatment with Trabectedin
(Non-interventional study, YonLife, Schuler)

r . U M M Medizinische Fakultdt Mannheim

. der Universitdt Heidelberg
‘ UNIVERSITATSMEDIZIN
[ | MANNHEIM Universitdtsklinikum Mannheim




Population: Locally advanced, metastatic L-sarcomas after previous treatment
with anthracyclines and ifosfamide

uoijeziwopuey

Trabectedin 1.5 mg/m?
24h q3wks

DTIC 1000 mg/m?
20 min q3wks

Stratification:

ECOGPS
Lines of prior therapy
L-subtypes

Primary endpoint: OS
Statistical Assumptions
¢ DTIC,0S =10.0 mo
¢ Trabectedin, OS = 13.5 mo
¢ 35% improvement in median OS (HR=0.74),
80% power
¢ Two-sided significance level of 0.05

Need ~570 patients to observe 376 deaths
Interim analysis for futility or superiority

for potential early stopping
¢ ~188 death events

ASCO 2015



EISAI Phase Ill Study

A randomized, open-label, multicenter, phase Il
study to evaluate the efficacy and safety of Eribulin
(E7389) vs Dacarbazine in adult patients with STS

e Primary endpoint: O
e Patient number: n =450
e Randomization: 1:1 ratio to one of the two arms

e Treatment (every 21 days):
Arm A: Eribulin 1.4 mg/m2i.v. over 2-5 minutes on days 1 + 8

Arm B: DTIC 850 mg/m?i.v. over 15 to 30 minutes on day 1

ASCO 2015



@ uvm
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Medizinische Fakultdt Mannheim
der Universitdt Heidelberg

Universitatsklinikum Mannheim

,Backbone*
Chemotherapie

Doxorubicin
(+ Ifosfamid)

/

Therapie der
Weichgewebe-
sarkome

(metastasiert)

\

=

Medikamente
nach Erstlinie

Trabectedin (Yondelis®)
Pazopanib (Votrient®)

o

~

4

\

/

, Pipeline”

Eribulin
(Phase llI)

TH-302
(Phase llI)

Aldoxorubicin
(Phase III)
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Zusammenfassung GISG &

German Interdisciplinary Sarcoma Group

3 Sarkom Zentrum
D KG 3 Prof. Dr. P. Hohenberger
KREBSGESELLSCHAFT Prof. Dr. B. Kasper

Prof. Dr. A. Marx
Prof. Dr. H.P. Scharf
Prof. Dr. F. Wenz

Zertifiziertes

Onkologisches
Zentrum

m Eine seltene Erkrankung erfordert Expertise

®m Frihzeitige Vorstellung und Behandlung der Patienten im Zentrum
m Aktuelle Therapieleitlinien und -empfehlungen (ESMO Guidelines)
B Zugang zu laufenden klinischen Studien

m Wichtigkeit der interdisziplinaren Zusammenarbeit (MDTS)

r . U M M Medizinische Fakultdt Mannheim

der Universitét Heidelberg

‘ UNIVERSITATSMEDIZIN %
| MANNHEIM Universitatsklinikum Mannheim
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