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AAllgemeines
ATherapie palliativ
AAusblick palliative Therapie

AT herapie neoadjuvant/adjuvant



Weichteillsarkome Allgemeines

Anzidenz: ca 11 2/100 000/Jahr Deutschland, 4-5/100000 in Europa

Anehr als 50 Subtypen:

Leiomyosarkome 1525 %
Liposarkome 10-15 %
Pleomorphe Sarkome / NOS (friher MFH)5-25 %
Synovialsarkome 6-10 %
Angiosarkome 1%

andere < 15%
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Royal Marsden between 1991-2010

Metastatic soft tissue sarcoma: an analysis of systemic
therapy and impact on survival Harris S et al Abs. 10545
OS has improved over last 20 years to ca. 18 months

Figure 4: Trends in Survival with Figure 2: Systemic Therapy and Survival
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Metast. WTS- Erstlinientherapie

A Doxorubicin mono ist weiter Standard

A Kombination Anthrazyklin/Ifosfamid individuell,
hohere Ansprechraten, mehr Tox., PFS-Vorteil, kein signif. OS-Benefit

Therapie fortgeschr +metastWTS) EsmoeGuidelines 2014

Standardchemotherapyis basedon anthracyclinessthe first-line treatment [l, A] Asof
today, there isno formal demonstrationthat multiagentchemotherapyis superiorto single
agentchemotherapywith doxorubicinalonein terms of overallsurvival(OS) However a
higherresponserate canbe expected in particulatX Therefore multiagentchemotherapy
with adequatedoseanthracyclineplusifosfamidemaybe the treatment of choice
particularlywhenatumour responseisfelt to be potentiallyadvantageousind patient
performancestatusis goodX



PFS significantly improved but not OS

(intention to treat analysis)

- A T Median overall survival:
0S Fo N P=0.076 Doxorubicin: 12.8 mths |
= 2 Doxorubicin +ifosfamide: 14.3 mths
TR 1.5 month increase in median OS
EEEE S LR AL E W B Median PFS
g Doxorubicin: 4.6 mths
z nl Doxorubicin +ifosfamide: 7.4 mths
PFS ;> P=0.003
s Overallresponse rate:
2 . Doxorubicin: 13.6%
wmm . eme " "% Doxorubicin +ifosfamide: 26.5%

Judsonetal LancetOncol 2014;15(14).415-23
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GeDDiS

A prospective randomised controlled phase Il trial of
aemcitabine and docetaxel compared with doxorubicin
as first line treatment in previously untreated advanced

unresectable or metastatic soft tissue sarcoma

Beatrice Seddon, Jeremy Whelan, Michael Leahy, Penella Woll, Fiona
Cowie, Christian Rothermundt, Zoe Wood, Sharon Forsyth, Paul Patterson,
Stephen Nash, Sandy Beare

cancek  Cancer Research UK and

RESEARCH

UCL Cancer Trials Centre
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Patient characteristics

Dox (N=129) GemDoc (N=128)
N (%)
Male . ;
Female
median (range) 56 (18.7-82.2) 55 (21.1-754)
median (range) 77.0(42.7-159.0) 77.7 (43.6-130.0)
0 55 (42.6) 52 (40.6)
1 63 (48.8) 67 (52.3)
2 11 (8.5) 9 (7.0)
Uterine leiomyosarcoma
Synovial sarcoma 53.9) 6(4.7)
Pleomorphic sarcoma 16 (12.4) 16 (12.5)
Other eligible sarcomas 72 (55.8) 71 (55.5)
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Trial Design

Control Arm:

Doxorubicin 75 mg/m? day 1

Eligible patients (n=250)
*Stratification factors:

* age (218 years, >18 years)

+ histological subtype: 1:1 randomisation*
Uterine leiomyosarcoma
o Synovial sarcoma

O

every 21days x 6 cycles

o Pleomorphic Investigational Arm:
o Other types of eligible STS Gemcitabine 675 mg/m?days 1, 8
Docetaxel 75 mg/m? day 8
every 21 days x 6 cycles
Disease assessments Quality of life
(RECIST 1.1) at: assessments at:
» Baseline « Baseline

= 12 weeks post randomisation
= 24 weeks post randomisation

* 12 weeks post randomisation
« 18 weeks post randomisation

* 12 weekly thereafter « 24 weeks post-randomisation
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GeDDiS trial Endpoints

* Primary endpoint:

— Proportion of patients alive and progression free at
24 weeks after randomization

« Secondary endpoints:

— Proportion of patients alive and progression free at
12 weeks after randomization

— Median progression-free survival
— Overall survival
— Adverse events (NC|I CTCAE v4.03)
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GeDISS- Ergebnisse

AKein Unterschied in PFS und OS

AGem/Doce mit mehr tox-bedingten
Therapieabbriichen

Progression-free survival Overall survival

24 week OverllsarinEl Median |24 week

PFS 8 0S 0S
Doxorubicin Doxorubicin (mth s )

Gemcitabine + Docetaxel Gemcitabine & Docetaxel
Dox 54 46.1%
Unadjusted HR=1.28

95% O 098, 167) GemDoc 55  46.0%
p=0.07

Progression-free survival

1.00
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Weeks since randomisation Weeks since randomisation
Number at risk Number at risk
Doxorubicin 129 93 58 39 26 18 9 Doxorubicin 129 120 105 91 70 51 37 24 14 9
Gemcitabine & Doc. 128 82 58 33 9 5 3 1 Gemcitabine & Doc. 128 114 102 81 65 46 30 23 16 10
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Compliance to trial treatment

Fosor | DoxNeizs) | Gomboc(i=ize

Total withdrawals during treatment 60 (47%) 80 (63%)
Disease progression 34 (57%) 39 (49%
Symptomatic deterioration 4(7%) 3 (4%
Unacceptable toxicity | 13 (16%
Serious adverse event 2(3%) 2 (3%
Death 5(8%) 4 (5%
Other 14 (23%) 19 (11%
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Zweltlinientherapie

AKein Standard-Schema

Zugelassene Medikamente:

Doxorubicin, Epirubicin, Ifosfamid, DTIC;
Trabectedin (2nd line),

Pazopanib (ab 2nd line, nicht flr Liposarkom),

Weiltere etablierte Substanzen:
Gemcitabin+/-Docetaxel, Paclitaxel

Asubgruppenspezifische



Tumartyp

Eventuelle Therapieoptionenl

Syncvialsarkom

Ifosfamid + Adriamycin, Trabectedin

Liposarkom

Adriamycin, Ifosfamid, Trabectedin, Gemcitabin + Dccetaxel, DTIC

Leiomyosarkome

Adriamycin, Ifosfamid, Gemcitakin = Docetaxel, Trabectedin, DTIC

uterine Leiomyosarkome

Adriamycin {DT7IC / =lfosfamid}, Gemcitabin = Docetaxel, Ifosfamid,
Trabectedin

Endometriale Stromasarkome (lovs-
grade)

Aromataseinhibitoren, Gestagene, GnRH-Analoga

Gastrointestinale Stromatumcren

Imatinib, Sunitinib

Dermatofibrosarcoma protuberans (t:
17:12)

Imatinib

Desmoide

NSAID, Tamoxifen, Interferon, [lipos.) Adriamycin, Vinca-aAlkaloide.,
Methotrexat, Imatinib, Sorafenib

Angiosarkome (Haut/Kopf)

~Adriamycin, Paclitaxel, Gemcitabin = Taxan, Vinorelbin, Scrafenib,
Bevacizumab*

Mon-Lipo/Non-LMS [MFH; pleomorghe,
undifferenzierte Sarkome, NOS, etc)

Adriamycin+Ifosfamid, Gemcitabin = Docetaxel, Trabectedin, Scrafe-
nib?<

Rhakdomyosarkome

Adriamycin/Actinemycin-D, Oxazophosphorine, Vincristin, Topoisome-
rase-l-Inhibitoren

Alvenlarzellsarkom

Sunitinib* , Cediranib*

MPNST

Adriamycin, Ifosfamid, GemcitakinzVinorelbin, Sorafenib*, platinhal-
tige Kemkinationen

Solitarer fibrdser Tumaor

Temozclomid+Bevacizumab, Sunitinib, Adriamycin, lfosfamid

Tencsynovialer Riesenzelitumor/Pig-
mentierte villoncdulare Synovitis

Imatinib

Cherdome

Imatinib, Sunitinib*, Erlotinib*




Beispiel Therapiealgorithmus Liposarkome
nach Leitlinie DGHO

Doxorubicin

Progress/Refraktaritat/ Toxizitit

Ifosfamid

[ Progress/Refraktaritat/ Toxizitat ]

Trabectedin

| Progress /Refraktaritit/ Toxizitat |

oder

DTIC

Gemcitabin + Docetaxel
oder

Gemcitabin + DTIC



Synovialsarkome - mdglicher Therapiealgorithmus

Doxorubicin +
[fosfamid

Progress/R efraktaritat/ Toxizitat

Trabectedin

Progress /R efraktaritat/ Toxizitat

Gemcitabin +
Docetaxel



Angiosarkome - mdglicher Therapiealgorithmus

Doxorubicin oder Paclitaxel

{ Progress/Refraktaritat/ Toxizitat ﬁ’

Paclitaxel Doxorubicin

| Progress /Refraktaritat/ Toxizitat

oder

oder

Cyclofosfamid

’ Progress/Refraktaritat/ Toxizitat

Sorafenib?
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