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Discussion Outlines

* Synchronous metastases at presentation

(Stage IV disease)

e Standard approach to isolated pulmonary

metastases
* Locally advanced primary tumor
* 2nd line CT in advanced STS
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31 yr old male with Stage IV disease
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The standard approach would be:

e Palliative CT with Adriamicine alone orin
combination with Ifosfamide
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See plenary tomorrow afternoon

CONgress
VIENNA
m www.esmo2012.org



...but we do already know

 The combination of adriamicine and
ifosfamide is able to achieve a higher response
rate.
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European Journal of Cancer 39 (2003) 6469

Advanced soft-tissue sarcoma: a disease that 1s potentially curable
for a subset of patients treated with chemotherapy™

J-Y. Blay®*, M. van Glabbeke®, J. Verweij¢, A.T. van Oosterom?, A. Le Cesne®,
J.W. Oosterhuis®, I. Judson’, O.S. Nielsen®

2187 pts

* 8% surviving > 5 yrs

* CTinduced CR:
— 5 times better than PR
— 10 times better than SD
— 5 times better than PD

e OS after the 5th yr of CR and PR was even (were residual
disease operated ?)
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So response Is Iimportant

* For quality of life

 For survival
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Standard approach to isolated lung
metastases is surgery
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The fastest way to achieve
complete remission
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J THorAc CarpiOvasc SUurG 87:260-268, 1984

Analysis of prognostic factors in patients

undergoing resection of pulmonary metastases from
soft tissue sarcomas
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Pulmonary Metastases From Soft Tissue

Sarcoma
Analysis of Patterns of Disease and Postmetastasis Survival

Kevin G. Billingsley, MD,* Michael E. Burt, MD, PhD,* Ellen Jara, BS,” Robert J. Ginsberg, MD,* James M. Woodruff, MD,t
Denis H.Y. Leung, PhD,T and Murray F. Brennan, MD*

From the Departments of *Surgery, tPathology, and Biostatistics, Memorial Sloan-Kettering Cancer Center, New York,
New York
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Infact in general CT would be an
option
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Perioperative Chemotherapy in Patients Undergoing

Pulmonary Resection for Metastatic Soft-Tissue
Sarcoma of the Extremity

A Retrospective Analysis

Robert J. Canter, mo’
Li-Xuan Qin, pro?
Robert J. Downey, mo*
Murray F. Brennan, wo'
Samuel Singer, mo'
Robert G. Maki, mo, pno*

' Division of Surical Oncology, Department of
Surgery, Memorial Sloan-Kettering Cancer Center,
New York, New York.

2 Department of Epidemiology and Biostatistics,
Memorial Sloan-Kettering Cancer Center, New
“York, New York.

? Division of Thorack Surgery, Depatment of
Surgery, Memorial Sloan-Kettering Cancer Center,
New York, New York,

* Department of Medicine, Memorial Sloan-Ket-
tering Cancer Center, New York, New York

BNV ™™

g
2
i w»
o
5
3 ®
b4
o

0
No_ at risk
Resection
No Resaction
A

100

@ &0
4
w
e .
2
8>
23w
i .

0

100

R\\ = Puimonory resacton (N=138)

=== Chemothermoy sihout puimonssy
resacion (N=235)

Time (months)

138 116 &3 41 28 19 14
205 149 49 i) ] 5 3

— Pumony resection (M= 135)

=== Chemothermpy wiou ulmonary
resechon (hN=295)

P=00001

T T T T r T 1

% % 46 s 72
Time [months)

100
F Bl
]
=
- &
.3
z w
g
8 2
]
o Chematherapy
Chemaotherapy
A
100
z a0
2 .
gﬂ
.
£
£
i 2
-]

i = Hashcraoieagy (o T g retasts (o)
"“.1 =TT ey T T g reReRE PR

Time [maonths)

-] 41 28 1] n
a5 20 " ¥ L

= o cheroiieiagy for T hung mela e (e
=== Crmmolwopy far |4fng resdseda e S|

Thma {meantha)

100 iy
5 = W crawEtaragy i 7 rg me e =]
Lo T Chemeheeny b T g ot 2
P B8O
£
=
=
=
3 L
-
w
£
g N
a 20
P08
o -
T T T T T T T
o 172 4 = 48 60 Lr
Time (months|
M ak sk
Flo Chemotherapy 51 Al Fd 0 3 ] 7
Chemathempy 2 2 113 g T & 3
A
e~ Tl = o therueragy i 1" Lng metmiores (i35
=" Chemirerey o 1Y Lig eckstaia (-3
1
- 1
£ i
i :
H w0 | !
# |
£ *
¥ !
'? P ot P=028
1
: Y
a =0 By
P P S S
a

r T
-] 12 24 38 43 B Tz
Time {manths]

Cancer 2007:;110:2050

www.esmo2012.org



In our case

* Free interval was zero = primary CT

* Pt young and symtomatic > the combo chosen for
higher chance to obtain a response:
— symptomatic relief

— subsequent surgery

* Surgery of isolated metastases outside the lung

typically indicated in MRC liposarcoma
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Myxoid/Round Cell and Pleomorphic Liposarcomas

Prognostic Factors and Survival in a Series of Patients Treated at a Single Institution
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Standard 2nd line CT is
Trabectedine
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Yondelis
Procedural steps taken and scientific information after the authorisation

Opinion/ Commission Product Summary
Notification® Decision Information

issued on Issued’/ affected’®

amended on

R/0025 Renewal of the marketing authorisation 24/05/2012 03/08/2012 SPC, Annex II, Based on the review of the available information the CHMP is of
Labelling, PL the opinion that the quality, the safety and the efficacy of

Yondelis continues to be adequately and sufficiently
demonstrated and considers that the benefit/risk profile of this
medicinal product continues to be favourable. The CHMP
recommends the renewal of the Marketing Authorisation for
Yondelis, subject to the conditions and obligations as laid down
in Annex II to the Opinion. The CHMP recommends that the
renewal be granted with unlimited validity. The MAH is requested
to submit yearly PSURs unless otherwise specified by the CHMP.
Additional data on the investigation to elucidate whether
predictors of response to Yondelis in patients with soft tissue
sarcoma can be identified (SOB 001) is awaited.
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This is all the more true for MRC
Liposarcoma
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Efficacy of trabectedin (ecteinascidin-743) in advanced
pretreated myxoid liposarcomas: a retrospective study

Federica Grosso, Robin L Jones, George D Demetri, lan R Judson, Jean-Yves Blay, Axel Le Cesne, Roberta Sanfilippo, Paola Casieri, Paola Collini,

Palma Dileo, Carlo Spreafico, Silvia Stacchiotti, Elena Tamborini, Juan Carlos Tercero, Jose Jimeno, Maurizio D’Incalci, Alessandro Gronchi,

Jonathan A Fletcher, Silvana Pilotti, Paolo G Casali Lancet Oncol 2007: 8: 595-602

Figure 1: MRI of left thigh showing progressive decrease of contrast enhancement without tumour shrinkage
in patient 26

Baseline MRI (A); after one course of trabectedin (B); and after four courses of trabectedin (C).



Would have that be the same in
other STS subtypes ?
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Randomized Phase II Study Comparing Gemcitabine Plus
Dacarbazine Versus Dacarbazine Alone in Patients With
Previously Treated Soft Tissue Sarcoma: A Spanish Group
for Research on Sarcomas Study
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1.0 4~
1
'+ - == Gemcitabine + DTIC
= L DTIC
= K]
> 0-8- ll
= [
= )
E 0-6_ '*+
| e
@ +
= [
o o
(-
© 0.4 t"’ + = -,
= + 1
— e —
&= :
= o2 . -
o
o + + +
P=.014

VIENNA cu I 1 I 1 1 1 )
2012 0 6 12 18 24 30 36 42 www.esmo2012.org

Time (months)



VOLUME 25 - NUMBER 19 - JULY 1 2007
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Annals of Oncology 23: 501-508, 2012
doi;10.1093/annonc/mdrO66
Published online 4 April 2011

Gemcitabine in advanced angiosarcoma: a retrospective
case series analysis from the Italian Rare Cancer

Network

S. Stacchiotti'*, E. Palassini’, R. Sanfilippo’, B. Vincenzi®, M. G. Arena®, A. M. Bochicchio®,
P. De Rosa®, A. Nuzzo®, S. Turano’, C. Morosi®, A. P. Dei Tos®, S. Pilotti? & P. G. Casali'®
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Preop CT-RT is an option in locally
advanced STS
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I

The Significance of a Marginal Excision After
Preoperative Radiation Therapy for Soft
Tissue Sarcoma of the Extremity

Roi Dagan, MD'; Daniel J. Indelicato, MD"; Lisa McGee, MD'; Christopher G. Morris, MS'; Jessica M. Kirwan, MA';

Jacquelyn Knapik, MD?; John Reith, MD?; Mark T. Scarborough, MD?; C. Parker Gibbs, MD?; Robert B. Marcus, Jr, MD%;
and Robert A. Zlotecki, MD, PhD'
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High-risk STS
of limbs and trunk wall (164 pts)
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MRC liposarcoma are particularly
sensitive to RT
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Myxoid liposarcoma

Preop RT alone may be very
effective
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In brief
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* CTis the standard approach to stage IV disease

* The combination of Adriamicine and Ifosfamide to be
chosen whenever response is an issue and can lead

to CR
e Surgery of isolated metastases is often proposed

* 2nd line therapies should be tailored to histological

subtype

* Preoperative CT, RT or both in locally “advanced”

tumors can be of help
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