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ADM vs ADM+IFX
in advanced STS
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ADM vs ADM+IFX
in advanced STS
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Response to Mesna, Doxorubicin, Ifosfamide, and Dacarbazine in
108 Patients With Metastatic or Unresectable Sarcoma
and No Prior Chemotherapy

By Anthony Elias, Lovise Ryan, Aaron Sulkes, Jerry Collins, Joseph Aisner, and Karen H. Antman

In this phase Il trial, 105 eligible patients with no prior
chemotherapy and advanced sarcoma received doxo-
rubicin, ifosfamide, and dacarbazine (DTIC) with
mesna uroprotection (MAID). Starting doses of these
drugs were 60, 7,500, and 900 mg/m? dividodow
72 hours by continvous infusion, . Mesna
was given for 84 to 96 hours at 2,500 mg/m’/cl
Myelosuppression was dose limiting, causing the only
toxic death (sepsis). Nonhematolagic toxicity consisted
predominantly of anorexia and vomiting. Severe mu-
cositis, macroscopic hematuria, renal tubvlar acidosis,
renal failure, and CNS toxicity occurred in less than
5% of cycles. No cardiotoxicity was detected. The
overall response rate (10% complete response [CR])
was 47% (95% confidence intervals, 5% to 18% and
37% to 57%, respectively). Most responses (~70%})
were observed within two cycles. Median times to
progression were 10 and 9 months, respectively.
Histologic high tumor grade, lesions less than 5 cm,
and less than 1 year from diagnosis to study entry

correlated with the probability of response. The me-
dian survival was 16 months. Time from diagnosis to
study entry, peformance status, and extent of disease,
but not histologic grade, correlated with survival.
Following CR, two patients remain disease-free at 32
and 16 months. Of the 15 additional patients ren-
dered disease-free with surgery, two remain disease-
free at 30 and 18 months with no further therapy.
While most relapses occurred in sites of prior involve-
ment, death from CNS metastases occurred in 11 of
the 80 patients with high-grade sarcomas, of whom
seven were still responding systemically (three com-
plete responders). Because of its substantial response
in this phase Il trial, the MAID regimen is being
compared with doxorubicin and DTIC alone in ad-
vanced sarcomas and to observation in the adjuvant
treatment of high-grade sarcomas in randomized
trials.

J Clin Oncol 7:1208-1216. © 1989 by American Soci-
ety of Clinical Oncology.
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Imatinib Mesylate in Advanced Dermatofibrosarcoma
Protuberans: Pooled Analysis of Two Phase II Clinical Trials

Piotr Rutkowski, Martine Van Glabbeke, Cathryn J. Rankin, Wlodzimierz Ruka, Brian P. Rubin,
Maria Debiec-Rychter, Alexander Lazar, Hans Gelderblom, Raf Sciot, Dolores Lopez-Terrada,
Peter Hohenberger, Allan T. van Oosterom, and Scott M. Schuetze
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Sirolimus for Angiomyolipoma in Tuberous
Sclerosis Complex or Lymphangioleiomyomatosis
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Clinical Activity of mTOR Inhibition With Sirolimus in
Malignant Perivascular Epithelioid Cell Tumors: Targeting
the Pathogenic Activation of mMTORCI in Tumors

Andrew J. Wagner, Izabela Malinowska-Kolodziej, Jeffrey A. Morgan, Wei Qin, Christopher D.M. Fletcher,

Natalie Vena, Azra H. Ligon, Cristina R. Antonescu, Nikhil H. Ramaiya, George D. Demetri,
David |. Kwiatkowski, and Robert G. Maki
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The NEW ENGLAND JOURNAL of MEDICINE

BRIEF REPORT

Crizotinib in ALK-Rearranged Inflammatory
Myofibroblastic Tumor

James E. Butrynski, M.D., David R. D'Adamo, M.D., Ph.D.,

Jason L. Hornick, M.D., Ph.D., Paola Dal Cin, Ph.D., Cristina R. Antonescu, M.D.,
Suresh C. Jhanwar, Ph.D., Marc Ladanyi, M.D., Marzia Capelletti, Ph.D.,
Scott J. Rodig, M.D., Ph.D., Nikhil Ramaiya, M.D., Eunice L. Kwak, M.D.,

Jeffrey W. Clark, M.D., Keith D. Wilner, Ph.D., James G. Christensen, Ph.D.,
Pasi A. Janne, M.D., Ph.D., Robert G. Maki, M.D., Ph.D.,
George D. Demetri, M.D., and Geoffrey |. Shapiro, M.D., Ph.D.
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Annals of Oncology 21: 2102-2106, 201

original article S ioheis

Impact of adjuvant treatment modalities on the

management of patients with stages I-ll endometrial
stromal sarcoma

G. G. Malouf', J. Duclos®, A. Rey”, P. Duvillard?, V. Lazar®, C. Haie-Meder®, C. Balleyguier®,
P. Morice’, C. Lhommé' & P. Pautier'

Departments of 'Maedicine; “Pathology; ~Biostatistics; “Platform of Genomics, Departments of “Radiotherapy; "Radiology;

Villsjuif, France
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Clinical and Molecular Studies of the Effect of Imatinib on
Advanced Aggressive Fibromatosis (desmoid tumor)

Michael C. Heinrich, Grant A. McArthur, George D. Demetri, Heikki Joensuu, Petri Bono, Richard Herrmann,
Hal Hirte, Sara Cresta, D. Bradley Koslin, Christopher L. Corless, Stephan Dirnhofer, Allan T. van Oosterom,
Zariana Nikolova, Sasa Dimitrijevic, and Jonathan A. Fletcher

Table 3. Plasma Levels of Soluble PDGF Ligands and Correlation With Clinical Response to Imatinib

Age

PDGF-AA
Primary TTF PDGF-AA After 1
Site Response (days) atBL Month

»
2

PDGF-BB
atBL

PDGF-BB
After 1
Month

25
63
25
24
31
30
32
33
17
22
30
25
24
31
26
20
23
18
20

ABD PR 1,494+ 310 62
ABD 1] 725 1,800
EXT 110 270 18
EXT S 9 350 970
ABD 592 245
EXT § 49 105
ABD 292 ND
ABD 151 0 490
EXT 245 ND
ABD 144 200
ABD 750 2 410
ABD 594 9 43
EXT 994+ ND
ABD 386 265
ABD 88 77
EXT 18 ND
ABD 228 826
EXT 516+ 190
ABD 56 ND

ZzmZamm

22T

mmz T

330
450
350
660
330

90
ND
875
ND
290
145

75
ND
720
490
ND
190
775
NO

41
2,000
110
370
235

T T T

veviations: PDGF-AA, platelet derived growth factor AA homodimer; PDGF-BB, pk
; ABD, abdominal primary site; PR, partial response; PD, progressive dis:

derived growth factor BB homodimer; TTF, time to treatment failure;
EXT, extraabdominal primary site; SD, stable disease; ND, not done. 750 1,000 1,250

TTF (days)




Cancer Therapy: Clinical

Activity of Sorafenib against Desmoid Tumor/Deep Fibromatosis

Mrinal M. Gounder', Robert A. Lefkowitz?, Mary Louise Keohan', David R. D'’Adamo’, Meera Hameed®,
Cristina R. Antonescu®, Samuel Singer®, Katherine Stout’, Linda Ahn', and Robert G. Maki'
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Cancer Therapy: Clinical

Response to Sunitinib Malate in Advanced Alveolar Soft
Part Sarcoma

Silvia Stacchiotti,' ElenaTamborini,> Andrea Marrari,’ Silvia Brich,? Sara Arisi Rota,? Marta Orsenigo,?
Flavio Crippa, Carlo Morosi,* Alessandro Gronchi,® Marco A. Pierotti,” Paolo G. Casali," and Silvana Pilotti?
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Sunitinib in advanced alveolar soft part sarcoma:
evidence of a direct antitumor effect

S. Stacchiotti'*, T. Negri®, N. Zaffaroni®, E. Palassini', C. Morosi®, S. Brich?, E. Conca?, F. Bozzi®,
G. Cassinelli®, A. Gronchi®, P. G. Casali' & S. Pilotti®

Departments of 'Cancer Medicine; “Pathology, Laboratory of Experimental Molecular Pathology; *Experimental Oncology and Molecular Medicine; *Radiology; *Surgery,

Fondazione IRCCS Istituto Nazionale Tumori, Milan, ltaly

Received 17 August 2010; revised 5 October 2010; 11[11'[7!('(1 6 October 2010

% of control

+20 mos

0 4\ l
SM interruption - 12525510 20
Sunitinib

(uM)

baseline

B

. .- . < PDGFRB




ASPS: Cediranib
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Activity of cediranib,
a highly potent and selective VEGF signaling inhibitor,
in ASPS

7 pts: 4 PR RECIST
2 minor responses
1SD
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Annals of Oncology

Tumor response to sunitinib
malate observed in clear-cell
sarcoma

We report on a tumor response to sunitinib malate (SM) in a
46-year-old female patient with metastatic clear-cell sarcoma
(CCS).

We already described the activity of SM in alveolar soft part
sarcoma [2]. There are similarities between this sarcoma and
CCS (both are translocation related, belong to the MITF-family
tumors, and show activation of PDGFRB). The tumor response
observed in this case suggests that this may be clinically
relevant.

S. Stacchiotti'*, F. Grosso®, T. Negri’, E. Palassini',
C. Morosi?, S. Pilotti®’, A. Gronchi® & P. G. Casali'

'Adult Sarcoma Medical Oncology Unit, Department of Cancer Medicine,
Istituto Nazionale Tumori, Milan, 31')cp'(11'lmcm of Cancer Medicine,
Alessandria General Hospital, Alessandria; Departments of *Pathology and
Molecular Biology, "Radiology and “Surgery, Istituto Nazionale Tumori,
Milan, Italy

(*E-mail: silviastacchiotti@istitutotumori.mi.it)

Stacchiotti S et al, Ann Oncol 2010, 21:1130
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Research Article Mo!ecular
Cancer

Therapeutics

Sunitinib Malate and Figitumumab in Solitary Fibrous Tumor:
Patterns and Molecular Bases of Tumor Response
Silvia Stacchiotti’, Tiziana Negri?, Elena Palassini', Elena Conca®, Alessandro Gronchi®,

Carlo Morosi*, Antonella Messina*, Ugo Pastorino®, Marco A. Pierotti®,
Paolo G. Casali', and Silvana Pilotti?
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Original Article

Activity of Temozolomide and Bevacizumab
in the Treatment of Locally Advanced,
Recurrent, and Metastatic
Hemangiopericytoma and Malignant Solitary
Fibrous Tumor

Min S. Park, MD'; Shreyaskumar R. Patel, MD"; Joseph A. Ludwig, MD"; Jonathan C. Trent, MD, PhD';
Charles A. Conrad, MD?; Alexander J. Lazar, MD, PhD?; Wei-Lien Wang, MD?; Pivaporn Boonsirikamchai, MD*;
Haesun Choi, MD*; Xuemei Wang, MS®; Robert S. Benjamin, MD"; and Dejka M. Araujo, MD'
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Tumor Size Density (%)
(%)

56.2
421
26.7
19.5
18.5
13.7
6.5
26.9
6.1
3.4

4.9

0

4.6

O ~NO OB N -

Best

Response
(Choi Criteria) (RECIST)

PR
PR
PR
PR
PR
PR
PR
PR
PR
PR
PR
SD
SD
PD

|Size
|Size
|Size
1Size
1Size
1Size
1Size
|Size

Best
Response

PR
PR
SD
SD
SD
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SD
SD
SD
SD
SD
SD
SD
SD

Cancer 2011;117:4939
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Phase II Trial of Weekly Paclitaxel for Unresectable
Angiosarcoma: The ANGIOTAX Study

Nicolas Penel, Binh Nguyen Bui, Jacques-Olivier Bay, Didier Cupissol, Isabelle Ray-Coquard,
Sophie Piperno-Neumann, Pierre Kerbrat, Charles Fournier, Sophie Taieb, Marta Jimenez, Nicolas Isambert,
Frédéric Peyrade, Christine Chevreau, Emmanuelle Bompas, Etienne G.C. Brain, and Jean-Yves Blay
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Progression-free survival

T T

9 12
Time (months)

Patient Baseline Disease Characteristics Clinical and Histologic Response QOutcome

1 Relapsed multinodular radiation-induced  Partial response after 6 cycles Disease-free survival, 19 months after inclusion

angiosarcoma Mastectomy

Complete histologic response
] y multinodular angiosarcoma with  Partial response after 4 cycles Disease-free survival, 17 months after
rapid evolution Mastectomy

Complete histologic response

17 Multinodular radiation-induced Stable disease after 5 cycles Diagnosis of glioblastoma at 8 months, death

angiosarcoma with skin ulceration Mastectomy at 9 months
and rapid progression v : -
Complete histologic response in 2 nodules but persistent
disease in third nodule (10 mm, grade 3)




Gemcitabine

0 +1 mos +4 mos



original article

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'®

Gemcitabine

Ann Oncol 2012;23:501
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Phase III Trial of Two Investigational Schedules of
[fosfamide Compared With Standard-Dose Doxorubicin in
Advanced or Metastatic Soft Tissue Sarcoma: A European
Organisation for Research and Treatment of Cancer Soft
Tissue and Bone Sarcoma Group Study

Paul Lorigan, Jaap Verweij, Zsuzsa Papai, Sjoerd Rodenhuis, Axel Le Cesnie, Michael G. Leahy,
John A. Radford, Martine M. Van Glabbeke, Anne Kirkpatrick, Pancras C.W. Hogendoorn, and Jean-Yves Blay

Dox fos 3*3 Ifos 9 Total 3-Year Survivors
Condition No. % No. % No. % No. % No. %

Doxo

Leiomyosarcoma 8/58 13.8

PR 2 48 1 45 4 69

NC 10 10 455 30 517

PD 3 7 318 18 31
Synovial

PR 2 3 429

NC 2 429

PD 4 1 143
Liposarcoma

PR 83

NC 4 1 583

PD 7 25

2 N
108110

Ifos 3*3 108 109

Ifos 9

104 107

PR
Time (months) NC

No. of patients at risk PD

45 27 14 1 6 3 Neurogenic
42 28 12 9 7 2 CR
52 29 18 12 9 NC

PD



Leiomyosarcoma: Dacarbazine

0 DTIC x 2



A Phase Il Trial of Temozolomide in Patients with
Unresectable or Metastatic Soft Tissue Sarcoma

Susan M. Talbot, m.p.!
Mary Louise Keohan, mo.'
Mary Hesdorffer, g.sn.'
Russell Orrico, .

Emilia Bagiella, pn.n.2
Andrea B. Troxel, sc.0.?
Robert N. Taub, m.p., php.!

' Department of Medicine, Columbia University,
College of Physicians and Surgeons, New York,

New York.

2 Department of Biostatistics, Columbia University,
College of Physicians and Surgeons, New York,

New York.

Response

Among the 25 evaluable patients, there were 2 objec-
tive responses (partial responses), 2 mixed responses,
and 3 patients with stable disease that lasted > 6
months, for an overall objective response rate of 8%.
All of these patients had leiomyosarcoma (of uterine
and nonuterine origin).

CONCLUSIONS. Temozolomide at the dose schedule employed in the current study
was tolerated well and had modest activity against previously treated unresectable
or metastatic leiomyosarcoma of both uterine and nonuterine origin. Cancer 2003;
98:1942-6. © 2003 American Cancer Society.
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Randomized Phase II Study of Gemcitabine and Docetaxel
Compared With Gemcitabine Alone in Patients With
Metastatic Soft Tissue Sarcomas: Results of Sarcoma
Alliance for Research Through Collaboration Study 002

Robert G. Maki, J. Kyle Wathen, Shreyaskumar R. Patel, Dennis A. Priebat, Scott H. Okuno, Brian Samuels,
Michael Fanucchi, David C. Harmon, Scott M. Schuetze, Denise Reinke, Peter F. Thall, Robert S. Benjamin,
Laurence H. Baker, and Martee L. Hensley

Gemcitabine - docetaxel

Gemcitabine - docetaxel
Gemcitabine - alone

Gemcitabine - alone

10 15 20 10 15
Time (months) Time (months)




Histology

Leiomyosarcoma
MFH/HGUPS
Liposarcorma
Well differentiated/dedifferentiated
Myxoid-round cell
Pleomorphic
Synovial sarcoma
Malignant peripheral nerve sheath tumor
Unclassified sarcoma
Fibrosarcoma
Rhabdomyosarcoma
Other sarcoma histology

Gemcitabine

CR PR

Stable

=24 W

Gemcitabine-Docetaxel

Stable
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Sarcomas

Randomized Multicenter and Stratified Phase II Study of Gemcitabine
Alone Versus Gemcitabine and Docetaxel in Patients with Metastatic
or Relapsed Leiomyosarcomas: A Fédération Nationale des Centres
de Lutte Contre le Cancer (FNCLCC) French Sarcoma Group Study
(TAXOGEM study)

PATRICIA PAUTIER," ANNE FLOQUET,S NICOLAS PENEL,Y SOPHIE PIPERNO-NEUMANN,®
NICOLAS ISAMBERT,® ANNIE REY,” EMMANUELLE BoMPAS,” ANGELA CIOFFI,* CORINNE DELCAMBRE,!
DIDIER CUPISSOL,! FRANCOISE COLLIN," JEAN-YVES BLAY.* MARTA JIMENEZ,' FLORENCE DUFFAUD™

100% -

80% + *
. . ——G : median PFS 5.5 months
60% T : --=G + D : median PFS 4.7 months
40% A

20% T

0%

Patients at risk
—21 12 10
--21 15 10

Figure 1. Kaplan-Meier curve of progression-free survival for

the uterine leiomyosarcoma group.

100%
80% T *

G Median PFS : 6.3 months

60% —+ G + D Median PFS : 3.4 months

40% T

20% +

0%

15 18
Patients at risk Months
-—22 15 3 3

--19 10

Figure 2. Kaplan-Meier curve of progression-free survival for
the nonuterine leiomyosarcoma group.

The Oncologist 2012;17:1213




Trabectedin (ET-743)




Contents lists available at SciVerse ScienceDirect
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journal homepage: www.elsevier.com/locate/ygyno

Trabectedin in advanced uterine leiomyosarcomas: A retrospective case series
analysis from two reference centers "

Roberta Sanfilippo **', Federica Grosso *'-?, Robin L. Jones ™, Susana Banerjee ", Silvana Pilotti €,
Maurizio D'Incalci ¢, Angelo Paolo Dei Tos ¢, Francesco Raspagliesi ', Ian Judson °, Paolo Giovanni Casali ®

baseline

“reproducedwith

i yer Put. 2
R.Sanfifippo etal. Decrease in tumor density with Yondelis® as @ prelude to tumor response

Fig. 3. Tumor shrinkage preceded by a decrease in tumor density.

. . 6
progression free survival (%)
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Uterine leiomyosarcomas:
Phase 2 randomized study

0

cross-over (PD)
R \‘L

G 900 mg/sqm d1,8 + T 75 mg/sqm d8
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Dedifferentiated liposarcoma:
Trabectedin

0 ET743 x 16 mos



Annals of Oncology 9: 10471052, 1998.
© 1998 Kluwer Academic Publishers. Printed in the Netherlands.

Special article

Phase I and II trials of novel anti-cancer agents: Endpoints, efficacy
and existentialism

The Michel Clavel lecture, held at the 10th NCI-EORTC Conference on New Drugs in Cancer
Therapy, Amsterdam, 16—19 June 1998

E. A. Eisenhauer

Investigational New Drug Program, NCIC Clinical Trials Group, Queen’s University, Kingston, Ontario, Canada

control
control

Tumor Size
Tumor Size

increasing
doses
new agent

increasing
doses
new agent

Time

a. Tumor regression b. Growth delay




Efficacy of trabectedin (ecteinascidin-743) in advanced > W
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, José Jimeno, Maurizio D'Incalci, Alessandro Gronchi

Jonathan A Fletcher, Silvana Pilotti, Paolo G Casali

Lancet Oncol 2007; 8: 595-602

PFS
95% Cl

T T T
20 30 40

Time from start of trabectedin treatment (months)

Numbers at risk
51

8 3 1




Trabectedin—atargeted chemotherapy?

Margaret von Mehren
Sarcoma Oncology, Fox Chase Cancer Center, Philadelphia, PA, USA
m_vonmehren@fccc.edu

http//oncology.thelancetcom Vol 8 July 2007
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Trabectedin (ET-743) promotes differentiation
liposarcoma tumors

Claudia Forni,' Mario Minuzzo,' Emanuela Virdis,?
Elena Tamborini,? Matteo Simone,?

Michele Tavecchio,® Eugenio Erba,®

Federica Grosso,? Alessandro Gronchi,?

Pierre Aman,* Paolo Casali,> Maurizio DIncalci,®
Silvana Pilotti,? and Roberto Mantovani’

1Dipanimento di Scienze Biomolecolari e Biotecnologie, Universita
degli Studi di Milano; 2Fondazione IRCCS, Istituto Nazionale
Tumori; *Dipartimento di Oncologia, Istituto di Ricerche
Farmacologiche Mario Negri, Milan, Italy; and *Lundberg
Laboratory for Cancer Research, Department of Pathology,
Goteborg University, Gothenburg, Sweden
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original article OO

Trabectedin in myxoid liposarcomas (MLS): a long-term
analysis of a single-institution series

F. Grosso'*, R. Sanfilippo’, E. Virdis?, C. Piovesan', P. Collini?, P. Dileo', C. Morosi®,
J. C. Tercero®, J. Jimeno®, M. D'Incalci®, A. Gronchi®, S. Pilotti® & P. G. Casali'

' Adult Sarcoma Medical Treatment Unit, Cancer Medicine Department; “Department of Pathology; Department of Radiology, Fondazione IRCCS Istituto Nazionale
Tumorn, Milan, ltaly; “PharmaMar R&D, Madrid, Spain; *Department of Oncology, Mario Negri Institute for Pharmacological Research, Milan and ®Departrment of
Surgery, Fondazione IRCCS Istituto Nazionale Tumori, Milan, laly
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Number at risk months
31 29 23 16 8

Age (years) Sex Location TLS-DDIT3 Metastatic STOP T PFS (months) PFS-end

sites { (months)
M  Thigh b I del Abdominal cavity, bone Surgery 24.6 10.5
F  Thigh y Soft part, pericardium Surgery 22.0 11.9
M  Pelvis Abdominal cavity Surgery 24.6 13.7
M  Thigh G Abdominal cavity Surgery 27.5 16.8
M  Thigh Local relapse (soft part) 4 Surgery 12.0 8.5
M  Thigh Local relapse (soft part) S Surgery 264 17.6
M  Leg > J Pericardium, mediastinum > Medical decision 36.4 19.0
M  Thigh 2 Bone . RT 13.6 7.5
M  Thigh ¥ Lung 2 Patient decision 19.5 20.2
F  Thigh > Abdominal cavity AR  Surgery 18.1 12.8
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Synovial sarcoma: HD-ci-IFX

I D o |

0 HD-ci-IFX x 3 mos



HD-ci-IFX

Mesna
7 g/sgqm

in Saline up to 250 mL (1,5 mL/h)



Dedifferentiated liposarcoma

0 HD-ci-IFX x 5
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Articles

Pazopanib for metastatic soft-tissue sarcoma (PALETTE): > @ "%
a randomised, double-blind, placebo-controlled phase 3 trial

Winette T A van der Graaf, Jean-Yves Blay, Sant P Chawla, Dong-Wan Kim, Binh Bui-Nguyen, Paolo G Casali, Patrick Schiffski, Massimo Aglietta,
Arthur P Staddon, Yasuo Beppu, Axel Le Cesne, Hans Gelderblom, lan R Judson, Nobuhito Araki, Monia Ouali, Sandrine Marreaud, Rachel Hodge,
Mohammed R Dewyji, Corneel Coens, George D Demetri, Christopher D Fletcher, Angelo Paolo Dei Tos, Peter Hohenberger, on behalf of the EORTC

Soft Tissue and Bone Sarcoma Group and the PALETTE study group

100 Median progression-free survival (months)

90+ Pazopanib 4-6 (95% Cl 3.7-4-8)
—— Placebo 1-6 (95% C1 0-9-1-8)

80
HR 031, 95% Cl 0-24-0-40
p<0-0001 Events/patients

Pazopanib  Placebo

Leiomyosarcoma  73/115 44/50 .—

Synovial sarcoma  22/30 14/14 W<

Other 73/101 48/59 "".—
—
T

Total 168/246 106/123 -
(68-3%) (86-2%)

Progression-free survival (%)

I T 1
0-25 0-5 . 20 4-0

& >
<« »

Favours pazopanib Favours placebo

Number at risk
Placebo
Pazopanib

Van Der Graaf WTA et al, Lancet 2012;379:1879
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Pazopanib, a Multikinase Angiogenesis Inhibitor, in Patients
With Relapsed or Refractory Advanced Soft Tissue Sarcoma:
A Phase II Study From the European Organisation for
Research and Treatment of Cancer—Soft Tissue and

Bone Sarcoma Group (EORTC Study 62043)

Stefan Sleijfer, Isabelle Ray-Coquard, Zsuzsa Papai, Axel Le Cesne, Michelle Scurr, Patrick Schoffski,
Frangoise Collin, Lini Pandite, Sandrine Marreaud, Annick De Brauwer, Martine van Glabbeke, Jaap Verweij,
and Jean-Yves Bltl)'




Sarcoma standard care and the SUCCEED
pivotal phase Il trial design

Mealastatic
sarcoma after 1-3
lines CT, per SOC

PD B Ineligible

i

IRC

CR, PR, SD . SOC watchful waiting

randomization l

Ridafor'olimus Plac'ebo

!

Primary Endpoint: PFS by IRC

Secondary endpoints: Overall Survival, Objective response,

Cancer related symptoms, Safety and tolerability

from: ASCO 2011 Virtual Meeting

Chawla SP et al, ASCO 2011



PFS per independent radiology review

Independent Radwlogy Review (HR=0.72, p=0.0001)

rrae
MednPFS 3Imon Emo

-

daforohmus 17.7 weehs

-n

L
-

wWHEkKS

(Data cut-off date 10-25-2010)
from: ASCO 2011 Virtual Meeting

Chawla SP et al, ASCO 2011



The Sarcoma family of tumors

Smoothened
inhibitor
GDC-0449
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Nature Reviews | Cancer

Nat Rev Cancer 2011;11:541
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Sustaining
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Hanahan D and Weinberg RA, Cell 2011;144:646
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IGFR inhibitors
mTOR inhibitors

MDMZ2 inhibitors
hsp inhibitors

eribulin

imatinib
trabectedin

hsp inhibitors

anti PDGFRa MoAb

imatinib

IGFR inhibitors

PI3K inhibitors

MAPK inhibitors

mTOR inhibitors
hedgehog inhibitors
RANK-RANKL inhibitors
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Resisting
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Inducing
angiogenesis

sunitinib

sorafenib
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regorafenib
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MAPK inhibitors
PI3K inhibitors

hedgehog inhibitors

sunitinib
sorafenib
dovitinib
pazopanib
regorafenib

anti PDGFRa MoAb

trabectedin
imatinib
mTOR inhibitors

eribulin

trabectedin

PI3K inhibitors
MAPK inhibitors
sorafenib
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hedgehog inhibitors

trabectedin
mTOR inhibitors

Hanahan D and Weinberg RA, Cell 2011;144:646



Advanced disease: chemo
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original article Sy~ bt

Published online 17 January 2011

Primary extremity soft tissue sarcomas: outcome
improvement over time at a single institution

A. Gronchi™, R. Miceli®, C. Colombo’, P. Collini®, S. Stacchiotti*, P. OImi®, L. Mariani®,
R. Bertulli*, M. Fiore' & P. G. Casali*

Post metastasis survival

—— 1987-2002
—— 2003-2007
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Time (months)

Gronchi a et al, Ann Oncol 2011;22:1675




Histology-driven
chemotherapy

- Leiomyosarcoma: GEM, Trabectedin, DTIC (&
Temozolomide), .....

- Liposarcoma, dediff: Trabectedin, HD-IFX .....
- Liposarcoma, myxoid: Trabectedin, .....

- Angiosarcoma: taxanes, GEM, HD-IFX, .....

- Synovial sa: HD-IFX, Trabectedin, .....

- MPNST: HD-IFX, VP16 + .....



Histology-driven
targeted therapy

- Dermatofibrosarcoma: Imatinib

- Desmoids: hormones, Imatinib, Sorafenib, .....

- PVNS: Imatinib, ...

- Alveolar soft part sa: Sunitinib, Cediranib

- Solitary fibrous tumor: Sunitinib, .....

- Angiosarcoma: Sorafenib, ...

- Inflammatory myofibroblastic tumor: Crizotinib, ...
- LAM and Pecomas: m-TOR inhibitors



The quality of evidence...
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STS: advanced disease

R

ADM 75 mg/sgm

EORTC

". Soft Tissue & Bone Sarcoma Group



World Health Organization Classification of Tumours Adipocytic tumours
@ Well deifferentiated / dedifferentiated liposarcoma
! Myxoid / round cell liposarcoma

PaotoRy & Oeiietios Pleomorphic liposarcoma

T - Teus sy Sews Fibroblastic / myofibroblastic tumours
sy s B o ] s e o s Fibromatosis (desmoid)

(‘

Solitary fibrous tumour / haemangiopericytoma

Low grade myofibroblastic tumour

Infantile fibrosarcoma

Adult fibrosarcoma

Mixofibrosarcoma
-called fibrohistiocytic tu

Pleomorphic MFH
mooth muscle tumours
Leiomyosarcom

LR - )
[EETE

T

G —

Embryonal rhabdo
Alveolar rhabdomyo
Pleomorphic rhabdom

ioid haemangioendothelioma
ma of soft tissue

hondrosarcoma
teosarcoma
rentiation
a
oma
art sarcoma
rcoma of soft tissue
etal myxoid chondrosarcoma
skeletal Ewing tumour
Desmoplastic small round cell tumour
Extra-renal rhabdoid tumour
Malignant mesenchymoma
Neoplasms with perivascular epithelioid cell differentiation (PEComa)
Intimal sarcoma
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