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Classification of Sarcoma

Osteogenic tumours Ostensarcoma 9180/3
Conventional 9180/3
Chondroblastic 9181/3
Fibroblastic 9182/3
Osteoblastic 9180/3
WHO Classification of Tumours of Soft_tlssue sarcomas Telangiectatic 9183/3
Soft Tissue and Bone Small cell 9185/3
Low-grade central 9187/3
Teieaci by Chdusopher DML Flescoas, ks A Brdge, Pasceas & V. Magmncoors, Freesit Matars _‘-;.eq;c.udaq,- 91803
Parosteal 9192/3
Periosteal 9193/3
High-grade surface 2194/3
Ewing sarcoma/primitive Ewing sarcoma 9260/3
neuroectodermal tumour

Cartilage Chondrosarcoma 9220/3
Central, primary, and 9220/3

secondary
Peripheral 9221/3
Dedifferentiated 9243/3
Mesenchymal 9240/3
Clear cell 9242/3
Fibrogenic tumours Fibrosarcoma 8810/3
Fibrohistiocytic umours Malignant fibrous 8830/3

bone sarcomas — histiocyoams
Haematopoietic tumours Plasma cell myeloma 97323
Malignant lymphoma, NOS 9590/3
Giant cell tumour Malignancy in giant cell 9250/3
fumour

Notochordal tumours Chordoma 9370/3
Vascular tumours Angiosarcoma 9120/3
Smooth muscle tumours Leiomyosarcoma 8890/3
Lipogenic tumours Liposarcoma BB50/3
Miscellaneous tumours Adamantinoma 9261/3

Although listed by the WHO as bone tumours, plasma cell myeloma, as well

WHO 2013 CIaSSification as primary malignant lymphoma of bone are not dealt with by these

guidelines.
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Classification of Soft tissue Sarcoma

The soft-tissue sarcomas are a group of rare but anatomically and histologically
diverse neoplasms with diverse outcome and treatment

Approximatevely 50 recognized histologic subtypes of soft-tissue sarcomas

WHO classification of soft tissue tumours (2013)

“AMPOCYIIE TUMOLRS FIBROBLASTIC / MYOFIBROBLASTIC TUMOURS

* FIBROBLASTIC / MYOFIBROBLASTIC TUMOUR medils Tocsiv aareasiiel

Benign + Superficial fibromatoses (palmar / plantar)
* FIBROHISTIOCYTIC TUMOURS = Nodular fasciitis + Cakifying aponeurotic fibroma 2 Besrfpt;:id-ly?e fibromatoses

o . i i + Lipofibromatosis

* SMOOTH MUSCLE TUMOURS * Proliferative fasciitis 2 égﬁlﬁ::'y:r:;ﬂra;::ama

* Proliferative myositis g Intermediate (rarely metastasizi

« N - f y ng)

* PERICYTIC (PERIVASCULAR) TUMOURS ~Mypstiosiicans & R o + Soliary fibrous tumour

« Ischaemic fasciiti « Califying fibrous tumo + Inflammatory myofibroblastic tumour
* SKELETAL MUSCLE TUMOURS migifrt O o ek e o + Low grade myofibroblastic sarcoma

 dotaliomma - + Myxoinflammatory fibroblastic sarcoma

* VASCULAR TUMOURS » fibro-osseous pseudotumour of digits « Infantile fibrosarcoma

* Fibrous hamartoma of infancy * Giantcell fibroblastoma
* GASTROINTESTINAL STROMAL TUMOURS * Myofibroma / Myofibromatosis * Dermatofibrosarcoma protuberans (DFSP)

= Fibromatosis colli

* NERVE SHEATH TUMOURS ] : i . Mallgnant

* Juvenile hyaline fibromatosis Adult fibrosarcoma
*« CHONDRO-0OSSEOUS TUMOURS * Inclusion body fibromatosis + Myxofibrosarcoma

* Fibroma of tendon sheath * Low grade fibromyxoid sarcoma
* TUMOURS OF UNCERTAIN DIFFERENTIATION + Desmoplastic fibroblastoma + hyalinizing spindle cell tumour

+ Sclerosing epithelioid fibrosarcoma

* Mammary-type myofibroblastoma

* UNDIFFERENTIATED/UNCLASSIFIED SARCOMAS
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clinical practice guidelines e o 63 mancina2

Soft tissue and visceral sarcomas: ESMO Clinical
Practice Guidelines for diagnosis, treatment
and follow-up’

clinical practice guidelines e o mvcoam s

Gastrointestinal stromal tumours: ESMO Clinical
Practice Guidelines for diagnosis, treatment
and follow-up?

clinical practice guidelines o obvavcramass

Bone sarcomas: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up’

The ESMO/European Sarcoma Network Working Group®
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2000

e All sarcomas
— Doxorubicin
— Ifosfamide
— DTIC

2010

GIST: Imatinib, sunitinib, regorafenib

LPS: Dox + Ifo, Trabectedin

LMS: Dox + DTC, Trabectedin, Gem, Gem/T
All but LPS: VEGFR TKI

Angiosarcoma: Dox + Ifo, Gem/T, Paclitaxel
DFSP: imatinib

PVNS: imatinib

Desmoid tumors: imatinib, sorafenib
PECOMAs: m TOR inhibitors

AlveolarSoft Sarcoma: sunitinib
Myofibroblastic Inflammatory Sarcoma: crizotinib

Histotype or Molecular driven treatment ?
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Histotype or Molecular driven treatment?

Histotype driven treatment Molecular driven treatment

CHEMOTHERAPY TARGET THERAPY

Doxorubicin Pazopanib
Ifosfamide Imatinib
Dacarbazin Sunitinib
Gemcitabin Regorafenib
Taxotere mTOR inhibitors
Trabectedin Crizotinib
Eribulin

Aldoxorubicin

BOTH indications!

> Trabectedin in traslocated myxoid liposarcoma
> Pazopanib nonin liposarcoma



Molecular driven treatment

Histopatholog

Hrtomthdogy 1004, 64 3-0 0 DOE B0CEE 0 Bl | 33ET

REVIEW

The evolving classification of soft tissue tumours — an

update based on the new 2013 WHO classification

Christopher [ M Fletcher '™

"Degrrtment of Frthalogy, Brighrm ad Women's Hosgitel, ond *Department of Patholany, Hrreard Medeal Schodl,

Boston, MA, 154

Common recurrent translocations in soft tissue tumours

Extraskeletal myxoid chondrosarcoma

Fibromyxoid sarcoma, low grade

Table 1. Recently identified cytogenetic and molecular genetic aberrations in soft tissue tumours
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Angiomatoid ‘MFH""" 2 £(12;22)(q13;q12) ATFI-EWSRT
t(2;22)(q33;q12) CREBT-EWSRT

Solitary fibrous tumour®” =% inv(12)(q13q13) NAB2-5TATE

Low-grade fibromyxoid sarcoma/® "% sclerosing t(7;16)(q33;p11) FUS-CREB3(2

epithelioid fibrosarcoma (subset)
t11;16)(p13;p11) FUS-CREB3LT

Myxoinflammatory fibroblastic sarcoma/ £1;10)(p22;924) TGFBR3-MGEAS

hemasiderotic fibrolipomatous tumour?®*?

Myoepithelial carcinoma®* t(6;22)(p22;q12) EWSR1-POUSFT
£(1;22)(g23;q12) EWSR1-PBX1
t(19:22)(q13;912) EWSR1-ZNF444

Epithelioid hemangioendothelioma™*® t(1;3)(p36.3;925) WWTRT-CAMTA?

Mesenchymal chondrosarcoma® (8;8)(q21.1,913.3) HEY1-NCOA2
19:22)(q22:q12) EWS-NR4A3 : : — o

Undifferentiated (Ewing-like) sarcoma™ t(4;19)(g35;913.1) CIC-DUXe
H9:17)(q22:q11) RBP56-NR4A3
9;15)(q22:q21) TCF12-NR4A3 £(10;19)(g35;926) CIC-DUX4
(7:16)(q33;p11) FUS-CREB3L2 Modular fasciitis® t17,22)(p13;912.3) USP&-MYH?
{11;16Xp11;p11) FUS-CREB3LT (rare) Pseudomyogenic hemangioendothelioma™ t(7;19)(g22;q13) 7

Inflammatory myofibroblastic tumour

Myxoid liposarcoma

Synovial sarcoma

11:2)(q22;p23) TPM3-ALK
2:19)(p23;p13) TPM4- ALK
(2:17)(p23:923) CLTC-ALK
2:2)(p23.913) RANBP2- ALK
(12;16Xq13;p11) FUS-DDIT3
112,22(q13:q12) EWS-DDIT3
HX;18)(p11:q11) $518-55X1
$518-55x2

§518-55X4 (rare)

Ossifying fibromyxoid tumour®™®

Rearrangement of PHFT at 6p21

PEComa

TSC2 deletion™=?

TFE3 rearangement (small subse

Angiosarcoma (mammary)

KDR mutation™

Angiosarcoma (secondary)

MYC amplification*>***

FLT4 co-amplification (25%)°°

*Also now known to occur in a subset of primary (sporadic) angiosarcomas.®®
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First line recommendations

— .

Histotype driven treatment Molecular driven treatment



First line treatment:

Histotype driven treatment
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standard chemotherapy is based on anthracvclines as the
first-line treatment [I, A]. As of today, there is no formal dem-
onstration that multiagent chemotherapy is superior to single-
agent chemotherapy with doxorubicin alone in terms of overall
survival (OS). However, a higher response rate can be expected,
in particular in a number of sensitive histological types, accor-
ding to several, although not all, randomised clinical trials
(18, 19]. Therefore, multiagent chemotherapy with adequate-
dose anthracyclines plus ifosfamide may be the treatment of
choice, particularly when a tumour response is felt to be poten-

tially advantageous and patient performance status is good.

VOLUME 34 - NUMBER 32 - NOVEMBER 10. 2016

PICASSO IIT: A Phase III, Placebo-Controlled Study of
Doxorubicin With or Without Palifostamide in Patients

With Metastatic Soft Tissue Sarcoma

Christopher W. Ryan, Ofer Merimsky, Mark Agulnik, Jean-Yves Blay, Scott M. Schueize, Brian A. Van Tine,
Robin L. Jones, Anthony D. Elias, Edwin Choy, Thierry Alcindor, Vicki L. Keedy, Damon R. Reed, Robert N. Taub,
Antoine Italiano, Xavier Garcia del Muro, lan R. Judson, Jill Y. Buck, Francois Lebel, Jonathan J. Lewis,
Robert G. Malki, and Patrick Schiffski
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First line treatment:

Histotype driven treatment in L — sarcoma

Trabectedin in combination with doxorubicin for first-line > ®
treatment of advanced uterine or soft-tissue leiomyosarcoma o
(LMS-02): a non-randomised, multicentre, phase 2 trial

Patricia Pautier, Anne Floquet, Christine Chevreau, Nicolas Penel, Cécile Guillemet, Corinne Delcambre, Didier Cupissol, Frédéric Sdle,

Nicolas | sambert, Sophie Piperno-Neumann, Antoine Thyss, Frangois Bertucci, Emmanuelle Bompas, Jerdme Alexandre, Olivier Collard,
Sandrine Lavau-Denes, Patrick Sowlié, Maud Toulmonde, Axel Le Cesne, Benjamin Lacas, Florence Duffaud, for the French Sarcoma Group

VOLUME 34 - NUMBER 19 - JULY 1, 2018

Randomized Phase II Study of Trabectedin and Doxorubicin
Compared With Doxorubicin Alone as First-Line Treatment
in Patients With Advanced Soft Tissue Sarcomas: A Spanish
Group for Research on Sarcoma Study

Javier Martin-Broto, Antonio Lopez Pousa, Ramin de las Pefias, Xavier Garcia del Muro, Antonio Gutierres,
Javier Martinez-Trufero, Josefina Cruz, Rpsa Alvarez, Ricardo Cubedo, Andrés Redondo, Joan Maurel,

Juan A. Carrasco, José A. Lipez-Martin, Angeles Sala, José Andrés Meana, Rafael Ramos, Jordi Martinez-Serra,
José A. Lopez-Guerrero, Isabel Sevilla, Carnien Balaria, /"lngeies Vaz, Ana De Juan, Regina Alemany, and
Andrés Poveda

Multivariate Analysis

Prognostic Factor HR (85% Cl} F HR 85% Cl} P
Experimental v control amn 116 (081w 1.7} 45 087 (0.5 to 1.4} BB
L ocally aohvansed o pneteetatis 1 72 084 10l 20 124 (07 0 2 3] A7
L-zsarcoma v other 063 (0.42 10 0.93} 021 0.37 10.22 10 0.62) = 001 I
e s g roTyes Mot anpeane A . B

Grade 3 v other Mot applicable — 20(1.19 1o 3.38} (009
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First line treatment:

standard chemotherapy is based on anthracvclines as the

first-line treatment [I, A]. As of today, there is no formal dem-

onstration that multiagent chemotherapy is superior to single-

agent chemotherapy with doxorubicin alone in terms of overall

. . survival (08). However, a higher response rate can be expected,

HIStOtype d rrven treatm ent ~ in particular in a number ofgsmsilili histological typcs,Pacmr—

ding to several, although not all, randomised clinical trials

(18, 19]. Therefore, multiagent chemotherapy with adequate-

dose anthracyclines plus ifosfamide may be the treatment of

choice, particularly when a tumour response is felt to be poten-
tially advantageous and patient performance status is good.

VOLUME 34 - NUMBER 32 - NOVEMBER 10. 2016

PICASSO IIT: A Phase III, Placebo-Controlled Study of
Doxorubicin With or Without Palifostamide in Patients
With Metastatic Soft Tissue Sarcoma

Christopher W. Ryan, Ofer Merimsky, Mark Agulnik, Jean-Yves Blay, Scott M. Schueize, Brian A. Van Tine,
Robin L. Jones, Anthony D. Elias, Edwin Choy, Thierry Alcindor, Vicki L. Keedy, Damon R. Reed, Robert N. Taub,
Antoine Italiano, Xavier Garcia del Muro, lan R. Judson, Jill Y. Buck, Francois Lebel, Jonathan J. Lewis,
Robert G. Malki, and Patrick Schiffski

In lelomyosarcoma

In angiosarcoma

in solitary fibrous tumor
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First line treatment: s

Histotype driven treatment in angiosarcoma

Anre of Oncolgy 25: S1-608, 2012 VOLUME 33 - NUMBER 3% . SEPTEMEER 1 018

dok 101081/ anmencima0es
Published erfine 4 Aprl 2011
JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

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

Network Paclitaxel Given Once Per Week With or Without
Bevacizumab in Patients With Advanced Angiosarcoma:

S. Stacchiotti™, E. Palassini’, R. Sanfiippo’, B. Vincerzi®, M. G. Arena®, A. M. Bochicchio®, A Randomized Phase II Trial

P. De Rosa®, A. Nuzzo® S. Turano”, C. Morosi®, A. P. Dei Tos®, S. Pilotti® & P. G. Casali'® tsabelle L iy Coquard, fufen Comers, Emmanuelle Tresch. e, Emesamuelle Bowpas,

Philippe A, Casler, Cltvier Mir, Sophiz Piperno-Neussann, Anmine falisno, Christne Chevreau,
Dedier Cupdnol, Frangods Berewerd, Jocgues- Obhder Bay, Oivier Collord, Foma Saads- Bowrid, Nicodes lambers,
oriene Delrambre, Sephanis Cliaey, Ard fe Cesme, form- ees Blay, and i ks Peeel

VILIMME I8 - NUMEER 37 - NOVEMEER 10 200

Phase 11 Trial of Weekly Paclitaxel for Unresectable
Angiosarcoma: The ANGIOTAX Study

imkes Peel, Bih Ngmryen Bad, Jaoques- Clivier Bay, Didier Cupisol, tsabellr Rey-Coquard,
Sophiz Piperno-Neumane, Pierre Kerbrar, Charle Fournter, Sophie Tadeb, baris limenez, Nicolas hawher,
Frederic Peyrade, Chrisgme Chevress, Emmaneele Bompas, Exene GLC. Bram, ans jean- Yoes Sy

treatment
interruption

o da Sigrmmare: e Carcieioge
G, i o et

+22 mos

Gemcitabine

Minichillo et al. BMC Res Notes (2015) 8:325
DO110.186/513104-015-1296-4
BMC

Research Notes

CASE REPORT Open Access

Efficacy of weekly docetaxel in locally ®-
advanced cardiac angiosarcoma

Santino Minichillo’, Maria Abbondanza Pantaleo™, Margherita Nannini'?, Fabio Coccolo?, Lidia Gatto',
Guido Biasco'” and Gigvanni Brandi'
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Histotype driven treatment in leiomyosarcoma

l

Dacarbazine in favor to Ifosfamide

. Doxorubicn
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First line treatment:
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Histotype driven treatment in solitary fibrous tumor
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FINDAZIONE [ROTS AZIENDA
TTUTO NAZKINALE e ULSS 9 By Nererices Society of Ol Orockogy.
DEI TUMORI =" TREVISO -

Doxorugicin PLUs DACARBAZINE (DTIC) IN ADVANCED SOLITARY FIBROUS TUMOR (SFT):
AN ITALIAN RETROSPECTIVE CASE SERIES ANALYSIS

Maristella Saponara, Bruno Vincenzi?, Giuseppe Badalamenti®, Carlo Morosi®, Silvana Pilotti*, Gianpaolo Dagrada®, Salvatore Provenzano®,
Michela Libertini*, Rossella Bertulli®, Vittoria Colia®, Angelo Paolo Dei Tos®, Paolo Giovanni Casali®, Silvia Stacchiotti*

‘Department of specialized, experimental, and diagnostic Medicine, 5ant'Orsola-Malpighi Hospital, University of Bologna, Bologna, Italy; ‘Department of Medical Oncology, Campus Bio-Medico University of Rome, Rome, Italy;
*Department of Oncology, Medical Oncalogy Division, University of Palermo, Palermo, Italy; “Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; *Azienda ULSS 9 Treviso, Treviso, Ialy

BACKGROUND

The reported response rate to chemotherapy [CT) in S5FT is
low both with anthracycline-bazed regimens (S20%) and
with trabectedin {<10%]. DTIC can be active. We report on
the combination of doxorubicin # DTIC in a retrospective
oase-series analysis of SFT patients [pts) trested within 3
Italian sarcoma referral centers.

PamenTs AND METHODS

We singled out metastatic 5FT pts treated with CT from
February 2012 to December 2015 ot Fondazione IRCCS
Istitute Mazicnale Tumori - Milan, University Campus Bio-
Medicc - Rome and University Hospital “P. Gimcconz™ -
Palermo, reviewing those receiving doworubicin + DTIC.
Pathologic di is on last ilable tumor sample was
centrally reviewed, distinguishing typical, malignant [M5FT)
and dedifferentiated (DSFT) subtypes. Pts were treated
until unscceptable toxicity or progression. All pts who
received ot least 1 cycle of chematherapy were considered.

Respons= was assessed by RECIST.

Sex [M:F) o4

Age [mean, range] 53,3171
PS ECOG 01 76
Front-dine/Further-dine 11/2
MSFT/DSFT 85

REsULTS

13 cazes were retrospectively identified (male/female: 8/4;
mean sge: 53 years, range 31-71; front-line/further-line:
11/2; MSFT/DSFT: BfS). AN pts were evaluable for
response. Treatment was stopped in 11 cases ([disense
Progressi 6 - i doze: 3 - surgery of
residual diseace: 2), while 2 pts are still on therapy. The
mean number of cyces wes 5 [3-6. Thers was no
unexpected towicity. Best response by RECIST was partial
responze (PR] = 6 [46%) - stable dizease (SD) = 2 [15%) -
prograssive disense [PD) = 5 [38%). At & median follow-up
of 19.2 manths, median PFS was 6.3 months [range 2-32),
with 3 pts being progression-free st 12 months. PR was
detected in 3/8 MSFT & 3/5 DSFT, with & median PF5 of 6.3
and 9.8 months in M5FT and DSFT, respactively. Median 05
was 18.7 months jrange 3-33).

[Resurs.
N of cycles (mesn, rnge) 5,36

Best response by RECIST 5PR
25D
5PD

Reason for interruption 6PD

3 man dose reached
2 surgery of residual

disenze

(2 ongoing)

Awial (T sconz performed in o man
affected by DSFT pre and post
chemotherapy. In  particular, particl
response of two odiocznt lung lesions in
the middle lobe after 6 cpcles of
doxsrubicin + DTIC: metostases reduced
from 12 and 10 mm to § and 5 mem,
respectively.

OveraLL PFS MSFT vs DSFT PFS OVERALL SURVIVAL
3 ;] — msET
T E —— DSFT H
i H n
£ ; ;
i : £
] n = L a0 H 10 2n 0 40 40
manths months

CONCLUSIONS

This small retrospective series suggests that doxorubicin + DTIC can be active in SFT. A higher response rate was observed in DSET in
comparison ta MSET fond pts with MSFT may have had an unsampled aggressive evolution]. A prospective Phase 2 study on
domorubicin + MTC vs trabectedin in advanced SFT is under evaluation.
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First line treatment:

Moelcular driven treatment

| types, accor-
d clinical trials

JOURNAL OF CLINICAL ON¢OLOGY ORIGINAL REPORT

PICASSO III: A Phase III, Placebo-Controlled Studky
Doxorubicin With or Without Palifostamide in Patiemts
With Metastatic Soft Tissue Sarcoma

Christopher W. Ryan, Ofer Merimsky, Mark Agulnik, Jean-¥ves Blay, Scott M. Schueize, Brian A. Van Tine,
Robin L. Jones, Anthony D, Elias, Edwin Choy, Thierry Alcindor, Vicki L. Keedy, Damon R. Reed, Robert N, Taub,
Antoine Ttaliano, Xavier Garcia del Muro, lan R. Judson, Jill Y. Buck, Francois Lebel. Jonathan J. Lewis,

Robert G. Maki, and Patrick Schiffski

In dermatofibrosarcoma
protuberans (DFSP)

Gstrointestinal stromal tumors
(GIST) BRAF or SDH mutant

Gstrointestinal stromal tumors
(GIST) KIT mutant
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First line treatment: ey

Molecular driven treatment in DFPS Tumor with COL1A1-PDGFB gene fusion

VOLUKME 0 - WUMEER 13 . APRIL 1 3010

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Cancer Therapy: Clinical Clinical
Cancer
Research

Efficacy and Biological Activity of Imatinib in

s Imatinib Mesylate in Advanced Dermatofibrosarcoma

Srmsin iz e wt . Protuberans: Pooled Analysis of Two Phase I1 Clinical Trials Metastatic Dermatofibrosarcoma Protuberans

f Comcar ey, ooy, Catto- Fioir Rutkowsdi, Msrvine van Glabbebe, Covhrym L Rk, Windziwrerz Ruks, Srian B Rubin, DFSP

zm,;:'.:"_l.:::"_:. Miria Debter- Rychier, Abemancler Lazer, Hams Geleberblom, Ref Sy, Dolores Loper- Termads, ( )

o, Lk om i, Do aer Fikenberger, Alie T. vew Ovsieram, snd Scee ML Schuse Silvia Stacchiotti', Maria A. Pantaleo?, Tiziana Negri®, Annalisa Astolfi®, Marcella Tazzari®,
L’;_r'_“l"’c“*"“-"“ B Gian Paolo Dagrade_\;, Milena L_eri;\i", Valentina Ir?dio"a, Roberta Maes3tro“, .
Corn, Lnrvarasy of Hacieibr Hacis Alessandro Gronchi’, Marco Fiore’, Angelo P. Dei Tos®, Elena Conca”, Elena Palassini’,

Bruno Vincenzi®, Federica Grossa'®, Silvana Pilotti®, Chiara Castelli®, and Paolo G. Casali'

Table 2 Response, Progression, and Survival Status of Patients With
Darmatofibrosarcoma Protuberans After Imatinib Therapy in the EORTC
and SWOG Trials

Study
ECQORTC Table 2. Patient characteristics
. - Relapse free from Status at
= v = gl N = 4] Ageatthe Location Disease extent Site of metastases Best || Best Reason for Response o Relapse IM discontinuation last FU
n =18 SWOG in = 8) Total (N 4
time of first of primary at time of at the time of Treftment responsll FDG-PET PFS IM definitive Surgery IM atthe time after and surgery
i 1D Gender diagnosis/IM tumor __starting IM___starting IM whil M (RECIST response  (months) interruption after IM of surgery surgery (months)
H-ESI:II:II'IEE_, PrC-g[ESS.II:Iﬂ_, Mo. of Mo. of Mo. of 1 Male ;5;5?1 Scalp LM Lung, CNS Ve PD Not assessed 2 Progression  NO Mot applicable Mot applicable Nt applicable DoD
. - E - I Male  48/70 Trunk M Lung, abdomen,  Yes BR Not assessed 7 Progression NO Mot applicable Mot applicable Not applicable  AWD
and Survival Status Patients % Patients %  Patients % “ iAo e * ) .
3 Mak 3250 Groin M Lung Ve PR PR 10+ Ongoing  Yes  Yes Yes 6 AWD
4 F 50,59 Scal M L ¥ PR PR 25 2 ¥ ¥ ¥ 2 AWD
Response at 14-16 weeks S F o oays Tamc M Sontsebne Yo pr | Motasesed I pogemen e Ve Yo ; oo
6 Male 6973 Trunk M Lung e PR BR 9 Progression Mo Not applicable Mot applicable Not applicable  DOD
7 Make  46/49 Trunk M Lung e PR PR 4 Progression  Yes Mo progression Yes 5 0CD
PR & 2 4 a0 9 ars
B Male  48/53 Scalp M Abdomen, e PR PR 2 Progression Yes  Yes Yes 5 AWD
soft tissue
SD 2] 375 2 25 8 333 9 Male 453 Trunk M Abdomen e PR Not assessed 5 Toxidty No Not applicatie  Not applicable Nt applicable  AWD
(panereas)
PD 3 188 1 125 4 16.7 0 F 43/50 Scalp LM Lung, abdomen  Yes so Not assessed 3+ Ongoing Mo Not applicable Mot applicable Nt applicable  AWD
(pancreas,
Mot evaluable z 12.5 1 125 3 125 stomach)
soft tissue
Bast overall response ‘Abbreviations: AWD, alive with dsease; CNS, central nervous system: DOD, dead of disease: F, female: FU, follow up; IM, imatinib; L, local; M, metastatic; PFS, progression free survival
PR {confirmed) 2 188 4 0.0 7 292
PR (resected) 4 250 0 0.0 4 16.7
sD 4 250 2 250 6 250
PO 2 18.8 1 12.6* 4 166
Mot evaluable 2 1256 1 125 3 1256




Gastrointestinal stromal tumors
Imatinib first line therapy

The New England Journal of Medicine

EFFECT OF THE TYROSINE
Kinase INHIBITOR STI571
IN A PATIENT WITH A METASTATIC
GASTROINTESTINAL STROMAL TUMOR

Heikki Joensuu, M.D., PeTer J. Roeeats, M.D.,
Maarim SarLomo-Rikara, M.D.,
LeiF C. Anpersson, M.D., Pekxka TErRvAHARTIALA, M.D.,
Davip Tuveson, M.D., PH.D.,
Sanpra L. Siseaman, M.D., Pu.D.,
Renaup CarpeviLLe, M.D., Sasa Dimmruevic, PH.D.,
Brian Druker, M.D., anp Georee D. Demetri, M.D.

phosphatidylinositol 3-kinase and mitogen-activated
protein kinases. Gastrointestinal stromal rumors are
notoriously unresponsive w cancer chemotherapy, and
there is no effective therapy for advanced, metastatic
disease.®

We used STI571 (Glivec, Novartis, Basel, Switzer-
land),” an inhibitor of the tyrosine kinase actviry
c-kit, in a patient with a gastrointestinal stromal tumor.

CASE REPORT

In October 1996, a 50-year-old, previously healthy woman pre-
sented with mild abdominal discomfort and a large mass in the
upper abdomen. Two tumors, 6.5 and 10 cm in diameter, were re-
moved from the stomach by proximal gastric resection, and the
greater omentum and mesocolic peritoneum were removed be-
cause of the presence of multiple metastaic nodules 1 to 2 mm in
diameter. Histologic examination of the specimens revealed more
than 20 cells undergoing mitosis per 10 high-power fields and
identified the masses as a gastrointestinal stromal tumor. The di-
agnosis was confirmed by immunostaining for CD117, and a ¢-kir
mutation consisting of a deletion of 15 bp ffom exon 11 was de-

Figure 2. PET Studies with [*FIFluorodeoxyglucose as the Tracer.

Before STIS71 therapy (Panel A), there were multiple metastases in the liver and upper abdo-
men. There was also marked retention of [*Flfluorodeoxyglucose in the right renal pelvis and
ureter, a finding indicative of hydronephrosis. After four weeks of treatment (Panel B), there was
no abnormal uptake of tracer in the liver or right kidney.
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EFFICACY AND SAFETY OF IMATINIB MESYLATE
IN ADVANCED GASTROINTESTINAL STROMAL TUMORS

Georce D. Demetri, M.D., Marcaret von Mexren, M.D., CHarLes D. Branke, M.D.,

Annick D. Van pen AseeeLe, M.D., Burton Eiseneerz, M.D., PeTeR J. Roserts, M.D., MicHaeL C. HeinricH, M.D.,
Davio A. Tuveson, M.D., Pu.D., SamueL Sincer, M.D., MiLos Janicex, M.D., Pu.D., JonaTuan A. Fietcuer, M.D.,
StuarT G. Sitverman, M.D., Sanora L. Siceerman, M.D., Pu.D., Renavup CarpevicLe, M.D., Beate Kiesg, M.Sc.,
Bin PEng, M.D., Pu.D., Sasa Dimitruevic, PH.D., Brian J. DrRuker, M.D., CHrisTOPHER CorLESs, M.D.,
Curmistorder D.M. FLetcuer, M.D., anp Heikxi Joensuu, M.D.

TaBLE 2. RESPONSES TO IMATINIE IN PAT TS WITH ADVANCED

GASTRC INAL STROMAL TUMORS.™
400 mg 600 mg Emuer Dose
BesT ResPonsE IN=73] IN=74) [N=147)
no. {% [95% CII}
Complere response 0 0 0
Partial response 30 (493 [374-06L.3]) 43 (58.1 [46.1-69.5]) 45.3-62.0])
Stable discase 23 (31.5 [21.1-43.4]) 18 (24.3 [15.1-35.7]) 20.8-35.9])

Progressive discase 12 (16.4) B(10.8) 13.6)

Could not be evaluated 227 5(6.8)

*CI denotes confidence interval.

100+
90
80
70
60
50~
40
30-
204
10

0 T T T
0 3 6 9

—— Imatinib 400 mg twice daily
= |matinib 400 mg once daily
—— Doxorubicin

Overall survival (%)

1 I 1 1 I 1 1
12 15 18 21 24 27 30
Months of study

Joensuu H, New Engl J MED 2001
Demetri G, New Engl J Med 2002
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First line treatment (prospective) : _/,

BRAF inhibitor in BRAF mutant GIST

Falchook GS, Oncotarget 2013

Baseline Week 24

Figure 1: Tumor regression of 20% observed in abdominal and pelvic tumors on computerized tomography (CT). CT
scan at (a) baseline and after (b) 24 weeks of treatment with BRAF inhibitor dabrafemb (GSK2118436).

Regorafenib in SDH mutant GIST

ClinicalTrials.gov Identifier:NCT02638766:
Single Agent Regorafenib in First-line for Metastatic/Unresectable KIT/PDGFR Wild Type GIST (REGISTRI)
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Second line recommendations

Chemotherapy in all and selceted histotype

Targeted therapy in selected histotype
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Second and more line treatment

> @ Trabectedin monotherapy after standard chemotherapy

CrvsMark

versus best supportive care in patients with advanced,
translocation-related sarcoma: a randomised, open-label,

hase 2 stud
p y Medizn {months) Eventzin
Akira Kawai, Nobuhiro Arak| Hideshi Sugiura, TakafumiUeda, Tsukasa Yonemat o, Mitsur Takahashi, Hideo Marioka, HiroakiHiraga, Subgroup Dacarbazine Trabectedin HR o', CI Dacarbazing Trebactedin
Ton Hirvme, Toshiyuki Kunisada, Akihike Mat sumine, Takonori Tanase Tadoshi Hosegawe, ShunjiTakahashi Al 5 T o 05 0Mmoi v NI
- ‘apy 1 7 49 —=— 048 02wl 123 WE
=1 15 42 HH 056 043wlm 104150 193307
0 15 a7 (I 051 03wl 52185 104171
1 15 9 | 050 O43wim BYE7 13174
Leiomyasarcoma 16 13 Fot 055 0820073 &I18 154252
. . - . + utaring 16 45 - 058 03wl 28148 T8
Efficacy of trabectedin (ecteinascidin-743) in advanced > @y o Ve 15 40 e 0% dlwodl S B
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White 15 12 et 052 03w088 8215 173/269
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T
Efficacy and Safety of Trabectedin or Dacarbazine for 0 21
Metastatic Liposarcoma or Leiomyosarcoma After Failure of
Conventional Chemotherapy: Results of a Phase III No. at risk
Randomized Multicenter Clinical Trial _E_’“;"h::’_“ ;:; 132 ;‘1’ 2: 1; g ; 0
rabecteam

George D. Denetri, Margaret von Mehren, Robin L. Jones, Martee L Hensley, Scott M. Schuetze,

Arthur Staddon, Mohanimed Millem, Anthony Elias, Kristen Ganjoo, Hussein Tawbi, Brian A. Van Tine,
Alexander Spira, Andrew Dean, Nushniia Z. Khokhar, Youn Choi Park, Roland E. Knoblauch,

Trilok V. Parekh, Robert G. Maki, and Shreyaskumar R Patel
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Eribulin versus dacarbazine in previously treated patients

with advanced liposarcoma or leiomyosarcoma:

arandomised, open-label, multicentre, phase 3 trial

Patrick Schiffski, Sant Chawla, Robert & Malki, Antoine ltaliano, Hans Gelderblom, Edwin Choy, Giovanni Grignani, Veridiana Camargo,
Sebastian Bover, Sun Young Rha, lean-Yves Blay, Peter Hohenberger, Dawid [¥Adama, Matthew Gua, Bartosz Chmielowski Axel Le Cesne,

George D Demetr, Shrevaskumar R Pate

Events/n HIR {95% (O}
Eribusfin Dacartazine
Age grovp
<bbyears 1357178 1487178 - 073 (0-57-0-03)
=65 years 3850 3346 — 077 (0-45-1:33)
Sex
Female 1247161 110/142 - 090/(0-68-118)
Mak SIET Tuh2 —a— 050 {040-0-57)
Previous regimens for advanced ST5
2 9211 92122 —-— 0-90(0-67-1-21)
»2 45107 8ar102 —a— 064 (0-47-0-88)
Stratification region
Region 1{USA and Canada) 6387 GA/EE —— 067 (0-47-0-06)
Region 2 fwestern Europe.  BS/106 847105 — 089 [E5-1-21)
Australia, and lsraed)
Region 3 (eastem Europe, 2835 et —— 047 (D38-117)
Latin America, and Asia)
Diszase type
Liposarcama 5271 E372 —— 051 ({0-35-0:75)
Leiomycsarmoma 14157 1187152 - 0493 (0-71-120)
AJCC sarcoma tumour grade score at diagnasis
High 1187150 1257152 - 080 (0-E1-1-04)
Intermediate SR ot 2] —— 0465 (D-44-0-96)
Basdline ECOG PS
o 76111 72130 —— 058 (0-41-0-82)
1 97114 Rzl - 111 (0-83-1-48)
2 3 3 o 300 (0-25-3575)
Previous anticancer theragy type
Anthracydine 747225 1777219 - 077 (H-62-0-96)
Gerncitabine 101129 1117138 — 080 (0-60-1407)
Ifoafamide 1087141 1157137 — 0-70(0-53-093)
Tasane 71109 921114 — 084 (-60-116)
Trabectedin 807108 98116 —.— 064 (0-47-0-88)
Targeted therapy 3y 19726 —— 147 (0-53-2-16)
Other Gar3 7090 —— 090 (0-63-1-29)
Crverall 176/228 184224 -- 077 (0-62-0-85)
olg T I

—
Favours eribulin

Favours dacarbarine

B Progression-free survival

@™

CraseMark

100,
80
£
¥
2
= ™
: )
i
20 _I_ B
Tk _“h_k‘H—\
“+ . — HR 0-84 (95% 0 0-71-1-09); p=0:23
0 el
E) 4 § v £ 1 A 1 T
Number at risk Follow-up time [ months)
Erbulin 726 79 1 7 16 9 5 2 1 0 o 0 0 0 0
Dacwbaine 724 63 7 14 [ 4 2 1 1 0 0 0 0 0 0



ALMA MATER STUDIORLU M
UNIVERSITA DI BOLOGM A

Second and more line treatment

VOLUME 25 - NUMBER 198 - JULY 1 2007

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

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, Pricbat, 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

Table 4. East Rasponse by Treatment Armn and Histology®

Gamcitabine Gemcitabine-Docetaxel
Stable Stable Stable Stable
i Dissase Cizease Progressive Mot Dizsasze Dizease Progressive ot
Histology CR PH =324Weeks =24 Weeks Dmease Assessable [CR PR 924 Weeks <24 Weeks Disease  Assessable

Leiomyosarcoma 1 2 5 1 5 3 13 8
MFHMHGUPS 2 2 1 3 1 3 3 2 1 1
Liposarcoma

Well differentisted/dadiferentiated 2 3 3 4 1

Myxoid-round cell 2 1 1

Pleomorphic 2 1
Synowial sarcoma 1 1 2 1 1 2 1
Malignant penpheral nerve sheath tumor 1 1 1 3
Unclassified sarcoma 1 z 1 1
Fibrosarcomsa 1 2 1 2
Rhabdomyosarcoma 1 1
Cther sarcoma histology 1 2 4 2 4 |

Abbraviations: CR, complete response; PR, partial response; MFHMHGUPS, malignant fibrous histiocytoma/high-grade undifferentiated plecmorphic sarcoma.
*Includes one Response Evaluation Criteria in Solid Tumars Group uwnconfirned PR on each arm: gemcitabine (MFH/HGUPS); gemncitabine-docetaxeal
[uterine leiomyosarcoma).
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Second and more line treatment
Gem and DTC

VOLUME 29 - NUMBER 18 - JUNE 20 2011

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

Xavier Garcia-del-Muro, Antonio Lépez-Pousa, Joan Maurel, Javier Martin, Javier Martinez-Trufero,

Antonio Casado, Auxiliadora Gomez-Espafia, Joaquin Fra, Josefina Cruz, Andrés Poveda, Andrés Meana,
Carlos Pericay, Ricardo Cubedo, Jordi Rubié, Ana De Juan, Nuria Lainez, Juan Antonio Carrasco,
Ragquel de Andrés, and José M. Buesaf

g 1 -u 1 _‘1

= H === Gemcitabina + DTIC

= L oTIC

2 sl o o . .

@ " Table 2. Univariate and Multivariate Cox Proportional Hazards Analysis

ué 'L~ Univariate Analyses Multivariate Analyses

2 087 0 Variable by Survival HA 95% CI P HR 95% Cl P
B " Progression-free survival

2 pad i PS, 0 v 1/2 0.86 05610 1.30 49

@ _Ll‘ DFI, < 12 months v = 12 months 1.56 096 to 2.50 06

k=] ‘a-_.__l Histologic grade, low v high 1.24 08010 2.49 53

£ 024 . Sita of matastasis

= . Local only 1.08 0551t02.02 T

2 P= 005 [ P . Lung enly 0.94 0.62 to 1.40

= T : : : : Extrapulmaonary 1
e 0 6 12 18 24 30 Histology, leiomyosarcoma v other 0.49 0.32 to 0.76 001 0.48 0.20 to 0.77 007

Time [mﬂl’lthSI Treatment regimen, & + DTIC v DTIC alone 0.58 0.391tc 0.86 005 0.54 0.36 10 0.83 m

Fig 2. Kaplan-Meier curves for progression-free survival. OTIC, dacarbazine.



Second and more line treatment;

Clinical Study

Clinical Activity and Tolerability of a 14-Day Infusional
Ifosfamide Schedule in Soft-Tissue Sarcoma

Juan Martin-Liberal,' Salma Alam,' Anastasia Constantinidou,’
Cyril Fisher,” Komel Khabra,® Christina Messiou,* David Olmos,’ Scott Mitchell,®
Omar Al-Muderis,' Aisha Miah,' Mark Linch,' Robin L. Jones,' Michelle Scurr,’

Ian Judson,' and Charlotte Benson'
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Second and more line treatment
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Clinical

Cancer Therapy: Clinical

Dacarbazine in Solitary Fibrous Tumor: A Case Series
Analysis and Preclinical Evidence vis-a-vis Temozolomide
and Antiangiogenics

Cancer
Research

5. Stacchiotti’, M. Tortoreto®, F. Bozzi®, E. Tamborini®, C. Morosi®, A. Messina®, M. Libertini’, E. Palassini’,

D. Cominetti®, T. Negri®, A. Gronchi®, S. Pilotti®, M. Zaffaroni®, and P.G. Casali’

Baseline

+8 Months

A 4

Dacarbazine
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Second line

Chemotherapy in all and selceted histotype Targeted therapy in selected histotype
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Second and more line treatment

Pazopanib for metastatic soft-tissue sarcoma (PALETTE): 3‘@1
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 Schaffski, Massimo Aglietta,
Arthur P Staddon, Yasuo Beppu, Axel Le Cesne, Hans Gelderblom, lan R Judson, Nobu hito Araki, Monia Ouali Sandrine Marreaud, Rachel Hodge,
Mohammed R Dewji, Corneel Coens, George D Demetri, Christopher D Fletcher, Angelo Paolo Dei Tos, Peter Hohenberger, on behalfof the EORTC
Soft Tissueand Bone Sarcoma Group and the PALETTE study group

A
100 Median progression-free sur ival {mionths)
00 —— Pazopaniy 4.6 (35% 01 37-4-E)
—— Placsbo 16 (85% C10-0-18)
5
7 HR 031, 95% O 0-24-0-40
Z pec 00001
g 0
£ 50
g
E 404
£ 04
&
04
1
Events)/paticnts
Pmopaniy  Placebo o 74
i MNumbserat risk
leimyosarcoma 77115 4450 Placebe 133 15 & 1 0 1] 1] 1]
Paz, ik 2 1 E 0 12 1 1
Srovidlamem ¥ 44 W it 246 = 3 3 4
Other I 4B 8
Total 168/246 106/123 100+ Median overall survival {months)
[68.3%) {B6-2m) o] —— Pmropanib  12.5 (95% 0 10-6-14-E)}
—— Flacebo 10 (95% 0 87-12.8)
I~ T T T B
s 05 10 0 4.0 HR0.86, 95% 0 0.67-111
-+ > _ T p=0-2514
Fawours paropanib Fawours phoebo Z 0
=
2
§ 5
B 40
S
30
Plig
10
Q
i L § b ik P A p/
Time [months)
MNumberat risk
Placebo 123 13 & 70 i 40 ¥ 24
Fxopanib 246 216 185 149 13 w3 EF &7
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Second and more line treatment

Safety and efficacy of regorafenib in patients with advanced 27 ®
soft tissue sarcoma (REGOSARC): a randomised, o
double-blind, placebo-controlled, phase 2 trial

(Vivier Mir, T homas Brodowiiz, Antoine italiana, Jennifer Wallet, Jean-Yves Blay, Frangais Bertucci Christine Chevreau, Sophie Piperno-Neumann,
Emmanvelle Bormpas, 5ébastien Salas, Christophe Perrin, Corinne Delcambre, Bernadette Liegl-Atzwanger, Moud Touwlmonde, Sarah Dumont,
Isabelle Ray- Coguard, Stéphanie Qisant, Sophie Taied, Cécile Guillemet, Maria Riog Olivier Collard, Lavrence Bozec, Didier Cupissol,

Esma Seado-Bourid, Christine Lemaignan, Wolfgang Eisterer, Nicodas |sambert, Loic Chaigneaw, Axel Le Cesne, Nicolas Penel

A Patientswith liposarcoma C Patientswith synovial sercoma

100 —— Fatients treated with regarafenib 100 HR 0-10 {95% 1 Q03-0035 ) pe 0000

= 90 — Fatients treated with placeba F M

= BD- HR 089 (05 % O 0-48- 1 64); p- 070 - gg_

= 70 ; -

£ e E oo

£ 5o E 504

§ o & o

B 304 E 30+

§ 20 E 20

£ 104 £ 104
o T T | o T T 1
] q o 3 & q

Mumber at risk Number at risk
e ey [mm?:;:ufwg 133 10{5) 5 (0) 5
Regorafenib 20 {15) 51 44 1 eni [
Placshe  73{[7} & {4) 10 1 Placsae 14 (14) ooy 0 (o) 0
B Patientswith leiomy csarcoma D Patientswith other sarcomas

100 R 0456 (05% 0 0-26-0-80]; p-0.0045 1004 HR 045 (05% O 0-25-0-87); p=0-0061

— o0

E Z g

= B0 s -

£ 70 2 704

§ 60+ 5 60

£ 504 E 50

T 40 40

B304 E 30

B 20 g 20

£ 104 £ 104
o T T 1 Bu L
] 3 g 9

Mumber at rick: Muomiber at risk Maonths
[rumber of events) [rumber of events)

Regorafenib 2B {12 16 (10 &1 5 Regorafenib 20 (14) um 124 .
Placsho 2 {71) 75 (7 0 Placeho T (23] 5D 10 1
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Second and more line treatment <&

Jpn J Clin Oncol 2014;44(9)868—871
doi:10.1093/jjco/hyu069
Advance Access Publication 15 July 2014

Case Reports

A Case Report of Epithelioid Inflammatory Myofibroblastic Sarcoma
with RANBP2-ALK Fusion Gene Treated with the ALK Inhibitor,
Crizotinib

Shiro Kimbara', Koji Takeda', Hiroko Fukushima?, Toru Inoue?, Hideaki Okada', Yumi Shibata’, Utae Katsushima',
Asuka Tsuya', Shinya Tokunaga', Haruko Daga', Takahiro Okuno? and Takeshi Inoue?
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Second and more line treatment &/

Cancer Therapy: Clinical

Response to Sunitinib Malate in Advanced Alveolar Soft
Part Sarcoma

Silvia Stacchiotti,’ EIenaTamborini,ZAndrea Marrari,' Silvia E!riu::h,2 Sara Arisi Fim:a,2 Marta OrSEﬂigD,2
Favio Crippa,3 Carlo Morosi,* Alessandro Gronchi,® Marco A. Pierotti,> Paolo G. Casali,' and Silvana Pilotti?
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Second and more line treatment \Q_{m | UNIVERSITA DI BOLDGN A

Annals of Oncology

Annals of Oncology 23: 3171=3179, 2012
doi: 10,1083 annonc’/mds 1 43
Published online 17 June 2012

Sunitinib malate in solitary fibrous tumor (SFT)

S. Stacchiotti’™, T. Negri¢, M. Libertini’, E. Palassini’, A. Marrari’, B. De Troia', A. Gronchi®,
A. P. Dei Tos®, C. Morosi®, A. Messina®, S. Pilotti® & P. G. Casali’

"Dapartment of Cancer Medicing, Adult Sarcoma Medical Onoology Uinit: “Department of Pathobgy, Experimental Molecufar Pathology Uit *Department of Sungen:
“Department of Radiclogy, Fondazione IRCCS Istitufo Nazionale Tumord, Mian, fak; “Department of Anatomic Pathology, Genaral Hospital of Traviso, Traviso, Kaly

hnsalina

baseline

+16 months

Sunitinib 37.5 mg

e
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Second and more line treatment

VOLUME 28 - NUMEBER 5 - FEERUARY 10 2010

Clinical Activity of mTOR Inhibition With Sirolimus in
Malignant Perivascular Epithelioid Cell Tumors: Targeting
the Pathogenic Activation of mTORCI 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 J. Kwiatkowski, and Robert G. Maki
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Other considerations ........ &

> Retroperitoneal surgery as histotype driven treatment

> Neoadjuvant therapy in the sarcoma of the extremities

> Immunotherapy in sarcoma (Pembrosarc study)

> Next generation genome studies as the basis for
basket trials
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New concepts of clinical research Ry UNIVERSITA DI BOLOGNA

s Study Designs

Cme ] e Sl

» Studi osservazionali

» Casistiche retrospettive

» Case report

»Biomarkers

»Nuovi approcci statistici

» Basket trial basati sulla ipotesi Bayéesa
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Project Title:

RF-2016-02361851 Pantaleo Maria Abbondanza

Phase Il Basket trial on rare tumors: precision treatments based on genome profiling evaluated with next-generation
seqguencine approach
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Thank you

maria.pantaleo@unibo.it
www.giststudygroup.it
www.sarcomastudygroup.it
UERACAN member
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