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Management of Desmoplastic Small Round-cell Tumors in
Children and Young Adults

Andrea Hayes Jordan, MD* and Alberto Pappo, MD f
(J Pediatr Hematol Oncol 2012;34:S73-S75)

Described in 1989

t(11,22), EWS-WT1

Clinical presentation
- Age 5-25, until 63 ans
- Man 90%
- Advanced (unless incidental discovery)

0,17/10¢%6 /year in France
13 per year

Abdomen+++ (rare other sites)

Peritoneal, liver, lung, bone metastasesosseuses



Table 1: Patient and tumor characteristics
Number of patients 48 (100%)

Median age, years [range] 22 [3-57]

Male 35 (73%)

Female 13 (27%)
D 28 (589%
I : 6 13%
- F 1(2%)
N 13 (27%)
9227
S 14 (29%)
v, 34 (71%
-t 21 (4490
T 10 (21%)
I n/A 17 (35%)

Abbreviations: WHO, World Health Organization;

PCl, peritoneal cancer index; N/A, non-available

C. Honoré et al, 2017



Management of Desmoplastic Small Round-cell Tumors in
Children and Young Adults

Andrea Hayes Jordan, MD* and Alberto Pappo, MD f
(J Pediatr Hematol Oncol 2012;34:S73-S75)

Chemotherapy regimen similar to those of Ewing (?)
Cytoreductive surgery
WA-Radiotherapy (?)

HIPEC?
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Abdominal desmoplastic small round
cell tumor without extraperitoneal
metastases: Is there a benefit for HIPEC after

macroscopically complete cytoreductive
surgery?

C.Honoré'#, V. Atallah?, O. Mir®, D. Orbach?, G. Ferron®, C. LePéchoux®, J. B. Delhorme’,
P. Philippe-Chomette®, S. Sarnacki®, S. Msika'?, P. Terrier'!, 0. Glehen'2, H. Martelli'3,

V. Minard-Colin'®, F. Bertucci'®, J. Y. Blay'®, S. Bonvalot'”, D. Elias’, A. LeCesne?,

P. Sargos?, French Network for Rare Peritoneal Malignancies (RENAPE), French Pediatric

Cancer Society (SFCE), French Reference Network in Sarcoma Pathology (RRePS) French
Sarcoma Clinical Network (NETSARC)T

C. Honoré et al, 2017
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Translational Cancer Mechanisms and Therapy Clinical
Cancer
Research

Multimodality Treatment of Desmoplastic Small
Round Cell Tumor: Chemotherapy and Complete

Check for

Cytoreductive Surgery Improve Patient Survival e

Vivek Subbiah', Salah-Eddine Lamhamedi-Cherradi', Branko Cuglievan?,

Brian A. Menegaz', Pamela Camacho?, Winston Huh?, Vandhana Ramamoorthy’,

Pete M. Anderson®, Raphael E. Pollock® Dina C. Lev?, Wei Qiao®, Mary Frances McAleer®,
Robert S. Benjamin', Shreyaskumar Patel', Cynthia E. Herzog? Najat C. Daw?,

Barry W. Feig’, Alexander J. Lazar®, Andrea Hayes-Jordan’, and Joseph A. Ludwig'

Table 1. Desmoplastic small round cell tumor clinical trials

Cancer Center

Published clinical trials® This Study MSKCC MDACC UK Centers France GR Center
Study dates 1990-2016 1972-2003 Until 1998 1991-2012 1991-2013
Patient demographics
No. of patients 187 66 39 41 38
Median age, y 226 19 25 27 27
Male:female ratio 481 10:1 4.5:1 311 3.51
Caucasian race 75.4% 75% N/A N/A N/A
Treatment modality (% of patients)
Chemotherapy 98% =92% 92% 93% 100%
Surgery 61% % 92% 20% 60.5%
Radiotherapy 49% >44% N/A 15% 30%
HIPEC® 72% N/A N/A N/A 5%
SCT 6.4% 0% 0% 0% N/A
Survival
Median survival (mo) 35 28 N/A 16 25.7
3-y OS rate 48.2% 44% N/A N/A 31.6%
5-y OS rate 216% 15% N/A N/A 8.3%
Improved by surgery Yes (P = 0.04) Yes Yes (P =0.024) Yes (P = 0.026)
Improved by radiation Yes (P < 0.01) Yes Yes (P = 0.015) Yes (P = 0.022)
Improved by HIPEC No (P = 0.26) N/A N/A N/A N/A

Abbreviation: GR Center, Gustave Roussy.
*HIPEC was only offered to patients that had undergone a CCS (n = 114).
®More limited studies include earlier ones conducted at MSKCC (40) and MDACC (41, 42), as well as contemporary studies performed in the UK (20) and France (8).
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Annals of Oncology 23 (Supplement 7): vii92-vii99, 2012

clinical practice guidelines

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

The ESMO / European Sarcoma Network Working Group®



Annals of Oncology 23 (Supplement 7): vii92—ii99, 2012

clinical practice guidelines

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

The ESMO / European Sarcoma Network Working Group®

* Biopsy first
— Assessment by an experienced team
* En bloc surgical resection

— Planning RO
— If R1, consider re resection

* Post operative radiotherapy
— (G2-3 and/or deep seated, and/or >5cm)

* Preoperative radiotherapy



NetSARC: a network of 26 sarcoma reference centers in France
35784 pts with follow-up presented in MDT since 2010

26 centers of reference in Netsarc
Linked with Pathology network (RREPS)
Linked with Bone Network RESOS (2014)

" 1, Softtissue a . Soft tissue

3 networks to be merged (2019)

Single website

Entry in the site by CRAs
Not a clinical trial, a registry

Aims:
* Guidelines
* Guiding best practices/patient pathways
* Measuring
* Research




Websites
- netsarc.org
- rreps.org
- resos.org

ERIESMD

NetSarc-ResOs

Réseaux de référence Cliniques
Sarcomes - GIST - Desmoides - Tumeurs osseuses rares

l L’ANSM suspend les essais masitinib promus par AB Science, Le GSF-GETO recommande imatinib ou sunitinib en remplacement.

{ # Home & Accountrequest @ Resetpassword @ Help & Infos T= Education /& Tools Login

[ Welcome to NetSarc=ResOs

NetSarc is the French clinical reference network for soft tissue and visceral sarcomas, implemented in zo10 and approved by the INCa in 2014 (28 centers). NetSarc's RCP [ist.
ResOs is the French reference network for bone sarcoma and rare bone tumours, implemented in 2013 (14 centers), ResOs's RCP list.

This site gathers clinical data from patients discussed on sarcoma multidisciplinary committees (RCP) in NetSarc-ResOs centres.

These 2 networks work jointly with the French sarcoma pathological reference network (RRePS) which insures a second expert pathological review of every suspected cases.

The very structure of these networks and the automatic study of each case of sarcoma in specialized RCP improve and homogenize the management of patients with sarcomas
in France, especially by making access to clinical protocols and to innovative therapeutics for all patients easier.

Content overview \

O Patients: 49477

2 Primary tumours : 49737
O RCPs: 116384

O Trial inclusions : 3225

Last change on 27/09/2018 17:17:00 by pe X.

By, ——

Copyright © 2018 Version : 4.0.1




FSG Contributors
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Lyon), GUILLEMET Cécile (medical oncologist, Centre Henri Becquerel, Rouen), GUILLEMIN Frangois (surgeon, Institut Jean Godinot, Reims), GUIRAMAND Jéréme (surgeon, Institut Paoli Calmettes, Marseille), HONORE Charles (surgeon, Gustave
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Axel (medical oncologist, Gustave Roussy, Villejuif), LE MAIGNAN Christine (medical oncologist, Hopital Saint-Louis, Paris), LEBBE Céleste (dermatologist, Hpital Saint-Louis, Paris), LINASSIER Claude (medical oncologist, CHU, Tours), LOTZ Jean
Pierre (medical oncologist, Hopital tenon, Paris), MAYNOU Carlos (surgeon, CHU Lille), MEEUS Pierre (surgeon, Centre Léon Bérard, Lyon), MIR Olivier (medical oncologist, Gustave Roussy, Villejuif), PENEL Nicolas (medical oncologist, Centre
Oscar Lambret, Lille), PERRIN Christophe (medical oncologist, Centre Eugéne Marquis, Rennes), PIPERNO-NEUMANN Sophie (medical oncologist, Institut Curie, Paris), RAY-COQUARD Isabelle (medical oncologist, Centre Léon Bérard, Lyon), RIOS
Maria (medical oncologist, Institut de Cancérologie de Lorraine, Nancy), Alexandre ROCHWERGER (surgeon, CHU Marseille), ROPARS Michaél (surgeon, CHU, Rennes), ROSSET Philippe (surgeon, CHU, Tours), RUZIC Jean-Christophe (surgeon,
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Improved survival using specialized multidisciplinary

board in sarcoma patients

* Does presentation of the patient to a NetSARC MDT prior to treatment

impact on management and prognosis?
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Results
MDT before treatment

e Overall 37% were presented to a Netsarc
multidisciplinary board (NMTB) prior to initial
treatment

 Between 2010 and 2015, the proportion of pts
reviewed in Netsarc MDT prior to surgery
increased from 30,3% to 41,6% .



Results (3)
Better management when MDT before
treatment

A higher number of pts presented in Netsarc
MDTB had

— Adequate imaging of the tumor before treatment/
surgery (87,9% vs 67,8%, p<0.0001)

— Biopsy prior the first resection (87,% vs 55,0%,
p<0.0001).



Quality of initial surgery, incident patients
(STS & visceral sarcomas operated)
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Surgery in reference centers improves survival of
sarcoma patients: a nationwide study

* Does primary surgery the patient within a NetSARC
center impacts survival?

Non NETSARC

Centers
Suspected NETSARC
diagnosis MDTB
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Non NETSARC
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Quality of resection : initial & final

Outside NETSARC Within NetSARC p
or no data
(N=19543) (N=9954)

Initial

— RO 3114 (15.9%) 5280 (53.0%)

- R1 3209 (16.%) 2388 (24.0%)

- R2 1660 (8.5%) 417 (4.2%)

— UNK 11560 (59.1%) 1869 (18.8%) <0.000
Re-operation 2498 (21.4%) 616 (6.2%) <0.000
Final

— RO 4694 (24.0%) 5643 (56.7%)

- R1 2493 (12.8%) 2170 (21.8%)

- R2 982 (5.0%) 302 (3.0%)

— UNK 11374 (58.2%) 1839 (18.5%) <0.000

*: % of those with a date of surgery documented



Local progression free survival

0,0

LRFS & OS : incident patient population
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Multivariate analysis of
prognostic factors for
overall survival in the
overall incident patient
population of 29497
patients

Metastatic

NF1

Size over 10
Previous RT
Deep

Grade 3
Gender
Previous cancer
Age at diagnosis
Grade 2
Surgery Netsarc
Grade 1

GIST

Intermediate
malignancy

Beta

1,207
,995
,506
,470
,290
,204
,161
,128
,016
-,328
-,451
-1,174
-1,704
-2,078

E.S.

,042
,143
,057
,082
,043
,046
,038
,057
,001
,055
,042
,103
,117
,138

Signif.
,000
,000
,000
,000
,000
,000
,000
,023
,000
,000
,000
,000
,000
,000

3,342
2,704
1,658
1,599
1,336
1,226
1,175
1,137
1,016
,720
,637
,309
,182
,125
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ORIGINAL ARTICLE - SARCOMA

Survival Benefit of the Surgical Management of Retroperitoneal
Sarcoma in a Reference Center: A Nationwide Study
of the French Sarcoma Group from the NetSarc Database

Decanter, MD*,
D',

Stoeckle, MD?, P. Meeus, MD",
M. Fau, MD®, D. Tzanis,

S. Bonvalot, MD, PhD'. E. Gaignard, MD',
S. Carrere, MD®, C. Honore, MD, PhD®, J. B. Delhorme, N
S. Causeret, MD’, P. Gimbergues, MD'", J. M. is, MD'
F. Ducimetiere, PhD™, M. Toulmonde, MD, PhD'%, and J. Y. Blay, MD, PhD'®

B. Meunier, MD', A. Le Cesne, MD',

RPS Surgery in a Reference Center
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FIG. 2 Local progression-free survival (a) and overall survival (b) of
patients operated on at NetSarc centers. In blue: patients operated on
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yellow: patients operated on at the 13 NetSarc centers with the
smallest accrual of RPS patients. Log-rank p > 0.05



Limits of this analysis

3 groups % meta % RFS@ 2yrs
(non meta)
— Pts operated in NETSARC N=9954 675 (6.5%) 66%
— Pts operated outside NETSARC N=11671 895 (7.7%) 59%
— Pts without date of surgery N=7872 1924 (24.4%) 60%

Surgery in NETSARC center also an independent prognostic factor for LRFS, RFS and
OS in non metastatic patients.

Surgery in NETSARC center also an independent prognostic factor for LRFS, and RFS in
group 1 vs Group 2

« Surgery in a NETSARC center is associated with a better outcome »
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Randomized trial of cytoreduction followed

by intraperitoneal chemotherapy versus
cytoreduction alone in patients with peritoneal
sarcomatosis
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J.Y. Blay®, A. Le Cesne’, D. Elias®
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Figure 2 Metastases free survival (V5, visceral sar-
coma; RPS, retroperitoneal sarcoma).



Table 1
Characteristics at diagnosis.

Variable n = 100 (100%)
S5ex
Male 81 (81%)
Female 19 (19%)
Mean age, years [SD] 27 [12]
Median age, years [range] 25 [3-59]

WHO performance status
Surgical Oncology 29 (2019) 107-112

0 65 (65%)
Contents lists available at ScienceDirect 1 17 (_1?‘5"&}
2 4 (4%)
Surgical Oncology N/A 14 (14%)
Median PCI [range] 13 [2-30]
journal homepage: www.elsevier.com/locate/suronc .
Extra-peritoneal metastases 25(25%)
Liver metastases 20020%)
. . . . Lung metastases 3(3%)
Can we cure patients with abdominal Desmoplastic Small Round Cell ) Bone metastases 3(3%)
Tumor? Results of a retrospective multicentric study on 100 patients ety Other 3(3%)
C. Honoré™", J.B. Delhorme®, E. Nassif*, M. Faron®, G. Ferron”, E. Bompas®, O. Glehen', More than one EPM site 15 (15%)
A. Italiano®, F. Bertucci”, D. Orbach’, M. Pocard, F. Quenet", J.Y. Blay', S. Carrere®, C. Chevreau™, MD Anderson stage
0. Mir", A. Le Cesne®, On Behz;l[i of the French Network for Rare Peritoneal Malignancies I 27(27%)
(RENAPE), French Sarcoma Clinical Network (NETSARC)
II 24(24%)
I 13(13%)
v 7(7%)
N/A 30(30%)
Symptoms 89 (89%)
Pain 57 (57%)
Oecusion 2 (2%)
Bloating 11 (11%)
Other 19 (19%)
Time of referral to expert center
Before any biopsy 18 (18%)
After initial diagnosis 26 (26%)
Before surgery 12 (12%)
After treatment 16 (16%)
After recurrence 4 (4%)

Other /unknown 24 (24%)




Table 2
Treatments.

Variable n =100 (100%)

Induction chemotherapy

Yes 80 (80%)
Surgical Oncology 29 (2019) 107-112 No 20 (20%)
Contents lists available at ScienceDirect Surgery
o Yes 71 (71%)
Surgical Oncology No 29 (29%)
journal homepage: www.elsevier.com/locate/suronc CDI“F]E[EI]ESS of C}"[Dl'&il.l(:[i.'-’e surgery
CCo 46 (46%)
Cccl 4 (4%)
Can we cure patients with abdominal Desmoplastic Small Round Cell ) CC2/3 21 (21%)
Tumor? Results of a retrospective multicentric study on 100 patients LS | Intraperitoneal chemotherapy 17 (17%)
C. Honoré™", J.B. Delhorme”, E. Nassif, M. Faron®, G. Ferron’, E. Bompas®, O. Glehen’, HIPEC 15 (15%)
A. Ttaliano?, F. Bertucci”, D. Orbach’, M. Pocard’, F. Quenet®, J.Y. Blay, S. Carrere”, C. Chevreau™, EPIC 2 (2%)
0. Mir", A. Le Cesne®, On Behalf of the French Network for Rare Peritoneal Malignancies Intraperitoneal chemotherapy drug
(RENAPE), French Sarcoma Clinical Network (NETSARC) Cisplatin 10 (10%)
Oxaliplatin 6 (6%)
MMC b (6%)
Postoperative WAP-RT 26 (26%)
Postoperative chemotherapy 54 (54%)
Pre- and postoperative 36 (36%)

Abbreviations: HIPEC, hyperthemic intraperitoneal; chemotherapy; EPIC, early
postoperative intraperitoneal chemotherapy; MMC, mitomycin, WAP-RT,
whole abdomino-pelvic radiotherapy.



Total population
(n=100, including 25 with EPM)
4 N
Induction chemotherapy N Surgery
(n=80) (n=71)
A 4
No surgery Complete surgery (CC0/1) Incomplete surgery (CC2/3)
(n=29) (n=50) (n=21)
Surgical Oncology 29 (2019) 107-112 + WAP-RT (n=25) + WAP-RT (n=1)
— — + HIPEC/EPIC (n=14) + HIPEC/EPIC (n=3)
Contents lists available at ScienceDirect " Chemotherapy {I1=37) " Chemotherapv {I'I=17)

Surgical Oncology

journal homepage: www.elsevier.com/locate/suronc

Abbreviation : EPM, extra-peritoneal metastases; WAP-RT, whole abdomino-pelvic radiotherapy; HIPEC, hyperthemic
intraperitoneal chemotherapy; EPIC, early postoperative intraperitoneal chemotherapy

. . . . Fig. 1. Selection process and treatment flowchart.
Can we cure patients with abdominal Desmoplastic Small Round Cell

Tumor? Results of a retrospective multicentric study on 100 patients ) )
Strata =+ Owerall Surival =+ Disease-free Sunival

C. Honoré™", J.B. Delhorme”, E. Nassif°, M. Faron®, G. Ferron®, E. Bompas®, O. Glehen',

A. Ttaliano®, F. Bertucci®, D. Orbach’, M. Pocard, F. Quenet®, J.Y. Blay, S. Carrere", C. Chevreau™, 1.004
O. Mir", A. Le Cesne®, On Behalf of the French Network for Rare Peritoneal Malignancies :
(RENAPE), French Sarcoma Clinical Network (NETSARC)
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=
1]
=
<]
a 050
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0.001
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Time
Number at risk
% Overal Survival{ 110 79 47 24 15 7
{0 Disease-free Survival{ 110 55 21 10 6 5
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Fig. 2. Overall and disease free survival.



Table 3
Predictive factors for cure (univariate analysis).

Notcure, n=95 Cured,n=5 p
(100%) (100%)
Sex 0.005
Male 80 (84%) 1 (20%)
Female 15 (16%) 4 (B0%)
Median age, years [range] 25 [3-59] 28 [16-48] 0.62
WHO performance status 0.19
0 61 (64%) 4 (B0%)
1 17 (18%) 0 (0%)
2 4 (4%) 0 (0%)
Surgical Oncology 29 (2019) 107-112 N/A 13 (14%) 1 (208)
= Median PCI [range] 13 [2-30] 6 [2-9] 0.005
Contents lists available at ScienceDirect .
Extra-peritoneal metastases 25 (26%) 0 (0%) 0.19
Surgical Oncology o Liver metastases 20 (21%) 0 (0%) 0.35
=R Lung metastases 13 (14%) 0 (0%) 0.59
ELSEVIER journal homepage: www.elsevier.com/locate/suronc Bone metastases 3 (3%) 0 (0%) 1
Other 3 (3%) 0 (0%) 1
Can we cure patients with abdominal Desmoplastic Small Round Cell ) More than one EPM site 15 (15%) 0 (0%) 0.60
Tumor? Results of a retrospective multicentric study on 100 patients =l MD Anderson stage 0.003
b s a . £ I 22 (23%) 5 (100%)
C. Honoré™", J.B. Delhorme”, E. Nassif®, M. Faron®, G. Ferron®, E. Bompas®, O. Glehen', ] i
A. Ttaliano®, F. Bertucci®, D. Orbach’, M. Pocard, F. Quenet®, J.Y. Blay, S. Carrere", C. Chevreau™, I 24 (25%) 0 (0%)
O. Mir", A. Le Cesne®, On Behalf of the French Network for Rare Peritoneal Malignancies il 13 (14%) 0 (0%)
(RENAPE), French Sarcoma Clinical Network (NETSARC) v 7 (7%) 0 (0%)
N/A 30 (31%) 0 (0%)
Symptoms at diagnosis 85 (89%) 4 (80%) 1
Time of referral to expert center 0.51
Before any biopsy 18 (19%) 0 (0%)
After initial diagnosis 25 (26%) 1 (208)
Before surgery 10 (11%) 1 (20%)
After treatment 16 (17%) 0 (0%)
After recurrence 3 (4%) 1 (20%)
Other /unknown 23 (23%) 2 (408)
Completeness of cytoreductive 0.005
surgery
CCos1 45 (48%) 5 (100%)
Ccc2/3 50 (52%) 0 (0%)
HIPEC 15 (16%) 0 (0%) 0.65
Preoperative chemotherapy 47 (48%) 4 (80%) 1
Postoperative chemotherapy 53 (56%) 1 (20%) 1
Pre- and postoperative 35 (37%) 3 (38%) 0.47
Postoperative WAP-RT 22 (23%) 4 (80%) 0.003

Abbreviation: PCI, peritoneal cancer index; WAP-RT, EPM, extra-peritoneal
metastases; WAP-RT, whole abdomino-pelvic radiotherapy.
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Figure 1.

Chemotherapy impact upon OS in patients with DSRCT. A, OS for all patients according to treatment era (before 2003, after 2003, and both). B, OS in patients who
achieved clinical benefit or had progressive disease to their initial chemotherapy regimen. C, Stratification of OS by RECIST response to the first chemotherapy
regimen each patient received. (D) Survival effect resulting from standard 3-week chemotherapy treatment vs. dose-dense treatment, when the traditional
neoadjuvant VAC/IE regimen was provided. CR, complete response; PD, partial disease; PR, partial response; SD, stable disease.
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Impact upon OS by surgery, HIPEC, radiation, and WART. A, OS in patients who underwent CCS. B, OS benefit of CCS in patients who achieved clinical benefit from
their first neoadjuvant chemotherapy regimen. C, OS in patients that underwent CCS + HIPEC. D, OS in patients who received radiation at some time
during their clinical care. E, The OS effect of WART, which was almost always provided 6 to 8 weeks following CCS.
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Table 2
Progression-free survival and overall survival per type of sarcoma histology.

Histology N PFS (months) 08 (months)

Median 95% CI PFS at 3 months (%) Median 95% CI
Solitary fibrous tumour 13 7.633 1.593-13.673 69 14.333 83027 827
Chondrosarcoma 13 6.267 J000-15.935 57 21.400 9.641-33.159
Liposarcoma 161 6.067 4 488-7.645 64 15.000 11.033-18.967
Leiomyosarcoma 321 5.500 4.528-6472 69 15.133 13.350-16.917
Fibrosarcoma 10 5.400 2.508-8.292 70 13.733 7.230-20.237
Epithelioid sarcoma 10 4.633 2.498-6.768 70 12.033 8.328-15.738
Synovial sarcoma 101 3.033 2.000-5.776 53 0.867 6.738-12.995
DSCRT 5 3.400 0009126 60 14.000 000-34 827
Myxofibrosarcoma 20 2.833 1.471-4.196 47 2.100 4.790-11.410
Stromal sarcomas 14 2.800 1.700-3.900 43 12.767 8.234-17.299
R habdomyosarcoma 15 2.567 J757-4.376 47 5433 4.606-6.261
Sarcoma NOS 82 2.367 1.977-2.756 42 6.367 4.614-8.120
MPNST 19 2.367 1.040-3.694 42 7.767 3317-12.217
Miscellaneous 89 2.300 J96R-3.632 46 7.967 6.664-9.270
Osteosarcoma 3 1.967 000-5.061 33 6.400 000-13.175
Angosarcoma 9 933 .836-1.031 22 6.567 S519-12.615

CI; confidence intervals; DSCRT, Desmoplastic Small Round Cell Tumour; MPNST, Malignant Peripheral Nerve Sheath Tumours; OS, overall

survival; PFS, progression-free survival.
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Phase II Study of Ganitumab, a Fully Human Anti—-Type-1
Insulin-Like Growth Factor Receptor Antibody, in Patients
With Metastatic Ewing Family Tumors or Desmoplastic
Small Round Cell Tumors
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Table 1. Baseline Demographics and Disease Characteristics
William D. Tap, George Demetri, Phillip Barnette, Jayesh Desai, Petr Kavan, Richard Tozer, Primary Cohort
Pasquale W. Benedetto, Gregory Friberg, Hongjie Deng, Ian McCaffery, lan Leitch, Sunita Badola, Sung Chang, Derroplastc Exploratory
Min Zhu, and Anthony Tolcher Ewing  Small  Cohort Ewing
Farmily  Round Cell Family
Turmor® Turnor Tumor* Total
n=19 (n=16) n=23) (N =238)
Characteristic No. % Mo. % Mo. % No. %
Sex
Patients screened Female 6 32 1 6 1 33 g8 21
N = 42) Male 12 68 15 94 2 67 30 79
Race/ethnicity
I Whita 15 79 10 63 3 100 28 74
. Black or African American 1 E 1 6 0 0 2 b
Fatients enrolled Hispanic or Latino 2 n 4 25 0 0 6 16
in=38) Asian 1 5 1 6 0 0 2 5
I Age, years
| I Median 29 a3 30 30
Range 20-77 19-63 25-30 19-77
Patients with EFT enrclled Patients with DSCRT enrolled ECOG score
in=22)* in=16) 0 737 9 5 0 0 16 42
1 9 47 7 44 3 100 19 50
| | 2 318 0 0 0 0 3 8
Disease stage
Received 12 mg/kg ganitumab Received 12 mg/kg ganitumab Stage Il 1 5 0 0o 1 13 2 &
(n=22) in=16) Stage Il 1 5 3 18 0 0 4 1
Stage IV 14 74 11 683 2 67 27 71
| | Unknown 316 2 12 0 0 5 13
Discontinued ganitumab  (n=21) Discontinued ganitumab  (n=15) ND1' of fesionst 5 3 q s
Disease progression (n=19} Disease progression (n=14) 3 2 7 1 11
Adverse event (n=1) Partial consent withdrawn (n=1) 3t05 5 4 1 10
Clinical disease (n=1} >5 2 7 0 10
progression Metastatic sitest
Lung 1" 2 1 14
| Liver 3 8 0 11
Analyzed for safety Analyzed for safety st . : : "
n=22} n=16} Mesentery 0 1 0 1
I | Adrenal 2 2 1 5
Other§ 6 1 1 18
Analyzed for efficacy Analyzed for efficacy Linfhof prior cancer
- - erapy
= =5 1 6 32 2 12 0 0o 8 2
| | 2 5 26 6 38 1 33 12 32
=3 g 42 8 &0 2 67 18 47
Analyzed for EWS translocations Analyzed for EWS translocations Lines of prior radiotherapy
in=18} {n=10} 0 6 32 11 69 1 22 18 47
1 g8 42 4 25 1 23 13 24
2 2 11 1 6 1 23 4 M
=3 3 16 0 0 0 0 3 8
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A M Partial response B A M Partial response
Table 2. Best Tumoar Hesponse 100 Stable disease 100 Stable disease
M Progressive disease M Progressive disease
Ewing Desmoplas‘cic # Clinical benefit # Clinical benefit
Family Srmall Round E A >100% increase E A >100% increase
Tumor Cell Tumor Total = 2
= 50 < 504
Response Mo. % No. % Mo. % 5 =
- . E 2 E 2
Patients with measurable 25 2 5
disease at baseline 19 100 16 100 ab 100 c @ c &
Response assessment ‘» @ o @ 07 Fa——
= E = E
PR 1 5 1 B 2 B 5 S S s
= -
sD 7 37 10 63 17 49 5 = * 5 -
SD = 24 weeks 1 5 3 18 4 12 'GI:: 50 'u:: 504
Clinical benefit (PR + SD o =
= 24 weeks) 2 1 4 26 6 17 gf . gf
Progressive disease 10 53 4 25 14 40
Mot evaluable 1 5 1 6 2 6 ~1004 1004 .
Abbrewviations: PR, partial response; SD, stable disease.
Fig 2. Best percentage change in sum of tumor volumes from baseling in Ewing family tumor (A) and desmoplastic small round cell tumor (B). Best response

measured by RECIST. (*) Patients with clinical benefit (partial response or stable disease = 24 weeks).
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Table 2 Targeted therapy by histotypes

Targeted therapy N %  Histotype 1 n (%) Histotype 2 n (%) Histotype 3 n (%) Histotype 4 n (%) Histotype5 n (%)
Sorafenib (1) 125 45  GIST 31 (25) LMS 22(18) AS 14 (11) Uterine LMS 8 (6) Liposarcoma 8 (6)
Suntinib (2) 67 24 LMS 9(13) Ewing 8(12) 55 8(12) Unclassified S 8 (12)  Uterine LMS 4 (6)
Imatinib 23 3 Chordoma 8(35) AF 4(17) DFSP 4(17) Epithelioid S 2 (9 - -
Sirolimus-cyclophosphamide 18 6 OsteoS 3 (44) Chondro$ 5(27) AS/chordoma/lipoS/Ewing/SFT 1 each (6) - - - -
Everolimus (3) 10 4 GIsT 3(30) LMS 3(30) KS/MPNST/SS 1each (100 Other Mmy - -
Bevacizumab (4) 9 3 Other 5 (56) MFST 2(22) AS 1011) Epithelioid S 1N - -
Sirolimus alone 5 2 OsteaS 2 (40) PEComa 1(20) other 1(20) - - - -




The off-label use of targeted therapies in
sarcomas: the OUTC’'S program

Lauriane Eberst', Claire Cropet’, Axel Le Cesne?, Patricia Pautier’, Nicolas Penel®, Antoine Adenis®,

Christine Chevreau®, Jacques-Olivier Bay®”, Olivier Collard®, Didier Cupissol®, Florence Duffaud'®,

Jean-Claude Gentet'®, Sophie Piperno-Neumann'', Perrine Marec-Berard', Emmanuelle Bompas'?, Antoine Thyss'>,
Loic Chaigneau'®, Philippe Cassier', Francois Bertucci'®, Jean-Yves Blay'* and Isabelle Ray-Coquard'*

o 2 5 I; !‘i IIU ZI2 'Il-l Iﬁ
Number of patients at risk Median PFS=3.B months (|CO5%2.0-4.0]) Manths
14
*GIST and bone tumars exchuded Ewing sarcoma, ] Martns
B Frograssion Fras Suviv
10
i Y
ag iy
S
N o
a7 [ "-1‘1
R Tt
[T L. ™
~
as ‘-LL"-__I H‘“L_‘
= N
04 "\..“ H“—g,
o3 -L‘ __L-\_‘__ .
LL‘“LL_L "'LL._L_‘___
oz ‘-_"I_\__ ______ i
—y —
a1 _1_L——|~ ______
w0 T L
s : J . . ® - " T . u
[ - o — Mot Pr- 2.3 ot (U145 e
108 12 & £ 10 L] E&aﬁm:.ﬂ 1€ [} 4 2
Figure 1 Progression-free survival data. A. Progression-free survival for soft-tissue sarcoma (except GIST). B: Progression-free survival of the
patients in third line and after (number of previous chemotherapy >2). C: Progression-free survival of the GIST group. D: Progression-free survival
of the leiomyosarcoma group.
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Table 4 Literature data of chemotherapy agents and TT for advanced TT

Clinical Sarcoma Research

@ CrossMark

Chemotherapy agent

Patients number Best response

PES

References

Vinorelbine-Cyclophosphamide
Irinotecan
Trabectedine
TT agent
Imatinib
Sunitinib
Pazopanib®
Temsirolimus
Ganitumab

2 2 PR
8 450,4 PD
2 25D
7 1 PR, 4 PD, 2 NA
8 2PR, 350, 3PD
9 2 PR, 55D, 2 PD, CBR® 78%
1 5D
16 1 PR, 10 SD, 4 PD, CBR® 25%

4 and 15 months
Unknown
4 months

1 month

2.6 months
9.2 months
10 months
19 months

Ferrari et al. [18]
Bisogno et al. [19]
Frezza et al. [21]

Chac et al. [22]
ltaliano et al. [23]
Frezza et al. [24]
Thijs et al. [33]
Tap et al. [30]

PR partial response, 5D stable disease, PD progressive disease, NA non assessable, CBR clinical benefit rate (PR 4+ SD =12 weeks?, 24 weeks

© Retrospective analysis from data comprising three DSRCT patients treated within the EORTC phase |l study 62043, three in the EORTC phase lll study 62072
(PALETTE), along with three patients treated in the UK on the subsequent pazopanib named patient program
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Table 2 Treatment response and duration

Patient  First treatment Surgery Radiotherapy PFS1 Relapses Lines TT type PFSwithTT
resection treatments/PFS of treatment (months)
quality before TT

1 MAID*-ASCT® R2 _ 12 months  Gemcitabine-cispla- 2 Sunitinib 2

tine/2,5 months
2 LV5Fu-Ciplatine  _ _ 8months  HIPEC-FOLFIRI®/17 5 Sorafenib 35

months

FOLFIRI/3 months

Holoxan-etopo-
side/3 months

Adriamycine-cyclophos-
phamide/2 months

3 MAI= R1 Yes 39 months  Gemcitabine-doc- 5 Sorafenib 4

etaxel/4 months
Adriamycine-holoxan/3
months
Cisplatine-irinote-
can/6 months
Trabectedine/9 months
4 Adriamycine- R2 _ 44 months  Carboplatine-etopo- 2 Sunitinib 5.5
etposide-Cis- side/13 months
platine-Cyclo-
phospha-
mide 4 VAIf
5 Cyclophos- R1 Yes 47 months  Etoposide-carbopla- 4 Bevacizumab 2
phamide- tine-busulfan-thi-
etoposide- otepa/12 months
carboplatine Temozolamide/5 months
TEMIRI®/4 months
6 MAI _ _ g months  VAC"/6 months 2 Ridaforolimus 4
PFS23 months OS5 38 months
Sunitinib
7! Bevacizumab-  RI Yes 7months  Navelbine-cyclophos- 2 Dalotuzumab 3
IVADG' phamide/10 months PFS 2 months
Sunitinib
8 Adriamycine- _ 6months  Cyclophospha- 3 Sunitiniby 2
ifosfamide- mide/3 months 0519 months
etoposide Trabectedine/4 months
9 MAI 7months  VAC/3 months 2 Sunitinib 2
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Figure 5: Post-hoc analysis of progression- free survival (A) and overall survival (B) by ASPS status

Kaplan-Meier estimates by intention-to-treat analysis (n=33). Patients who remained event-free were censored at

the time of last imaging orwithdrawal of consent. We compared curves from ASPS and non-ASPS populations
using the log-rank test. Crosses indicate censored patients. ASPS=alveolar soft part sarcoma. NE=non-estimable.
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Progression free survival
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Conclusions

Very rare

Quality of primary management and multidisciplinarity
Neoadjuvant CT, surgery, adjuvant CT

Cytoreductive surgery

WA-RT?

HIPEC?

New agents needed



