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Pediatric Bone Sarcoma — Highlights
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Abstract 10533

ion of Cycles of Irinotecan/Temozolomide to Cycles of
Memorial Sloan Kettering Vincristine/Doxorubicin/Cyclophosphamide and Ifosfamide/Etoposide
Cancer Center For the Treatment of Ewing Sarcoma

Emily K Slotkin, Srikanth R Ambati, Manjusha Namuduri, Filemon Dela Cruz, Leonard H Wexler, Paul A Meyers

BACKGROUND METHODS RESULTS (cont)

Effective therapy for Ewing sarcoma requires the combination of systemic We designed a prospective trial for the treatment of newly diagnosed patients with Ewing sarcoma

Figure 1: EFS for patients in the localized stratum Figure 2: OS for patients in the localized stratum
therapy and local control of all sites of macroscopic disease. In North Patients were stratified by the absence (localized) or presence (metastatic) of clinically detectable
America, systemic therapy for Ewing sarcoma has evolved to include metastatic disease at initial presentation. For patients with localized ES we administer high dose & st e e e — s | o bt v 2otend —r—
treatment with cycles of cyclophosphamide, doxorubicin, and vincristine alkylator therapy with 4 cycles of VDC and 3 cycles of IE, followed by 6 cycles of i/T. For patients who B T 1 K 1
(VDC) and cycles of and (1E). outcome has present with metastases we intercalate 10 cycles of i/T with the same 7 cycles of high dose alkylating -
been shown with dose intensification. Increasing dose intensification by agent therapy.

shortening the intervals between cycles of chemotherapy (interval dose
compression) was shown to improve outcome in a prospective randomized
trial.[1] Increasing dose intensity of alkylating agents was associated with
improved event free and overall survival (EFS and OS) in a trial at the

TABLE 3: Treatment Regimens
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Memorial Sloan Kettering Cancer Center (MSKCC)[2]. The Children’s Oncology - o - -
Group performed a randomized comparison of increased dose intensity = - B T e e R & B o s crmas ettt
alkylating agents and standard dose alkylating agents, and did not observe - -
Improved outcome, but this study did not maintain high dose alkylating agent - - Figure 3: EFS for patients in the metastatic stratum Figure 4: OS for patients in the metastatic stratum
therapy 8! in the manner in the MSKCC trial.[3] - C:
" . 3000 e e e e et B S S—"
TABLE 1: Chemotherapy dose intensification: Planned doses in - - = —_— g B o *
mg/week - 3 A coudld
- e
Standars Ineratied Standard Interited Qwesks 2 L 1
Py 30 weeks Qweets Qdweeks voc: Cyclophosphamide 2.1 ¢/m*/day x 2 days Bk o4k
A2 weeks Doxorubicin 37.5 mg/m’/day x 2 days
78 us . Vincristine 2 mg/m?/day x 1 day
us e 200 1E: Ifostamide 2.8 g/m?/day x 5 days
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Several regimens have been employed as retrieval therapy for patients with RES U LTS Figure 6: % Change in Tumor Size in Target Lesions after
Ewing sarcoma who relapse after frontline treatment with cycles of VOC and 3 cycles of VDC
1E :‘"""'"‘ o 0L e ""')" oA Syemneptamidt We have enrolled 38 (22 patients=localized and 16 patientssmetastatic) patients with ES. Patients Change in aamor siee
M SURGKENNS 4 GO MDD LOen T Fre=chnic - tasting .of the, enrolled on the localized stratum ranged in age from 5 to 22 (median 15); there were 18 patients with a . ’ .
of and at the St. Jude Children’s bone primary and 4 patients with soft tissue primary (Table 4). Patients on the metastatic stratum Figure 5: EFS 1orhpla(|en(s'ln the metastatic stratum
Rassarch - Hoepital EASICRAS) n 40 ranged in age from 7 to 34 (median 17) (Table ). With a median follow-up of 16 (5-52) months, patients with lung only metastasis
administration schedule of low dose Irinotecan given over S days in two with localized ES have achieved a 3 year EFS of 95% and overall survival (OS) of 95% (figures 1 and 2)
consecutive weeks with temozolomide administered daily during the first With a median follow-up of 21 (2-52) months, patients with metastatic ES have achieved a 3 year EFS of . o
week in combination with irinotecan. (4] 50% and OS of 70% (figures 3 and 4). Patients with metastatic disease limited to the lungs have a 3 year Z
EFS and OS of 85%. (figure 5) l
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Ewing Sarcoma Treatment Regimen

Cyde Localzed Stratum Metastatic Stratum
1 vDC vDC
2 vDC vDC
3 vDC vDC
Local Control Local Control Local Control
4 IE T
5 IE T
6 IE IE
7 vDC T
8 T T
l T IE
10 uT T
1" T T
12 T IE
13 uT T
14 T
15 vDC
16 T
17 T

VDC: Cydophosphamide 2.1 g/m2/day x 2 days; Doxorubicin 37.5 mg/im2/day x 2 days; Vincristine 2 mg/m2/day x 1
day, |E: lfosfamide 2.8 g/m2/day x 5 days. Eloposide 100 mg/m2/day x 5 days. I/T. imnolecan 20 mg/m2/day x 5 days x
weeks (10 lotal doses) Temazolomide 100 mg/m2/day x S days:




Poster 158 3007555

THE ADDITION OF CYCLES OF IRINOTECAN/TEMOZOLOMIDE TOCYCLES OF VINCRISTINE, DOXORUBICIN,
CYCLOPHOSPHAMIDE (VDC) AND CYCLES OF IFOSFAMIDE, ETOPOSIDE (IE) FOR THE TREATMENT OF EWING
SARCOMA (ES).

Paul Meyers’'. Emily Slotkin’, Leonard Wexler'. Filemon Dela Crnuz’

"Memorial Sioan-Kettenng Cancer Center, New York NY. USA

Objective: Treatment for ES in North America has evolved 1o nclude cydes of VDC and IE. A regmen including these
5 agents with interval dose compression has achieved 5 year EFS of 73% for localzed ES. Al Memarial Sioan Keltering
(MSK) we have nslead used the stralegy of increasing doses of alkylating agents 1o achieve dose nlensification and
reportied similar results. The combination of Finolecan and temozolomide (UV/T) given as innolecan 20 mg/m2/day for 10 days
with temozolomide 100 mg/m2/day for 5 days has acheved objective responses for patients who recur afler intial therapy
with the 5 drug combnation. Our prospective protocol incorporates cydes of VT with cydies of VDC and IE for the treatment
of newly diagnosed patients with ES.

Methods: We designed a prospective tnal for the treatment of newly diagnosed patients with Ewing sarcoma. Patients were
stratified by the absence (locakzed) or presence (metastatc) of cinicaly deleclable melastatic disease al ntial presentation.
For patients with localzed ES we administer high dose alkylalor therapy with 4 cycles of VDC and 3 cycles of IE, folowed
by 6 cydies of VT (Table). For patients who present with metastases we inlercalate 10 cycles of ¥T with the same 7 cydes of
high dose akylating agent therapy (Table). Local contrd for the primary tumor is scheduled following cyde 3. Patients with
pulmonary metastatic disease receive whole lung radiation folowing completion of planned systemic therapy. Radation s
admmnistered 1o all other metastatic sles when possible

Results: We have enmnolled 22 patients with localzed and 17 patients with metastatic ES. With a median followup of 16 (5-
52) months, patients with localized ES have achieved a 3 year EF S of 95% and overall survival (0S) of 95% (Figure). With
a median folowup of 21 (2-52) months, patients with melastatic ES have achieved a 3 year EFS of 50% and OS of T0%.
Patients with melastatic disease kmiled 1o the lungs have a 3 year EFS and OS of 85%.

Conclusion: The addition of multiple cydes of ¥'T lo conventional 5 drug therapy for ES is feasible and may be assocaled

' % ctos

Bringing together the
world's sarcoma specialists® ‘




METHODS

We designed a prospective trial for the treatment of newly diagnosed patients with Ewing sarcoma.
Patients were stratified by the absence (localized) or presence (metastatic) of clinically detectable
metastatic disease at initial presentation. For patients with localized ES we administer high dose
alkylator therapy with 4 cycles of VDC and 3 cycles of IE, followed by 6 cycles of i/T. For patients who
present with metastases we intercalate 10 cycles of i/T with the same 7 cycles of high dose alkylating
agent therapy.

TABLE 3: Treatment Regimens
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[ VDC: Cyclophosphamide 2.1 g/m?/day x 2 days

| Doxorubicin 37.5 mg/m?/day x 2 days
| Vincristine 2 mg/m?/day x 1 day

IE: Ifosfamide 2.8 g/m?/day x 5 days :
Etoposide 100 mg/m?/day x 5 days \

i/T: irinotecan 20 mg/m?/day x 5 days x 2 weeks (10 total doses) ‘
‘ Temozolomide 100 mg/m?/day x 5 days

RESULTS

We have enrolled 38 (22 patients=localized and 16 patients=metastatic) patients with ES. Patient:
enrolled on the localized stratum ranged in age from 5 to 22 (median 15); there were 18 patients with z
bone primary and 4 patients with soft tissue primary (Table 4). Patients on the metastatic stratun
ranged in age from 7 to 34 (median 17) (Table 5). With a median follow-up of 16 (5-52) months, patient:
with localized ES have achieved a 3 year EFS of 95% and overall survival (OS) of 95% (figures 1 and 2)
With a median follow-up of 21 (2-52) months, patients with metastatic ES have achieved a 3 year EFS o
50% and OS of 70% (figures 3 and 4). Patients with metastatic disease limited to the lungs have a 3 yea

EFS and OS of 85%. (figure 5)

-Conferma efficacia
della combinazione
temozolamide e
Irinotecan

-utilizzo in prima linea
irinotecan orale 5 +5 gg
+tmz primi 5 gg
-risultati notevoli: OS
metastatici a 3 aa 70%

Localizzato: 4 cicli VDC e 3 di IE sequiti da 6 cicli IT

Metastatico: 10 cicli di IT intercalati

ai4VDCe 3 IE 7




front-line

Consolidation

Maintenance phase
phase

Induction phase

rescue for 6 months

i
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Celecoxib 400mgx2/d
250mg/sqmx2/d in pt <14yrs
; BuMel g ST EY
A + oral CTX 50mg/d
I ' PBSC 35mg/sqm in pts pz<l4yrs
+  [WG-CSF

RT/ S onindividual basis
PBSC collec'l'lon

TEMIRI:

TMZ 100mg/sqm/dx5+IRINO 50mg/sqm/dx5
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Efficacy and safety of lurbinectedin
(PM1183) in Ewing sarcoma: Final results
from a phase 2 study.

Vivek Subbiah, Kamalesh Kumar Sankhala, Ravin Ratan, Enrique Sanz Garcia,
Valentina Boni, Thierry Gil, Victor Manuel Villalobos, Sant P Chawla, Pilar
Lardelli, Mariano Siguero, Carmen Maria Kahatt, Arturo Soto-Matos, Stefano
Ferrari




#11519
Efficacy and safety of lurbinectedin (PM1183) in

Ewing Sarcoma: Final results from a phase 2 Study
Vivek Subbiah et al

 Lurbinectedin 3.2 mg/m2 |V over 1 hour every 3 weeks
* EWS no more than 2 prior chemotherapy regimens

* Phase I

A SCO #ASCO18
AT: 201 8 o % Slides are the property of the author,
ANNUAL MEETING  permission requi

ission required for reuse.




Background: Lurbinectedin

» Lurbinectedin is a novel anticancer drug that inhibits active transcription of protein-coding genes
and modulates tumor microenvironment

Lurbinectedin

Tumor Proliferation Angiogenesis

PROTEASOME Immune suppression

@

g -
oA T T T LTI o a s TITTITTT Owsfen < ®

Germano G. Cancer Cell, 23, 249-262, February 11, 2013
Germano G, Cancer Res 2010
Allavena P, Cancer Res 2005

PM1183

Molecular Mechanism: Tumor Microenvironment Effect

RNA Pol Il degradation, accumulation of double strand-breaks Inhibition of transcription of selected cytokines (e.g. CCL2, IL6, IL8, PTX3)
Induction of apoptosis by tumor associated macrophages abrogating their protumoral properties

| #ASCO18
PRESENTED AT: 2018 ASCO PRESENTED BY: SCOTT OKUNQ, MD

Slides are the property of the author,

ANNUAL MEETING permission required for reuse.




Results: Baseline Characteristics

33 (18-74)
57%/43%
1(3.6%)
11 (39.3%)
15 (53.6%)
1(3.6%)
11 (39.3%)
15 (53.5%)
2 (7.1%)
21 (75%)
7 (25%)
4 (14.3%)

16 (57.1%)
7 (28.6%)

| #ASCO18
PRESENTED AT: 2018 ASCO i PRESENTED BY: SCOTT OKUNO, MD

Slides are the property of the author,

ANNUAL MEETING permission required for reuse.




Response and Disease Control

N < :
R 5 (18%)
O 5 (18%)
- Sbzd4months 6 (21%)
- Sb<4months 5 (18%)
P 12 (43%)
bR 16 (57%)
~ Median DOR* (weeks) 1.6
____ Median PFS (months) 2.8

D, day; DCR, disease control rate; DOR*, duration of response (descriptive); PFS, progression free
survival (K-M).

PRESENTED AT: 2018 ASCO #ASCO1 o PRESENTED BY: SCOTT OKUNO, MD

Slides are the property of the author,

ANNUAL MEETING permission required for reuse.




Response and Disease Control

CT Pre- and Post Images of a 54 Year Old Patient with Ewing's
Sarcoma Metastatic to the Lungs Showing Response to Therapy

Baseline (13/01/2017) Post Cycle 2 Lurbinectedin (03/03/2017)

Courtesy of Dr. C. Gémez-Roca and Prof. JP Delord. Institute Universitaire du Cancer de Toulouse, Oncopole (France)

PRESENTED AT: 2018 ASCO ty of the author, PRESENTED BY: SCOTT OKUNO, MD

ANNUAL MEETING permission required for reuse
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Progression free survival in Ewing Sarcoma pts (n=28)

— PM1183-B-005-14 (N=28 C=4)
+++ Censored

Median PFS 2.7 mo (1.4-4.2)
4mo PFS 42.9% (24-61 CI%)
émo PFS 21.4% (5-37 Cl%)

Cumulative probability

4 5
Time (months)

#ASCO18
Slides are the property of the author,
permission required for reuse.
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10 (36)

7 (25) 1 (3.6) 8 (26)
1(3.6) 1 (4)

3(11) 3(11)
1(3.6) 1(3.6)

4 (14)

3 (46) 6 (21) 24 (86)

4 (14) 19 (68)

9(32) 2(7) 15 (54)
14 (50) 4(14) 20 (71)
13 (46) 1(3.6) 12 (48)

*Treatment-related adverse events (> 10% of patients or grade >3). ** Laboratory abnormalities regardless relationship.
Use of G-CSF: 12 patients (43%).

Patients with drug related administration delays: 7 (25%)

Patients with drug related dose reductions: 6 (21%)

| #ASCO18
eresenten ar: 2018 ASCO Slldes are the property of the author, PRESENTED BY: ~ SCOTT OKUNO, MD
ANNUAL MEETING permission required for reuse.




Ewings Sarcoma: What is the Correct Target?

 Targeted therapy
* Precision medicine

« EWS transcription factor fusion gene
 EWSR1 on chromosome 22q12
* FLI1 on Chromosome 11

« Ewing Family of Tumors
« DSRCT
« CIC-DUX
« BCOR-CCNB3

BLOCKED Tumor Growth

presentep a: 2018 ASCO ﬁiﬁfgfmmmm PRESENTED BY: SCOTT OKUNO, MD LSD1 =lySine-SpeC]fiC demethylase 20

ANNUAL MEETING  permission required for reuse.
Mancarella C et al, Cli Can Res 2018
2Chugh R et al, CTOS 2017
3Iniguez AB et al, Cancer Cell 2018
) . 4Bennani-Baiti IM. Hum Pathol. 2012
Cortesia E Palmerini 5clinicaltrials.gov/ct2/show/NCT03514407




Paper 035 3042245

A PHASE | STUDY OF THE POLY-ADP RIBOSE POLYMERASE (PARP) INHIBITOR, NIRAPARIB (NIR), IN
COMBINAITON WITH IRINOTECAN (IRN) IN PATIENTS WITH ADVANCED EWING SARCOMA: RESULTS OF
SARCO025 ARM 2

Sandra J. Strauss'; Karla V Ballman?; Kam Zaki'; Lee Helman?®; Brigitte Widemann*; Douglas Hawkins>;

Leo Mascarenhas®; J. W Glod¢; Jay Ji¥; Ziping Zhang®; Birgit Geoerger’; Jeremy Whelan'; Denise Reinke®;
Shreyaskumar Patel; Rashmi Chugh'

'University College London Hospitals NHS Trust, London, United Kingdom; *Weill Comell Medicine, New York, NY. USA;
*Children’s Center for Cancer and Blood Diseases, Los Angeles, CA, USA; “National Cancer Institute Centre for Cancer
Research, Bethesda, MD, USA; *Seattle Children’s Hospital, Seattle, OR, USA; ®*National Clinical Target Validation
Laboratory, Bethesda, MD, USA; 7Institut Gustave Roussy, Pans, France; SSARC, Ann Arbor, Mi, USA; *"MD Anderson,
Houston, TX, USA; "“University of Michigan, Ann Arbor, Ml, USA

» Fase 1

» Dose corretta NIR 100 mg qd 1-7 gg e IRN 20
mg/mq 2-6 gg cicli ogni 28 gg

» Sul0pz1RPe4dSD; mPFS 4.9 mesi

» Aggiunta TMZ?

Results: Between Nov 2016 and May 2018, 12 eligible patients (9 male) with confimed EWSR1-FLI1 translocation positive
Ewing sarcoma were enrolled at 2 dose levels. Median age was 27 years (range 16-50); median prior therapies 4 (range
1-9) with 7 patients having received prior IRN. At time of data cutoff, the median number of cycles was 2 (range 1 - 17). DLTs
were observed in all 3 patients at dose level 1 (1 pt each with grade 3 anorexia, grade 3 colitis, and grade 3 transaminitis). No
DLTs were reported in 7 evaluable patients treated at NIR 100mg and IRN 20mg/m? (dose level -1); 2 patients experienced
transient grade 3 neutropenia and 1 patient grade 3 gastro-intestinal toxicity (diarrhea, abdominal pain, nausea and vomiting
lasting < 72 hours) and grade 3 thrombocytopenia. In 10 evaluable patients, best response was partial response in 1 patient,

stable disease in 4 patients, and progressive disease in 5 patients. Median progression-free survival was 4.9 months (range g ¢
1.18-NR). Phamacodynamic analysis of tumor samples demonstrated > 80% PARP inhibition across all doses of NIR. E‘ ( O S

Conclusion: NIR 100 mg qd D1-7 in combination with IRN 20mg/m* was well tolerated with preliminary evidence of efficacy 8
that warrants further investigation. Patient biopsy was feasible and pharmacodynamic analysis supported the recommended ~ =''18/1& together the
phase 2 dose. Further cohorts incorporating temozolomide are planned and additional correlative analysis is ongoing. world's sarcoma specialists® ‘
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SLFN11 IS A SIGNIFICANT DETERMINANT OF PARP INHIBITOR SENSITIVITY IN PEDIATRIC SARCOMAS
Jessica Gartrell; Marcia M. Mellado-Largarde; Jia Xie; Brandon Bianski; Kaley Blankenship, Michael Clay;
Armita Bahrami; Sara Federico; Christopher L. Tinkle; Elizabeth Stewart; Anang Shelat

St. Jude Children’s Research Hospital, Memphis, TN, USA

» SLFN11 biomarker di sensibilita a PARPi
» Transfezione, xenografts

» Testati TAL talazoparib PARPi + IRN + TMZ

A 24h B 7.0 p
1 1 wWh 6.0
» LFN11 : i
2 5250
> 0@40
=
% I z§30
[ ] [ ] [ ] 0 e S 20
sensibili a TAL 90% II | T S 1 |
ESB JNDS  ES8-1F2 JNDS-386SU-CCS  U20S 0 05 10 20 40
SLFN11  SLFN11 SLFNH SLFN11 SLFN11 SLFN11 Gray
high med low
D = ESB wt(vehicle, n = 5)
Representative Bioluminescence Images — ESB wt (TAL+IRN+TMZ, n = 5)
ES8 wt ES8 wt ES8 SLFN11- === ESB SLFN11- (TAL+IRN+TMZ; n = 4)

Vehicle  TAL+IRN+TMZ TAL+IRN+TMZ 'g
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Figure 1. (A) CTG assay revealed a positive correlation between SLFN11 levels

- x and sensitivity to the PARPi TAL. (B) ES8 SLFN11 KO cells were more resistant to

' C t O S ionizing radiation, and showed less than a two-fold loss of cell proliferation compared

“ to a greater than six-fold decrease for wild-type cells at 4Gy. (C) Representative
bicluminescence from in vivo studies demonstrating increased tumor burden in ES8

4 SLFN11 KO mice xenograft models. (D) Kaplan-Meier curve demonstrating decreased
world's sarcoma specialists® ‘ survival in ES8 SLFN11 KO mice xenograft models.
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A Phase 1/2 single-arm study evaluating the safety and
efficacy of eribulin mesilate in combination with irinotecan in
children with refractory or recurrent solid tumors

Study 213: Rationale

Anti-microtubule agents have shown moderate single-agent activity against RMS in the
clinic and the laboratory — this is significantly enhanced in combination with alkylating

agents or camptothecins.

Substituting the anti-microtubule agent, eribulin, which has been found to be more
potent in preclinical models than vincristine, as a combination partner with irinotecan will
result in substantial efficacy against RMS, NRSTS and EWS.

It should be possible to use a regimen of eribulin and irinotecan (ie, replace vincristine)
considering that the primary toxicity profiles of each individual agent do not overlap, the
synergy observed when irinotecan is combined with a microtubule inhibitor, and the
activity observed for eribulin in the solid tumor panels (seen in preclinical testing) is
comparable or superior to that observed previously for vincristine.

Cortesia C Favre




Pediatric versus adult patients with
Ewing sarcoma

Eric B Schwartz, Lili Zhao, Brittany Siontis, Laurence H. Baker, Rama Rao, Elizabeth R. Lawlor,
Scott Schuetze, Rashmi Chugh

» University of Michigan

» From 2007-15

» /8 patients: 26 ped, 56 adu
27 met, 55 loc




Pediatric versus adult patients with

Metastatic vs. Localized
Disease at Presentation o
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Pediatric versus adult patients with
Ewing sarcoma

Kids: Variable Age<=18 Age>18  p-value

Localized Disease at 17 (654) 33 (63.5) 0.8674
» More chemo Presentation, n (%)

» Less doxorubicin Avgrage number. of 14.0 11.8 0.0027
Adjuvant/Neoadjuvant

» Bone > STS cycles
Mean Cumulative 3579 445.6 <0.0001
Doxorubicin (mg/m2)

Osseous primary site 21 (84) 22 (45.8) 0.0017
n (%)

Tumor size cm mean 8.17 9.51 0.3843
o 208ASCO  pacos (range) (32-19.3) (1.8-23.5)




Pediatric versus adult patients with
Ewing sarcoma
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OsteoSarcoma
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Results of randomized, Placebo (PL) - controlled e

Phase Il study evaluating efficacy and safety of
Regorafenib (REG) in patients (pts) with

metastatic Osteosarcoma (metOS), on behalf of
the French Sarcoma Group (FSG) and Unicancer

Duffaud F, Blay JY, Mir O, Boudou-Rouquette P, Piperno-Neuman S, Penel N,
Bompas E, Delcambre C, Kalbacher E, Italiano A, Collard O, Chevreau C, Thyss A,
Isambert N, Delaye J, De Sousa Carvalho N, Schiffler C, Bouvier C, Vidal V,
Chabaud S.
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REGOBONE: study design
Regorafenib for Advanced/Metastatic Bone Sarcomas
» Basket of 4 parallel non-comparative randomized phase Il trials

Osteosarcomas Ewing Sarcomas Chondrosarcomas Chordomas
N=36 N=36 N=36 N=24

2

l 2:1 I
REG PL REG PL REG PL

+ + + + + +
BSC BSC BSC BSC BSC

REGORAFENIB or PLACEBO dosed until progression or unacceptable toxicity

Pts initially randomized to PL could cross-over to open-label REG after PD confirmation
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Osteosarcoma in REGOBONE: Study Design / Statistics

* Endpoints:
* Primary endpoint: Non-progression rate at 8 weeks

* Secondary end points:
* PFS (per modified RECIST 1.1), OS, Toxicity (according to NCI-CTC AE V4 )

« Statistical Design per A’Hern’s single-stage design for phase Il trials (xHem etal 2001)
* PO 40%, P1 67% (based on Qi WX et al 2012, Chou AJ et 2012, Ebb D et al 2012, Laverdiere F et al 2003)
* One-sided a: 5% ; B = 80%
« = 24 patients needed in REG arm (> 14 NP pts at 8 weeks for ‘success’)
« 2:1 Randomization = 36 patients total randomized population
* No formal statistical comparison between REG and PL
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Osteosarcoma in REGOBONE: Key eligibility criteria

Main inclusion criteria « Main exclusion criteria

Histologic centrally-confirmed diagnosis* of high  * Prior treatment with any VEGFR inhibitor
grade OS - Significant cardiovascular dysfunction:

Progressive disease in 3 months prior to study entry . Congestive heart failure
Metastatic /local. advanced disease not amenable to  Myocardial infarction <6 months before study
surgery or radiation with curative intent « Cardiac arrhythmias requiring therapy

Measurable disease (RECIST 1.1) « Uncontrolled hypertension

Prior treatment required: at least 1, but no more than 2  * Unstable or new-onset angina
prior (combination) chemo regimen for metastatic » Other cancer (different histology)
disease within 5 years prior to randomization

Age = 10 years ** Major surgical procedure, open biopsy, or
ECOG PS < 2 (Karnofsky = 60%) significant trauma <28 days before study
Adequate bone marrow, liver, renal, cardiac functions

Dated + signed informed consent form

Available Formalin Fixed Paraffin Embedded (FFPE) blocks obtained
for centralized review
** Amendment: Children with BSA =2 1.30 m2 enrolled
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Osteosarcoma in REGOBONE: study plan

Regorafenib (REG) 160
mg qd + BSC

Metastatic Osteosarcoma 3 weeks on/1 week off Disease progression

After 1 or 2 prior lines of [ Childidose = @2imolm2 ad ) Pef independent
systemic therapy 2:1 blinded central

for metastatic/advanced disease review
MATCHING Placebo (PL)

qd + BSC
3 weeks on/1 week off

Mo

Sample Size: 36 patients

Crossover offered for

» Treatment duration: until progression, unacceptable Hlac-uonmiotcal e

REG for treatment arm

toxicity, or patient withdrawal

» Disease restaging at baseline and serially repeated at ;
Months 1, 2, 3, 4, then every 8 weeks until end of
study drug dosing Open-Label REG dosed -

' ' til next i
- Same disease restaging schedule after cross-over e

—ZmZ 4> m»-

| #ASCO18 ”
sresenten . 2018 ASCO ;;\S S e preseneD BY:  Florence Duffaud

of the author,

ANNUAL MEETING  permission reauired for reuse.

Presented By Florence Duffaud at 2018 ASCO Annual Meeting




Osteosarcoma in REGOBONE:
Baseline Patient characteristics (1)

Regorafenib Placebo
N= 26 N=12

Age, median years (range) 32 (18-74) 40 (22-64)
Sex, n (%) Male 19(/3.1) 5(41.7)
Female 7 (26.9) 7 (58.3)

Prior lines of OS therapies for 21 (80) 10 (83)

metastatic disease, n (%) > 5 (20) 21 17)
0

ECOG, n (%) 12 (46) 2:(167)
1 14 (54) 10 (83.3)
Presence of metastases, n (%) No (locally advanced disease ) 1(3.8) 0

Yes 25 (96.2) 12 (100)
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Osteosarcoma in REGOBONE:
Baseline Patient characteristics (2)

Regorafenib Placebo
N= 26 N=12

Lung metastasis 24 (92%) 10 (83%)
Bone metastasis 6 (23) J29)
Lymph nodes metastasis 3 (11.5) 4 (33.3)
Pleural metastasis J(HIEh) 1(8.3)

Previous Therapy at entry
Doxorubicin

Ifosfamide

Cisplatin

HD Methotrexate

Etoposide
Gemcitabine/Docetaxel
Oral Cychlophosphamide

26 (100) 12 (100)
24 (92) PXCN)
25 (96) 11 (91.6)
7127) 3 (25)
21 (81) 5 (41.6)
3 (11.5) 2 (1.6)
3 (11.5) 1(0.8)
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Osteosarcoma in REGOBONE: Results

Regorafenib Placebo
N= 26 N=12

Non progressive rate at 8 weeks (%) 17 (65.4)
One -sided Confidence Interval (Cl95%) (47.4; -) (0;-)

Response at 8 weeks (%) PR* 20 0

SD 15 (57.7) 0

PD 9 (34.6) 12 (100)
Median PFS (Cl 95%) (weeks) 16 (8.0; 27.3) 4(3.0; 5.7)

PFS rate at
12 weeks (CI95%)

PFS rate at
24 weeks (C195%)

62 (40: 77) 0

35 (17; 52)

*2 PR: duration of responses of 12.9 and 6.2 months
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Osteosarcoma in REGOBONE: Progression-Free Survival
Primary end-point per blinded central review
Median PFS (weeks)

Regorafenib  16.4 (8.0; 27.3)
Placebo 4.1 (3.0; 5.7)
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20 24 28 32 36 40 44 48 52 56 60 64
Progression-free survival (weeks)

Regorafenib- 26 24 a 5 12 9 F 6 8 4 B 3 < 2 2 0

presenteo a: 2018 s,,—issafseliﬂ.yo, i ki PRESENTED BY: Florence Duffaud 11
ANNUAL MEETING  permission requirea for reuse




Osteosarcoma in REGOBONE: Overall survival (OS)

following cross-over in 83% of pts initially on placebo

Regorafenib Placebo
Median OS (mo) 11.3(5.9;23.9) 5.9 (1.4:16.4)
OS rate at 6 mo 69% 50%
OSrate at 12 mo 90% 33%

=
=
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=
=
=
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=
w

12 14 16 18 20

Ovwverall survival (months)
Placebo- 4 3 3 2 2
Regorafenib- 26 2 2 7 13 10 9 8 8
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Osteosarcoma in REGOBONE:
Progression-Free Survival from randomisation (central review) and

following cross over (per investigator assessment)

10/12 patients on PL arm crossed over*

Rego
Placebo post switch

Median PFS 4 (3:5.7) 19.4 (3.5;21.7)

PFSrate at 12 wks 0 66 (28-88)
PFS rate at 24 wks 0 44 (14-72)

Survival probability

03

*2 pts on PL did not cross over:
1 study withdrawal,
o] 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 " " )
Progression e eurival tuesing 1 non centrally confirmed PD, died 16 days after incl
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Most frequent drug-related treatment-emergent adverse events
in patients during double-blind treatment

Regorafenib (N=29), % Placebo (N=14), %
All pts enrolled Median exposure : 3.4 months Median exposure : 1.1 months
Median dose 120 mg (65-160) Median dose 120 mg (96-175)

All 23 All 23
Hand-foot skin reaction 15 (51.7) 3 (10.3) 1(7.1) 0
Hypertension 12 (41.4) 7 (24.1) 2(14.3)
Diarrhea 13 (44.8) 2(7) 1(7)
Fatigue 26 (89.7) 3 (10.3) 7 (50)
Anorexia 10 (34.5) 1(3.4) S 710
Constipation 11 (37.9) 2 (6.9) 0
Hypophosphatemia 2(17.2) 3 (10.3) 0]
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Osteosarcoma in REGOBONE: Conclusions (1)

» Results indicate a very promising signal of benefit with regorafenib for
metastatic osteosarcoma pts after failure of prior chemotherapy

* Primary end-point: non-progressive rate at 8 weeks
* 65.4% with regorafenib; 0% with placebo

* Median PFS

* 16.4 weeks with regorafenib; 4.1 weeks with placebo

» Confirmatory pattern of longer time to progression after cross-over to
open-label regorafenib in pts initially randomized to placebo

#ASCO18
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Osteosarcoma in REGOBONE: Conclusions (2)

A placebo controlled randomized trial is feasible and acceptable in
patients with metastatic osteosarcoma
» Rapidly reached full accrual

* Metastatic osteosacoma confirmed as a very agressive disease
* Median PFS of 4 weeks in PL arm: worst than our null hypothesis (median PFs of 6 weeks)

 Toxicity of regorafenib was as expected and quite acceptable

#ASCO18
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SARC024: REGORAFENIB IN PATIENTS WITH REFRACTORY OSTEOSARCOMA

Lara E. Davis’; Christopher Ryan'; John Crowley*; Kristen Ganjoo’; Elizabeth Loggers®; Sant P Chawla®; Mark Agulnik®;
Michael B. Livingston’; Damon Reed®; Vicki Keedy®; Daniel A. Rushing'®; Scott Okuno''; Denise Reinke™,;

Richard F. Riedel”; Steven Attia™; Leo Mascarenhas™; Robert Maki'®

'Oregon Health and Science University, Portland, OR, USA; “Cancer Research and Biostalistics, Seattle, WA, USA;
‘Stanford Cancer Institute, Stanford, CA, USA; ‘Seattle Cancer Care Alliance, Seattle, WA, USA; “Sarcoma Oncology
Research Center, Santa Monica, CA, USA; *Northwestern University Feinberg School of Medicine, Chicago, IL, USA;
‘Levine Cancer Institute, Atrium Health, Charlotte, NC, USA; *H. Lee Moffitt Cancer Center & Research Institute, Tampa,
FL, USA; *Vanderbilt University Medical Center, Nashville, TN, USA; "°Indiana University Melvin and Bren Simon Cancer
Center, Indianapolis, IN, USA; ""Mayo Clinic, Rochester, MN, USA; “SARC, Ann Arbor, MI, USA; "Duke University
Medical Center, Durham, NC, USA; "*“Mayo Clinic, Jacksonville, FL, USA; ™Children’s Center for Cancer and Blood
Diseases, Children’s Hospital Los Angeles, Univ. of Southern California, Los Angeles, CA, USA; "Monter Cancer Center,
Northwell Health and Cold Spring Harbor Laboratory, Lake Success, NY, USA

» regorafenib 160 mg/die x 21gg ogni 28 vs placebo
(cross-over alla PD)

» MPFS 5.3 mesi vs 1.7 ot
» MOS 26.7 mesi

» 69% tossicita grado 3-4

08 4

08 4

Probability of Progression Free Survival
o
'
4
i

s ctos BN R

Bringing together the

world'’s sarcoma specialists® - m




Single-agent Expansion Cohort of Lenvatinib (LEN) and Combination Dose-finding Cohort of LEN + Etoposide (ETP) +
Ifosfamide (IFM) in Patients (pts) Aged 2 to < 25 Years With Relapsed/Refractory Osteosarcoma (OS)

Nathalie Gaspar,' Michela Casanova,? Francisco José Bautista Sirvent,® Rajkumar Venkatramani,* Bruce Morland,® Marion Gambart,® Estelle Thebaud,” Sandra J. Strauss,® Franco Locatelli,’ Soledad Gallego Melcon,'®
Adela Canete Nieto," Stefan Blelack 2 Claudia Rossig,” Isabelle Aerts," Perrlne Marec-Berard," Silvija Kraljewc e Seuchl Hayato“ Cixin He,”® Conna Dutcus,® Quentin Campbell-Hewson'®

n ulouse - Hopital des Enfants, Toulouse, France; "CHU Nantes - Hopital Mére-Enfant, Nantes, France;
J, Roma, and University of Pavia, Pavia, italy; “University Hos, 0 0y Hospital La Fe, Spain; *“Kiinikum Stuttgart - Olgahospital, Stuttgart, Germany; “University Children’s Hospital Muenster, Pediatric Hematology and
University, O a rc., Woodcliff Lake, N, USA; *The Great North Children’s He Infirmary, News Upon Tyne, UK.
INTRODUCTIO Table 1. Patient Baseline Characteristics Figure 3. Duration of Treatment and Response Table 4. Dose-limiting Toxicities Table 7. Common TEAEs" for the Combination Dose-finding Cohort
Phase2LEN | LEN+ETP+IFM Dose cohort Patient Dose-limitng toxicity Grace LEN 11 mgm < ETP + IPM T LEN 14 moim « E77 + 170
« First-iine treatment of osteosarcoma (OS), the most common primary malignant Parameter n = 30) =18 A. Patients enrolled at Stage 1 and Stage 2 of the single-agent expansion cohort T et et = ey = =7 | n=11)
bone tumor in children and young adults, consists of surgical resection with Age group, n (%) ) (LEN 14 mg/m?) f s = Preterred term, n (%) Any Grade Grade23 Any Grade. Grade 23
adjuvant and neoadjuvant chemotherapy. 22b<omn s aea - 2 2 Nousea Hul) o 918 o
« The rate of OS relapse is approximately 30% for patients with locaiized disease and 7083 a2y Reaponis (T T - e : Dt 5@57) Sien ©1)
80% for patients presenting with metastatic disease.’ 137 s e E Lower back pain 2 Har)
— The optimal treatment strategy for patients with relapsed or refractory disease Median body surface area, m? (rangel 1609-2.1) 160829 = = Musche spasma / body cremps | 3 I 1143 I
remains undefined. Medion body mass index. ko/m’ rangel 205025415 | 1950114369 o Artwalgia [
— So——— — - 3 serr, 1o wrich resufted 1 aoMstratan T T T
- Several agents are as therapy, ansky or Karmofsky scores, n (%) R — —— T e o S e e . Stomatitis I I 1043 I
including etoposide (ETP) and ifosfamide (IFM). ] 183 o e —— - 1 st P, Wi L et Back pain I I (143 [
o Epistaxis. 2286
) m—— -
¥ Antisnologenic tyioshe Hineae reoepior hibiors iney ofer ':':e,:ff' 3,',“;” :fm,e (2 e Ll [ — - « An overview of safety for the combination cohort by dose level and the Headache T I 0
ngle-ag o
manageable safety profie.t 100 7039 7089 : Y — _ single-agent cohort are summarized in Table 5. Neutropenia :1:2;
~ Lenvatinib (LEN) is an oral tyrosine kinase receplor inhibitor targeting vascular D e Sty honn 2 () o - 8 o jm— e - Table 5. Summary of TEAEs Constipation T o T
endothelal growth factor receptors 1-3, fibroblast growth factor receptors 1-4, H Tox 1
1 7233 10 (55.6) £ oow LEN 11 mim® LEN 18 mgim 4 t By t
platelet-derived growth factor receptor alpha, RET, and KIT.> 2 14467) sz i C A e LA =5 0 1
~ In precinical studies, LEN + IFM + ETP enhanced the antitumor activty of both x4 9600 Ae2 5t et et Parameter,n (%) in=30) [IE) I
single-agent LEN therapy and IFM + ETP combination therapy.* [Pros VRGF tarwsked rorems: w OH 5 O TEAEs 28833 I | ) I
acumab 103 o — ey t
« Previously, we reported results from the single-agent dose-finding cohort of LEN in ey 207 o [l e — Troatment rolated TEAES 27900 Decreosed weight 0
pediatric patients with solid tumors, in which the recommended phase 2 dose was [Ty ey v ——————— R —am—G TEAES with CTCAE grade 23 | 10(53.3) c 5 T
determined to be LEN 14 mg/m?* 5 0 = Serous TEAES 19 633 saa Hypertension |
« Here, we report emerging data from a phase 2 single-agent LEN expansion cohort  E/ficacy L =t an Fols TRARS | 3ceo diE] u ‘Mypokalemia T I 1
and a phase 1b combination dose-finding cohort of LEN + ETP + IFM in patients. « Efficacy outcomes are summarized in Table 2. [y m— e ol e ) 200 0 189 [ I
with relapsed or refractory OS (NCT02432274). « Itis important to note that this is an ongoing study. e S ialeimie s g v T R T Decroased pitelet count — e =
~ Patients are still undergoing treatment, including several patients who @ frm—: o oy dose reduction | i) 2084 Proteinuria
METHODS have achieved a response (Figure 2 and Figure 3). L —  Putert dod TEAES leading to study g | 1o oo o) ST14 s O :
— Thersfore, the efficacy data have not yet fully matured. PR % ) @ ] ierv o D :i 2
3 i s CTCAE, Commor Ty Cries o A v ET son 1 o, . o ematuria
4 This is a phase 1/2, multicenter, open-label trial conducted in 5 cohorts (Figure 1) Table 2. Efficacy Outcomes per Investigator Assessment, — Oral pain - ;m:: + t A
Figure 1. Study Design as Measured by RECIST v1.1 2. s srvole i Wi comnbination doas g cohoet « The 1 fatal treatment-emergent adverse event (TEAE) in the combination Sropheynpesd T 0 1 t =
Phasa2LEN | LEN. ETP.IFM (LEN + ETP + IFM; n = 18) cohort was dyspnea (n = 1), and was considered related to disease t . | 0 t o
T e SO 08 s cact OTC Parameter in = 30) ine18) St Basetarel progression, as per investigator assessment. TEAES e classiied a8 commen H they cocur % any grade 1 & 20% of e sk mumber of patirts.
[ —— PS4, n (%) R e 1omes = Hir e ddidi] « The 3 fatal TEAES in the single-agent cohort were respiratory failure (n = 1) TP, stepcode; W, ot LEN, nerint; TEA, s omeryort
5 20n 95% CI 165540 329-81.6 Ty and cardiorespiratory arrest (n = 2), and were considered related to disease « The incidence of pneumothorax was 16.7% in the single-agent cohort, and 11.1% in the combination cohort.
S i Oyt vt s = T = =5 g2 = B e TP, progression as per investigator assessment.
Pasent asursble dacase, 2 -
bas e 50R.n (%) g B « The most common TEAES for the single-agent cohort and the combination
I o o 4 o — - = cohort are presented in Table 6 and Table 7, respectively.
o R e—
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mn""lm ‘2'3‘ = 2;“;; i e cohorts including nausea, diarrhea, hypothyroidism, and hypertension. . 5
n ffl e e
95% CI 08-25.1 16-383 ; B e e — ~ TEAES that were more common in the combination included anemia, - F is ongoing, longer follow-up is needed for the efficacy data
—T i Median DOR, months' (95% CO | aspENp NE (NE-NE) e s thrombocytopenia, neutropenia, and stomatitis. g %
Median PFS, months (5% C) 340865 131 ehe) s —— = J s / ved PFS
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—" gl 7 * Hesdashi ! 13433 163 goa tme clapsed and refractory OS:
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17 g S A by o % 00 ™ o — concoeiem mporusr o e dsson, ND. i ) o b <
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[N J— T e o S e s ot e e M LT ! S 269 utropenia are toxicities typically associated with chemotherapy regimens.
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I e Sk i LB, e ST o1 « For the combination cohort, the median follow-up time for PFS was Safety Proteinuria 12400, 103 orparatigdiga ol e N e
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Lenvatinib

» Chemical name: 4-[3-Chloro-4-(N’-cyclopropylureido)phenoxy]-7-
methoxyquinoline-6- carboxamide methanesulfonate

» An oral ATP-binding/competitive small-molecule tyrosine kinase inhibitor
and prevents ligand induced receptor auto-phosphorylation

» Targets: VEGFR1-3, FGFR1-4, PDGFR, RET and c-KIT

Okamoto K et al, ACS Med. Chem. Lett, 2014

Cortesia C. Meazza




Study Design

Single-agent dose-finding cohort:
all solid tumor

Phase 2: Single Agent Expansion cohort

Differentiated thyroid cancer

<18 yr * 12 subjects
*12 to 24 subjects —
Dose level Lenvatinib
-1 9 mg/m?
1 (starting) 11 mg/m? Osteosarcoma single agent
2 14 mg/m? RP2D of LEN *15 - 30 subjects Simon’ s Optimal 2-stage
3 17 mg/m? 14mg/m?2 *Primary endpoint - PFS at 4 mo
—
Osteosarcoma dose finding combination
After 6 Assess « 12-24 subjects
patients DLT e LEN +IFM + ETP
» Starting Dose (Len dose 20% lower than
2 to <6 yr s . ( °

* Run-in period for 3 weeks
at 5 mg/m? lenvatinib (LEN)

CRM= Continuous Reassessment Method
DLT= dose-limiting toxicity
RPD2=recommended phase 2 dose
ETO=etoposide 100 mg/mq iv x 3 d;

IFO= ifosfamide 3 g/mqivx3d,
LEN=lenvatinib

Completed Ongoing Not started
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RD from Ph1l)
* Primary endpoint - recommended phase
2 dose

v
RPD2 of LEN + ETO + IFO

;

Osteosarcoma combination expansion
cohort
* 18 subjects
* LEN +IFM + ETP
* Primary endpoint - PFS at 4 mo




It is important to note that this is an ongoing study.
— Patients are still undergoing treatment, including several patierts who
have achieved a response (Figure 2 and Figure 3).
— Therelore, the efficacy data have not yet fully matured.

Table 2. Efficacy Outcomes per Investigator Assessment,
as Measured by RECIST v1.1

Phasae 2 LEN LEN + ETP 4+ IFM
Parameter | (n = 30) (= 18)
Patiems avaluable 1or PFS4, n* Fr 17
PES-4 n (%) 9oz 10 458 81
5% ClI . 16.5-54.0 329016
Patiamta with maasurable diseass, n 26 16
BOA, n (%)
CH 0 0
FF 277 2{12.5]
S0 150877 11 458.8)
FD 9{34.6) {188
ORA, n (%) 2(7.7) 2{12.5)
5% ClI 0.8-251 1.6-38.3
Madian DDA, months® (58% C) 4.8 (NE-NE) NE [NE-NE)
Median PFS, months (95% CI) 34 {1.8-65] 131 (46-NE)
Madian fallow-up tima for PFS, months (95% CI) 5537129 T4 284
Faiems wha had anticancer aurgery during 2010.0) 5 278

study treatment, n (%)

PSS avin e Saben kol Tecca whl ang akee £0d aa o o Soaso oo ek on 4l 4 =on e o the et Sesn, and
o Lo thoen whs cisconinued the shudy due o adeorss pens 07 107 GIN0° "0RED"E 170" CIBENSd DIDpMEscn or deph
'For pumrs wih CR o PR

BCR Dast v | masperae, &, conl sance i<lerval, CR, condleto riggoss, DOR duradon of “igonse, ETR alopsd o,
IFM Foelpmon: LEN laraptinz; NE, ~on aal pbly: OFRR objactve “osponse g P, progesshse diseass

FFE, prograssindran suivieal, FFE-3, peograssicn-1ae sonvietd 4l 4 rrosifs, PA, gt risgansa RECIST o0,
Roeponss Evavat o= Drteria 1= Sold Tumoes. version | 85T stab o o sopse

For the combination cohort, the median follow-up time for PFS was
7.4 months (95% confidence interval [Cl), 4.2-8.4 months).

— 10 Patients {58.8% ) achieved PFS al 4 months (PFS-4), with a median
PFS of 13.1 months.




CONCLUSIONS

¢ The preliminary results from this ongoing study suggest that LEN has activity in patients
with relapsed/refractory OS.

— Because this study is ongoing, longer follow-up is needed for the efficacy data
to fully mature.

¢ 9 Patients (33.3%) treated with LEN monotherapy (14 mg/m?) achieved PFS-4, and
2 patients (7.7%) achieved partial responses.

¢ 5 Patients (27.8%) in the combination dose-finding OS cohort and 3 patients (10%) in

the single-agent expansion OS cohort had lesions surgically resected, which is the
ultimate goal of treatment in relapsed and refractory OS.’
¢ LEN + ETP + IFM combination therapy had a manageable safety profile.
— There were no unexpected toxicities—grade 3 and 4 thrombocytopenia and febrile
neutropenia are toxicities typically associated with chemotherapy regimens.

— Toxicities that were attributable to LEN were manageable with dose interruptions and
reductions.

¢ The incidence of pneumothorax (11%-17%) in this study of patients with OS and aged 2 to < 25
years is higher than that seen in previous studies of LEN monotherapy in adults (~ 0.9%).5¢
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Apatinib for advanced osteosarcoma after
failure of standard multimodal therapy:

An open label phase 2 clinical trial.
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#11520

Apatinib for advanced osteogenic sarcoma after
failure of standard multimodal therapy: An open
label phase 2 clinical trial

 Apatinib (oral TKI VEGFR-2) 750 mg once daily for body surface
area (BSA) > 1.5 and 500 mg daily for BSA < 1.5

 Phase Il
» Relapse or unresectable OGS prior therapy

* Primary Endpoint
* Objective Response Rate (CR + PR at least 3 months + PFS at 4 Mo)

AT: 2 01 8 AS CO iﬁsirg !(h)e lrfpelly of the author,

ANNUAL MEETING permission required for reuse. '




About Apatinib

Table 1: Comparison of common anti-angiogenic TKIs with different median inhibition concentrations (ICs;)

Target IC:,!

Apatinib Sorafenib Sunitinib Pazopanib

VEGFR- 70 = 2 10
VEGFR- 2 90 10 30
VEGFR- = = 17 47

FGFR- >10000

'Median inhibition concentration: concentration that reduces the effect by 50%.

1
2
3
537 : : 34
1
3

PRESENTED AT: 2018 ASCO‘ ﬁﬁsirglolrf ty of the author,

ANNUAL MEETING permission required for reuse. '
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Outcome Measures

* Primary Outcome Measures
* Progression-free survival, PFS at 4 months
* Objective response rate, ORR

» Secondary Outcome Measures
 Clinical benefit rate, CBR at 6 months
 Duration of response, DOR
* Overall survival, OS
 Toxicity (CTCAE version 4.03)
 Quality of life (EORTC QLQ-C30 (V3.0))

EEEEEEE o 208 ASCO  #A
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Procedures

41 assessed for eligibility

> 4 excluded

1 did not meet inclusion criteria
2 declined to participate
1 was excluded by radiating the target lesions

37 enrolled

Y

37 allocated to intervention

v

26 discontinued intervention (progressive disease)

l

| 37 analyzed

PRESENTED AT: 2018ASCO gASLEIE PRESENTED BY: LU Xie

Slides are the property of the author,

ANNUAL MEETING permission required for reuse.

Apatinib 750 mg once daily for body surface
area (BSA) > 1.5 and 500 mg daily for BSA <
=5

For this study design, the first time point
for evaluation was set at one month
(almost 4 weeks);

If CR/PR appears according to RECIST 1.1, the next
evaluation would be conducted 4 weeks later to confirm
this PR;

If SD appears, the next evaluation would be
conducted 8 weeks later to confirm this SD;

The evaluation would be repeated every
two months thereafter.

42




Outcomes

Best overall response N(%) 95% ClI
CR 0 (0.00%)

PR 16 (43.24%)
) 8 (21.62%)

PD 13 (35.14%)

duration of response, DOR (months) 5.07 m (2.70,6.53) m
(N=16)
ORR (CR+PR) 16 (43.24%) (27.1%, 60.5%)

CBR (CR+PR+SD at least 6 months) 13 (35.14%) (20.21%, 52.54%)

. # .
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Kaplan-Meier Survival Curve for PFS

result
v [ mooom

Median PFS (95% CI) month 4.50(3.47,6.27)

PFS at 4 months 56.75%(39.43%, 70.84%)
PFS at 6 months 36.77%(21.48%, 52.16%)
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Kaplan-Meier Survival Curve for OS
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Adverse Event That Occurred in At Least One
Patient

Adverse event All (%) Grade 1(%) |Grade 2 (%) |Grade 3 (%) |Grade 4 (%)

Sum of all 33(89-19%) 27(72-97%)  28(75-68%)  9(51-35%)  10(27-03%)

ASCO  #ascots
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Apatinib adverse event

Grade 3-4 adverse events (%):
Pneumothorax

6 .2)
Wound dehiscence 4

3

3

6
0.8)
Proteinuria 8.1
Diarrhea 8.1

(
(
(
(




#11520 Apatinib (TKI) for OGS

* Promising treatment for OGS
* PFS at 4 months is very encouraging

» Toxicities are common will need to be managed
e Other TKI
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Pazopanib and oral topotecan

Mark Agulnik, Nisha Anjali Mohindra, Mohammed M. Milhem, Steven Attia, Steven lan Robinson,

Alfred Rademaker, Susan E. Abbinanti, Rasima Cehic, Catherine Humphreys, Bethany Prudner, Scott
H. Okuno, Brian Andrew Van Tine

»3 cohorts STS non-Lipo, osteosarcoma, liposarcoma
»> 18 years

»pazopanib 800mg oral daily
»topotecan 8mg orally day 1, 8, 15 on a 28-day cycle

http://chicktoeditURL . com
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Pazopanib and oral topotecan

Characteristic
Frequency (%)

Age- Median (Range)

Cohort 1
(n=104)

55.5 (24-80)

Cohort 2
(n=21)

40.5 (18-71)

Cohort 3
(n=19)

S )

Male
Female

38 (36.5)
66 (63.5)

11 (52.4)
10 (47.6)

13 (68.4)
6 (31.6)

ECOG BS
0
1

48 (46.1)
56 (53.8)

11 (52.3)
10 (47.6)

8 (42.1)
11 (57.8)

Histology

STS-non
liposarcoma

Osteosarcoma

Liposarcoma

1

2
3
4

Number of prior treatments

43 (41.3)

35 (33.7)

18 (17.3)
8 (7.7)

5(23.8)

9 (42.8)

7 (33.3)
0

13 (68.4)

3 (15.8)

3 (15.8)
0

L.Coim




Pazopanib and oral topotecan

PFS Cohort 2: Osteosarcoma




Pazopanib and oral topotecan

Cohort 1
(n=104)

Cohort 2
(n=21)

Cohort 3
(n=19)

Median PFS (95% 4 4 months 4.5 months 1.4 months

CI) 28m-61m)| (27m-83m)| (1.1 m-4.4m)

# Patients Alive and | 51 out of 90 10 out of 17 7 out of 18

PF at 12 weeks (56.6%) (58.8%) (38.8%)

Best Response

CR 1 (1%) 0 0

PR 6 (6.6%) 1 (5%) 0

SD 60 (66%) 16 (80%) 8 (44.4%)

CBR (CR+PR+SD) 67 17 8
74.4% 85% 44.4%

Median OS 11.1 months 11.1 months 12.8 months

(95% CI) (7.2m-17.8m) | (6.3m-19.1m) | (3.3m-25.3m)




Pazopanib and oral topotecan

Grade 3-4 adverse events (%):
472
2
1
12

neutropenia
thrombocytopenia
hypertension

(
(
(
(

)
)
)
)

anemia




Pazopanib and oral topotecan

Conclusions
STS: same as pazopanib monotherapy, more toxic

Osteosarcoma: extremely promising and cohort 2 will be
expanded.

Liposarcoma: ineffective
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SCREENING OF SYNERGISTIC REAGENT WITH PAZOPANIB AGAINST OSTEOSARCOMA USING COMPOU ND

LIBRARY.

Yuki Yada’; Kunihiro Asanuma’; Koji Kita'; Tomohito Hag'": Tomoki Nakamura'; Akihiro Sudo’
'Mie University, Yokkaichi, Mie, Japan; “Mie Prefectural general Medical Center, Yokkaichi, Japan

» Japan, preclinico

» Combinazione PZB con crizotinib notevole

effetto antiproliferativo

Conclusion: In this study, the combination therapy of PZP and CRZ
showed a remarkable anti-proliferative effect against OS cells.From the
western blot analysis, this combination therapy inhibited tumor growth by
inducing apoptosis and interrupting cell cycle progression.
PZP and CRZ combination therapy may inhibit tumor progression in the
clinical situation and to create a new inhibitor for c-kit, PDGFR, and ALK
may have synergistic effect for OS treatment. This needs further study.




Phase 1 Multicenter Trial to Assess the Maximum Tolerated

Dose, Safety, Pharmacokinetics, and Pharmacodynamics of
University of caiiomia P @ZOPanNib in Combination with Irinotecan and Temozolomide
San Francisco (PAZIT) for Children and Young Adults with Advanced Sarcoma

Kieuhoa T. Vo', Jennifer G. Michlitsch2, Avanthi T. Shah', Janel Long- 3, Mi im#
. , . , g-Boyle?, Mi-Ok Kim?*, W. Clay G

E. Alejandro Sweet-Cordero’, Katherine K. Matthay', Steven G. DuBois® Treatment SChema
Departments of 'Pediatrics, *Clinical Pharmacy, and *Epidemiology and Biostatistics, University of California, San Francisco School of Medicine, UCSF Benioff |

San Francisco, CA, USA; ?Department of Pediatrics, UCSF Benioff Children’s Hospital, Oakland, CA, USA; *Dana-Farber/Boston Children's Cancer and Blood C
Harvard Medical School, Boston, MA, USA

Pazopanib (PO daily per nomogram, Days 1-21)

225 mg/m? 400 mg
450 mg/m? 800 mg

Irinotecan 50 mg/m?/day IV on Days 1-5 during
cycle 1; 50 mg/m2/day IV or 90 mg/m?/day PO on
Days 1-5 during subsequent cycles

Abstract

BACKGROUND: Sarcomas express pro-angiogenic factors that may
represent therapeutic targets. Pazopanib, an oral multi-kinase inhibitor of
VEGFR-(1-3), c-kit, and PDGFR, is FDA-approved for the treatment of
advanced soft tissue sarcomas. In a phase 1 study of single-agent
pazopanib in children with recurrent or refractory solid tumors, this agent
was well tolerated and the clinical activity was encouraging in this
heavily pre-treated population. Preclinical studies have demonstrated a
potential additive or synergistic interaction between anti-angiogenic
agents and cytotoxic chemotherapy. The combination of irinotecan and
temozolomide is well tolerated and provides a modest degree of
antitumor activity in heavily pre-treated sarcoma patients, thus making it
a useful platform onto which new compounds may be tested

Treatment Schema

Pazopanib (PO daily per nomo

| dsomg

Irinotecan 50 mg/m?/day IV on D
cycle 1; 50 mg/m?/day IV or 90 my
Days 1-5 during subsequent cycle

Background

Figure 1. Proposed

supporting combination
anti-angiogenic approaches
in sarcoma, including: (a)
transient “normalization” of
the abnormal tumor
vasculature by anti-
angiogenic agents resulting
in improved blood perfusion
and enhanced
chemotherapy accessibility
and antitumor activity; (b)

synergistic interaction of
combination therapy leads
to enhanced direct
cytotoxicity of tumor cells
and/or endothelial cells.

METHODS: This is a phase 1, open-label, multicenter trial of pazopanib
in combination with irinotecan and temozolomide (PAZIT) in children and
young adults ages 6-30 years with relapsed or refractory sarcomas
(NCT03139331). The primary objectives are to determine the

recommended phase 2 dose, and Vo KT, Matthay KK, DuBois
pharmacokinetic parameters in this population. Secondary and SG. Clin Sarcoma Res -
exploratory obj include of disease resp and 2016. Cephalosporin diarrhea prophyle

exploration of pharmacodynamic effects of PAZIT. Pazopanib is
administered orally on days 1-21 of 21-day cycles according to assigned
dose level. All patients receive fixed doses of irinotecan IV (50 mg/m?/
day) or PO (90 mg/m?/day) and temozolomide 100 mg/m?day PO on
days 1-5. Oral cept 1 diarrhea pi is required. Dose
escalation follows a standard 3+3 design evaluating up to three
pazopanib dose levels. Following dose escalation, up to 10 additional
patients will be enrolled to the dose expansion cohort to obtain additional
toxicity and efficacy data. Correlative studies include changes in plasma
angiogenic factors and circulating tumor DNA. Enroliment began in May
2017 and is ongoing.

« Pazopanib is an oral, multi-kinase VEGFR-(1-3), c-
kit, and PDGFR inhibitor; approved by FDA and
EMA for treatment of advanced soft-tissue
sarcoma in adults

Cephalosporin diarrhea prophylaxis on Days -11t0 8

Key Eligibility
+ Age > 6 and < 30 years of age
+ BSA> 0.7 m2 AND able to swallow whole tablets

+ Relapsed or refractory EWS/peripheral PNET, OS,
RMS, non-RMS, DSRCT

« Standard performance score, recovery time from
prior therapies, and organ function requirements

+ Children’s Oncology Group phase 1 study of
single-agent pazopanib established pediatric
RP2D (450 mg/m?/day)

« Irinotecan and temozolomide is a well-tolerated
regimen and has modest activity in advanced
sarcoma, thus making it a useful platform onto
which new agents may be added

Objectives

Primary Objectives

+ To determine the recommended phase 2 dose
(RP2D) of pazopanib combined with irinotecan and
temozolomide (PAZIT) in patients with relapsed/
refractory sarcoma.

« To describe the toxicities of the combination of
PAZIT in this population.

Secondary Objectives

+ To preliminarily define the anti-tumor activity within
the confines of a phase 1 study.

« To describe the pharmacokinetics of pazopanib
and irinotecan.

Exploratory Objectives

« To evaluate pharmacodynamic effects of PAZIT

using plasma angiogenic factors and circulating
tumor DNA.

+ Standard exclusion criteria associated with anti-
angiogenic therapies

Clinical Experience

Only study of pazopanib combined with irinotecan and
temozolomide.

Study Design

Phase 1, open-label study of PAZIT with dose
escalation (3+3 design) and dose expansion cohorts

« No previous treatment with pazopanib

« Previous treatment with irinotecan and/or
temozolomide allowed if no documentation of
disease progression on these agents

Participating Centers

e Y. X

UGSE Benioff Children's Hospitals
Oakland | San Francisco

Companion Studies
1. Optional pharmacokinetic and pharmacodynamic
(plasma VEGF, VEGFR2, and endoglin) testing

2. Optional genomic analysis of cell-free DNA and/or
somatic mutations in circulating tumor DNA in
plasma

J2) DANAFARBER () Boston Childrenis
CANCER AND BLOOD DISORDERS CENTER

68
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CABOZANTINIB IN PATIENTS WITH ADVANCED OSTEOSARCOMAS AND EWING SARCOMAS:

A FRENCH SARCOMA GROUP (FSG)/ US NATIONAL CANCER INSTITUTE PHASE Il COLLABORATIVE STUDY
Antoine Italiano’; Nicolas Penel’; Emmanuelle Bompas’; Sophie Piperno-Neumann®; Marina Pulido’;

Natacha Eniz-Werle®; Axel Le Cesne®; Christine Chevreau’; Florence Duffaud®; Isabelle Ray-Coquard®;

Maud Toulmonde'; Carine Bellera'; Jean-Yves Blay’

'Institut Bergonié, Bordeaux, France; ‘Centre Oscar Lambrel, Lille, France; *Institut Cancerologie de 'Ouest, Nantes,
France; ‘Institut Curie, Paris, France; *CHU de Strasbourg, Strasbourg, France; ‘Institut Gustave Roussy, Villejuif, France;
"Oncopole Toulouse, Toulouse, France; *APHM Marseille, Marseille, France; *Centre Leon Berard, Lyon, France

Results: As of 06/2018, 88 patients (45 OS +43 ES) have been included. 55.6% of patients had 3 or more previous lines of
treatment. At the time of interim statistical analysis, 34 patients with OS and 23 patients with ES were eligible and evaluable
for the first endpoint after central histological and radiological review. 18 OS pts (52.9%) had tumor shrinkage resulting in
partial response in 6 cases (17.6%) and stable disease in 12 cases (35.3%). 12 patients (35.3%) were progression-free
at 6 months. 16 ES (69.6%) had tumor shrinkage resulting in partial response in 5 cases (21.7%) and stable disease in 11
cases (47.8%). 7 (30.4%) patients were progression-free at 6 months. Cabozantinib reached the primary endpoint to justify
continuing accrual for both strata. 19 patients are sl on treatment.

Conclusion: Cabozantinib shows significant activity in patients with advanced OS and ES sarcomas. Final efficacy, safety
and translational data will be presented at the meeting. - .
» CLoS

Bringing together the
world's sarcoma specialists® 44




Conclusions

What PFS is an appropriate endpoint for
ostesarcoma trial?

50% 6moPFS OS (Grignani G, Lancet Oncol 2015)
40% 6mo PFS STS (van Glabbecke, Eur J Cnacer 2002)

Cortesia E Palmerini




Response to TKI in osteosarcoma

Regorafenib | Lenvatinib/LE Apatinib | Pazopanib + | Sorafenib | Sorafenib +
+ BSC N+IFO+ETO Topotecan Everolimus

11504 11527 11520 162173 Ann. Oncology Lancet Oncology

ASCO 2018 Oral ASCO 2018  ASCO 2018 Oral ASCO 2018 Oral 2012 2015
26 27/17 37 21 Pt 35 38

8%RR 8%/13% RR 43%RR 5% RR 14%RR 10%RR
16 w mPFS | 3.4/13.1 mo mPFS 4.5momPFS  4.4momPFS 4 mo mPFS

35% PFS at 24w 33%/59 at 4 mo 37% PFS 6 mo 59% PFS at 12  46% PFS at 4 45% PFS at
w mo 6mo

OS 50% at 12mo OS 28% at 12mo mOS 11 mo 0OS 25% at OS 40% at 12
12mo mo
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A phase |l trial of sorafenib in relapsed and unresectable
high-grade osteosarcoma after failure of standard
multimodal therapy: an Italian Sarcoma Group study

G. Grignani'*, E. Paimerini®, P. Dileo®, S. D. Asaftei®, L. D'Ambrosio’, Y. Pignochino’,
M. Mercuri®, P. Picci®, F. Fagioli*, P. G. Casali®, S. Ferrari® & M. Aglietta’

' Medical Orcology Unt, Institule for Cancer Research and Treatment, Candolo; “Chemotherapy Unit, Department of Musculoskeletal Oncology. siul Orfopecic

Rizok, Bologna: “Sarcoma Unit, Fondiasione IRCCS kiluto Nasonale d Tumori Milary “Depariment of Padiatric Oncobgy, Ospedale infanile Regina Margherita,
Tarna: “S5th Department of Orthopedic s, lstituli Orfopedici Rizzoll and University of Bologna, Bologna: “Laboratory of Experimental Oncobygy, lsttuti Ortopediici Fizrol,
Bobgra, IBY

Results: Thirty-five patients were enralled. PFS at 4 months was 46% (95% Cl 28% to 63%). Median PFS and OS
were 4 05% Cl 2-5) and 7 (95% CI 7-8) months, respectively. The CBR was 29% (95% CI 13% to 44%). We obsenved
3 (8%) partial responses (PRs), 2 (6%) minor responses (<30% tumor shrinkage) and 12 (34%) stable diseases (SDs).
For six patients (17%), PR/SD lasted 26 months. Noteworthy, tumor density reduction and ["°F)2-fluoro-2-deaxy-o-
gucose-positron emission tomography responses were observed among SD patients. Soralenb was reduced or
brefy nlerupted n 16 (46%) patients and permanently discontinued in one (3%) case due 1o toxicity.
Conclusions: Soralenb demonstrated activity as a second- or thrd-ine treatment in terms of PFS at 4 months with

some unprecedented long-lasting responses. Soralenib, the first largeled therapy showing activly in oslecsarcoma
pabents, deserves further mvestigations.
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Sorafenib and everolimus for patients with unresectable
high-grade osteosarcoma progressing after standard
treatment: a non-randomised phase 2 clinical trial

Giovanni Grignani, Emanuela Palmerini, Virginia Ferraresi, Lorenzo D’Ambrosio, Rossella Bertulli, Sebastian Dorin Asaftei, Angela Tamburini,
Ymera Pignochino, Dario Sangiolo, Emanuela Marchesi, Federica Capozzi, Roberto Biagini, Marco Gambarotti, Franca Fagioli,
Paolo Giovanni Casali, Piero Picci, Stefano Ferrari, Massimo Aglietta, for the Italian Sarcoma Group

Summary

Background Results of previous study showed promising but short-lived activity of sorafenib in the treatment of
patients with unresectable advanced and metastatic osteosarcoma. This treatment failure has been attributed to the
mTOR pathway and might therefore be overcome with the addition of mTOR inhibitors. We aimed to investigate the
activity of sorafenib in combination with everolimus in patients with inoperable high-grade osteosarcoma progressing
after standard treatment.

Methods We did this non-randomised phase 2 trial in three Italian Sarcoma Group centres. We enrolled adults

' ' ' ° 7 platin,
Interpretation Although the combination of sorafenib and everolimus showed activity as a further-line treatment for ** &

D Sangic
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Italy (E Palmerini MD,

E Marchesi PhD, S Ferrar MD);
Medical Oncology A, IRCCS
Regina Elena National Cancer
Irstitute, Rome, Italy

WV Ferraresi MD); Departrment of
Discology, University of Torino,
Turin, taly (L D'Ambeosio,

¥ Pignoching, D Sangiolo,
Capoer, Prof M Aglietta); Adult
Mesenchyrnal Turmors Medical
Oneology Unit, Fondasone
CCS Istituto Nazionale Tumari,
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patients with advanced or unresectable osteosarcoma, it did not attain the prespecified target of 6 month PFS of 50%

5 Were
PP TS, G R W Y | ey ey s W e Shreprieeneenapenniyy e pmnrapen iy G S ey D ST—" | Cm— — ‘-5%) Of

38 patients and permanent discontinuation for two (5%) patients. The most common grade 3—4 adverse events were
lymphopenia and hypophosphataemia each in six (16%) patients, hand and foot syndrome in five (13%),
thrombocytopenia in four (11%), and fatigue, oral mucositis, diarrhoea, and anaemia each in two (5%). One patient
(3%) had a grade 3 pneumothorax that required trans-thoracic drainage, and that recurred at the time of disease
progression. This was reported as a serious adverse event related to the study drugs in both instances. No other
serious adverse events were reported during the trial. There were no treatment-related deaths.

Interpretation Although the combination of sorafenib and everolimus showed activity as a further-line treatment for
patients with advanced or unresectable osteosarcoma, it did not attain the prespecified target of 6 month PFS of 50%

or greater.

Funding Italian Sarcoma Group.




Drug repurposing in osteosarcoma

Gauthier Bouche, Pan Pantziarka; The Anticancer Fund, Strombeek-Bever, Belgium

An alternative development pathway that seeks to
reuse existing drugs as the source of new treatment

options
» Pubmed search:

list of 240 approved non-cancer drugs AND osteosarcoma




Drug repurposing in osteosarcoma
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ReDO list of non-cancer drugs
N = 255

In vitro, vivo or human evidence
against OS
N =75 (29%)

Of the 255 ReDO drugs, 75 (29%) had at least one
human activity against OS.

We have not yet fully quantified the number of re
approved for other cancers, which also represents
for future trials. We currently have found 12 of th

Cancer drugs not approved nor used in OS
with positive data in OS
N=12%

Combining both ReDO and non-0OS cancer drugs,
grouped them according to their mechanisms of ai




Jrug repurposing in osteosarcoma

Cell differentiation Calcitriol (vitamin D deficiency) Animal model

All-trans retinoic acid (APL) Case report / Animal model
Cytotoxicity & Simvastatin (hypercholesterolemia) Animal model
potentiation of Glucocorticoids (inflammation) Animal model
chemotherapy Caffeine (infant apnea) Human trial / Animal model]

someprazole (peptic ulcer) Human trial / Animal model
Verapamil (hypertension) Case reports / In vitro
| Piroxicam (osteoarthritis) Canine trials / Animal model |

Stem cells cytotoxicty | Metformin (type 2 diabetes) Animal model I

Disulfiram (alcohol dependency) In vitro

Immunomodulation Sirolimus (prevention organ rejection) Human trial / Animal model
Thalidomide (multiple myeloma) Case report / Animal model

Epigenetic Decitabine (AML) Animal model

modifications Valproic acid (epilepsy) Animal model immunomodulator
Vorinostat (T-cell lymphoma) Animal model

Cell-cell interaction | Aspirin (CVD prevention) Animal model |_-
Heparin (VTE) Animal model
Warfarin (embolisation) Human trial / Animal model eticktoeditURL.com

Plerixafor (stem cell mobilization) Animal model
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THE EFFECT OF NON-STEROIDAL ANTI-INFLAMMATORY DRUGS ON OSTEOSARCOMA CELLS
Joseph Elsissy’: Lee M. Zuckerman'; Nading L. Willams'; Troy G. Shields": Saied Mirshahid

'Orthopaedic Surgery, Loma Linda University Medical Center, Loma Linda, CA, USA; ‘Blospecimen Laboralory,
Loma Linda Universily Medcal Center, Loma Linda, CA, USA

» USA, preclinico

» Ketorolac e indometacina inducono apoptosi
in cell OS nel topo




Conclusions
Drug repurposing: COFFE + ASPIRIN
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Luca Coccoli

UO Oncoematologia Pediatrica
AOUP Pisa Dir. G Casazza
CROP Toscana Dir. C. Favre
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Pisa, 4-56 aprile 2019 Sroup}>

La citta di Pisa & lieta di ospitare la XXIlI
Riunione Annuale dell'ltalian Sarcoma Group,
importante evento scientifico-culturale di
confronto multidisciplinare fra i vari specialisti
esperti della cura dei sarcomi (anatomo
patologi, chirurghi, radiologi, radioterapisti,
oncologi medici, psicologi, biologi....) al fine
di approfondire la conoscenza, di analizzare
i protocolli di studio attualmente in uso e di
discutere circa nuove soluzioni diagnostiche e
terapeutiche in tale campo.

La Sessione Educazionale del primo giorno
avra come obiettivo la divulgazione del
sapere su queste neoplasie soprattutto fra
i medici in formazione e gli specializzandi
che rappresentano il futuro dell’Associazione
e ai quali & doveroso trasmettere lo stesso
orgoglio di appartenenza.

PROGRAMMA
4 aprile 2019
18:00 Sessione Educazionale
5 aprile 2019
g—g%g Sessioni Scientifiche
20:30 Cena Sociale
SEDE

San Ranieri Hotel Pisa
Via Filippo Mazzei, 2 - Pisa

ISCRIZIONE

Liscrizione & gratuita previa registrazione
OBBLIGATORIA. Per iscriversi & necessario
compilare la Scheda di Iscrizione presente
nel sito:
http://www.italiansarcomagmufa.org/

ed inviarla via mail o fax alla segreteria
organizzativa, che confermera le iscrizioni
accettate.

CENA SOCIALE 5 aprile 2019

Liscrizione alla Cena Sociale & gratuita previa
registrazione OBBLIGATORIA. Per iscriversi &
necessario compilare la Scheda di Iscrizione
presente nel sito:
http://www.italiansarcomagroup.org/

ed inviarla via mail o fax alla segreteria
organizzativa, che confermera le iscrizioni
accettate.

SEGRETERIA

ORGANIZZATIVA A ) *\ 7 (=)

E v E N T
Via G. di Vittorio 2 — 40057 Cadriano di Granarolo E. (BO)
Tel. +39 051 19936165 — Fax + 39 051 19936705

segreteria@adarteventi.com - www.adarteventi.com

~.f

Ampio spazio verra dedicato alle Associazioni
di pazienti perché una diagnosi di sarcoma
non ha solo ricadute fisiche e psicologiche
sulla persona: ci sono conseguenze pratiche,
logistiche, economiche e giuridiche, che il
paziente deve conoscere per gestire al meglio
il proprio percorso di guarigione e la rete di
relazioni personali e professionali al fine di
mantenere una qualita di vita rispettosa della
dignita umana e della sua routine familiare

Ti invitiamo a prendere parte all'evento perché
anche la tua partecipazione & fondamentale
per il proseguo del commino intrapreso da ISG.

Arrivederci a Pisa

Rodolfo Capanna
6 aprile 2019
13:00 Sessioni Scientifiche
HOTEL

La Segreteria Organizzativa, ha opzionato
camere presso la sede del Congresso a
tariffe convenzionate.

« Camera DUS Superior colazione inclusa
€ 120,00 IVA inclusa a camera al giorno

« Camera Doppia Superior colazione inclusa
€ 130,00 IVA inclusa a camera al giorno

Suggeriamo di effettuare la prenotazione
alberghiera con ampio anticipo.

Per effettuare la prenotazione alberghiera &
necessario compilare la Scheda di Iscrizione
presente nel sito:
http://www.italiansarcomagroup.org/

ed inviarla via e-mail o fax alla segreteria
organizzativa, che confermera la prenotazione
in base alla disponibilita.

ECM - Educazione Continua in Medicina
L'evento sara accreditato
ECM dal Provider MEDa

per le seguenti figure professionali:
Psicologi, Biologi, Farmacisti, Medici (tutte
le discipline) ed Infermieri.

Obiettivi formativi tecnico professionali
della Riunione sono: Linee guida, Protocolli
e Procedure

..arrivederci a Pisa e..

Cod. VIII_03 - Stampato Novembre 2018




32ND ANNUAL MEETING OF THE

EUROPEAN MUSCULO
SKELETAL ONCOLOGY SOCIETY

20 EMSOS NURSE AND ALLIED PROFESSIONS GROUP MEETING
FLORENCE ITALY - MAY 15 - 17 2019

PROGRAMME

MAIN TOPICS

New Technologies in Orthopaedic Oncology
New drugs in Sarcoma Therapy: new agents, target therapies, immunotherapy
New drugs in Tumor Like disease
New strategies in Radiationtherapy
Advances in Imaging Technology
Computer assisted surgery and Robotics
Custom-Made Prosthesis and Devices
Patient Specific Instruments
Paediatric Orthopaedic Oncology
Lenghtening prostheses and devices
Spine and Sacral Tumors
Infections: new strategies in prevention and treatment
Implant coatings
. .
Mininvasive Thera pies in Orthopaed ic O ncology ..d’ nUOVO a F’renze!
New devices after amputations

"Salvage of Limb Salvage”




