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DAY 2 — SUNDAY February 4, 2018 (Room Foscolo)

08:30 — 10:00
(80)

Sarcoma subtypes in children, teens and young adults:
- Short profiles of the relevant subtypes (Osteosarcoma and Ewing sarcoma)
- Challenges of patients, parents and medical experts

Speaker: Uta Dirksen (GER)

Interview with Sami Sandakly (FR) and Angelika Sandakly (FR)
(Patient and parents perspective)
Speaker: Winette van der Graaf (UK/NL)

Moderator: Kathrnin Schuster (GER)

10:00-1030 COFFEE BREAK(30min)in GAZEBO

Dirksen
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Sarcoma subtypes in children, teens and young adults




Osteosarcoma

Site: Extremity:Axial 9:1
Metaphysis

Sex: M>F

Age: TYA & Senium

Race: All

Metastases: 20% at diagnosis

Lung:Bone 8:1




Osteosarcoma
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Ewing Sarcoma

Sites: All bones
Diaphysis

Sex: M>F

Age: TYA

Race: Caucasian

Metastases: 20% at diagnosis

Bone, lung, bone marrow

Soft Tissue 15%

Bone 85%



Ewing Sarcoma
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Ewing Sarcoma

Surgery High dose

1 year

12 Dirksen
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Bone sarcoma - surgery

Endoprosthesis  Rotation plasty

Amputation




Rhabdomyosarcoma
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Rhabdomyosarcoma
Initial Loctx?
Chemo : Chemo
Surgery therapy Surgery Radiotherapy therany
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Table 1. Risk Factors Identified by the COG, Oberlin, and EpSSG

Oberlin Risk Factors ' Clinicomolecular Risk Score’
Relative TNM stage/fusion 5-year
COG Risk Assignment Prognostic factor risk status/age OS (%)
Low eRMSI (FOXO1 negative): Age, years CMG 1: 92
stage 1, group Il Favorable, 1-9 ]l stages | and ll/fusion
stage 1, group llI (orbital) Unfavorable <1 or= 10 1.6 negative/any age;
stage 2, group | stages | and II/PAX7-
stage 2, group Il FOXO1/any age;

stage III/PAX7-FOXO1/
favorable age

Intermediate eRMS: Site CMG 2: 65
stage 1, group Il (nonorbital) Favorable: 1 stage ll/fusion
stage 3, group /Il Orbital negative/any age;
stage 2/3, group Il Non-PM PM stage | and II/PAX3-
stage 4, group IV (<10 Bladder/prostate FOXO1/any age
years old) Paratesticular/vaginal
aRMS: Unfavorable: 1.4
stage 1-3, group I-llI Limbs
Other
High eRMS: Bone or bone marrow CMG 3:
stage 4, group IV (>10 years  involvement: stage II/PAX3-
old) Yes 1 FOXO1/any age;
aRMS: No 1.4 stage |V/fusion negative
stage 4, group IV or PAX7-
FOXO1/favorable age
Number of metastatic sites: CMG 4: 14
<2 1 stage |V/fusion negative
23 1.4 or PAX7-

FOXO1/unfavorable age;
stage IV/IPAX3-
FOXO1/any age

Abbreviations: CMG, clinical molecular risk scores; COG, Children’s Oncology Group; OS, overall survival; TNM, tumor, node,
metastasis.

Pappo, Dirksen JCO, 2018



Risk Stratification

Including FOXO1 Fusion Status

Low Risk

Risk Group
Definition
“D" series
(1997-2004)
(age <21)

ARST series
(2004-2008)
(age <50)

Low
D9602: (ERMS only)
Stage 1,Grp l/ll, N; Grp I N,
Stage 1,Grp Ill, N, N, Ny;
Stage 2, Grp |, N, N,, and
Stage 2, Grp II, Ny, N,;
Stage 3, Grp I/Il, Ng,N,,N,

ARST0331: (ERMS only)
Stage 1,Grp l/ll, Ny;

Stage 1,Grp IlI, Ny, N,;

Stage 2, Grp I, Ny, N,, & Grp I;
Stage 3, Grp I/l

Risk Group Assignment
Intermediate
D9803
Stage 1-3, Grp I-Ill ARMS;
Stage 2-3, Grp lll ERMS;
Stage 4, Grp IV ERMS <10 yrs

ARST0531
Stage 2/3, Grp Il ERMS
Stage 1-3, Grp |-l ARMS

High
D9802

Stage 4, Grp |V, except ERMS
<10 yrs old

ARST0431
Stage 4, Grp IV

. Intermediate Risk

Overall
(n=1853)
EFS 67+ 01

|

i . Group 1,2,3
High Risk (n=1624)
EFS 73101
1 |
Favorable Unfavorable

FOX01-*
(n=706)
EFS 841 .02

h‘7

Group 1 /éroup 23
= (n=453)
e E:) EFS 80+ .02

Site
(n=878)
EFS 65402

FOX01-
(n=605)
EFS 70+ .02

>5cm
(n=362)
EFS 65+ .03

Group 4
(n=229)
EFS.264.03

[ /

Embryonal

(n=98)

EFS 471 .06

Alveolar
(n=131)
EFS 114 .03

EFS.32+.08

No Bone Bone
Metastases  Metastases
(n=48) in=85)
EFS .22+ .06 EFS .05 .02

Low risk-defined as >=90% EFS

Intermediate risk-defined as <90% and >40% EFS

High risk-defined as < 40% EFS

FE



Probability

Event free survival by risk stratification

D-Series

ARST-Series

~— High
== Intermediate
o Low

Probability

Probability

0.0
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New stratification

~ High
= = Intermediate P < 0.0001
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Late effects
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