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Rare Disease Definition

= Rare Disease Act of 2002 (HR 4013)
affects < 200,000 persons in the US
(<.07% of US population)

~"* | European Commission on Public Health

=++ "life-threatening or chronically debilitating diseases which are
of such low prevalence that special combined efforts are
needed to address them.”

low prevalence: < 5/ 10,000 in the community
(< .05% of the overall population)
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——— rare disease: < 200,000 persons in the US

Cancer In children & adolecents  <2oyearsofage
12,400 affected / year o ks s

Malignancies of the bone

e average annual incidence rate 8.7 per million
e about 6% of childhood cancer

NMA400 osteosarcoma

+ 200 Ewing’s sarcoma.
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.+ rare disease: <5 /10,000

Osteosarcoma &=
A(E years) incidence/10,000/vear
5-9 024
10-14 .068
15-19 .084
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Osteosarcoma

Trial participation

e yOuNng patients

* high grade central OS
* NO primary mets

|e extremity primaries
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Recent Multiinstitutional Osteosarcoma Studies

reCFUItment Reference

e POG/CCG-INT0133 662 4.0years 166/year  Meyers, 3 ciin oncol 200588
=[]

¢ é’%&ﬁqﬂ‘ 497 93 years 53/year Lewis, J Natl Cancer Inst 2007
(M E d
e COSS-96 4472 5.5 vyears 80/year  kemptBielack, sIOP 2008
e~ e
e SFOP-94 234 7 O years 33/year Le Deley, Eur J Cancer 2007
'
e SSG/ISG-I 181 3 5 years 52/year Ferrari, J Clin Oncol 2005
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Osteosarcoma s year survival
Perfect Future
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Osteosarcoma

Reality

e Similar Regimens
(AP) - MAP- (MAPI)

e Similar Results
* Progress Slow

Osteosarcoma: 5-year survival rates

Bone tumours in European children and adolescents,
; 0_ 1978-1997. Report from the Automated Childhood
Cancer Information System project
C.A. Stiller*, S.5. Bielack", G. Jundt’, E. Steliarova-Foucher"
LUROPEAN JOURNAL OF CANCER 42 (2006) 2124 2135
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Osteosarcoma: Response & Survival

good (n=734)

Uberleben

73.4% (se 2%

47.2% e
poor (n=586)

p<.0001
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Osicosareons _
B Salvage-Question
' Statistics

3 a EFS: good » 75%
poor » 50%
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N Statistics

EEEEEEE

poor » 50%

Significance 5%
Power 80%
50% 60%
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A Salvage-Question
0 Statistics

poor » 50%

50% 60%

needed: £ 700 poor responders
+ 1400 patients
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Multiinstitutional Osteosarcoma Groups

& Salvage Question
recruitment study duration

« COG  166nea 8.4 years

* 2K
N
7

POG/CCG-INT0133
) Meyers et al, J Clin Oncol 2005&8
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Multiinstitutional Osteosarcoma Groups

& Salvage Question

recruitment study duration
e COG 166/year 8.4 years
e COSS 801year 1/7.5 years
e i e

COSS-96

A & Kempf-Bielack et al, SIOP 2008




Multiinstitutional Osteosarcoma Groups

& Salvage Question

recruitment study duration
e COG 166/year 8.4 years
e COSS 80/year 17.5 years
e EQOI 53/year 26.4 yearS
st~ §
EOI-80931

%115, | Lewis, J Natl Cancer Inst 2007




Multiinstitutional Osteosarcoma Groups

& Salvage Question

recruitment study duration
e COG 166/year 8.4 years
e COSS 80/year 17.5 years
« EOI 53/year 26.4 years
e SSG/ISG  524ea 26.9 years
L H-E=R =
SSG/ISG-|

1, | Ferrarietal, J Clin Oncol 2005
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Multiinstitutional Osteosarcoma Groups
& Salvage Question

recruitment study duration
e COG 166/year 8.4 years
e COSS 80/year 17.5 years
« EOI 53/year 26.4 years
e« SSG/ISG 52/year 26.9 years
e SFOP N 33jea 42.4 years
SFOP-94

Ll ’ Le Deley et al, Eur J Cancer 2007
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Osteosarcoma: Increased recruitment

e Include adults too
(challenging)

* include high grade surface OS
(few)

* Include resectable axial primaries
(few)

* include resectable primary mets
(10-15%)
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Osteosarcoma: Increased recruitment

* include adults too
(challenging)

* include high grade surface OS
(few)

* include resectable axial primaries
(few)

* include resectable primary mets
(10-15%)
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Salvage guestion:
International, intergroup
collaboration necessary

i)
= Klinikum Stuttgart}




Intergroup collaboration

Caveats

e INntergroup compromizes necessary
e additional infrastructure requirements
e more committees & agencies to please

 “worst” national regulation may apply for all
* no uniform funding
e less glory / investigator
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Intergroup collaboration
Pro's

* Increased recruitment

=> quicker answers

=> potential to address more questions
e Synergy

- multiple areas of expertise

- rapid knowledge exchange

- * Stronger “lobbying” power




Pan-European/American Cooperation

EURAMOS / AOST 0331
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583 million

8.7% of world population
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osteosarcoma incidence
ca. 2-3/ mio/ year
ca. 50% eligible (approx. / 30 /year)
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EU-Clinical Trials
Directive EC 2001/20
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=URAMOS Recruitrnent as of August 31, 2008
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—URANMOS Rrecruitrment as of Auqgust 31, 2008




AOST 0331

EURAMOS

Couniry-specific Recruitrment as of August 31, 200
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Support of Participating Centers

e Monitoring

e Training

e Lobbying
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