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CCUURE 3 I OGENEITY

Limited Less attractive
preclinical / clinical / epidemiological for the industry
(expecially for agents

data already approved in other indications)

R unfeasible Less funding

Lower level Regqulatory issues

of the available evidence
Larger degree of uncertainty Few (sponsored) prospective clinical studies
in clinical decision

Inconsistency Few treatments available Few approved drugs

in pt care and
Pt discrimination Off-label
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TABLE 1. List of Ultra-Rare Soft Tissue Sarcomas |dentified Based on Incidence and of Ultra-Rare Soft Tissue

. TABLE 2. List of Ultra-Rare Bone Sarcomas |dentified Based on Incidence and Based on Expert Consensus
Sarcomas ldentified on Expert Consensus Only

Only

Incidence Based on Population-Based Registries (RARECARENet EU, Asla,
METSARC)

WHO (Soft Tissue and Bone Tumors, Gynecologic, Head
and Neck, Hematologic)®

Incidence Based on Population-Based Registries (RARECARENet EU, Asla, NETSARC) WHO*

Adamantinoma

Angiosarcoma of bone
Chondrosancoma, clear cell
Chondrosarcoma, dedifferentiated

Adult fibrosarcoma

Ahsolar rhabdomyosarcoma

Alveolar soft part sarcoma

Angiomatoid fibrous histioocytoma

Clear cell sarcoma

Desmoplastic small round cell tumor

Ectomesenchymoma

Embryonal rhabdomyosarcoma

Embryonal sarcoma of the lver

Endometrial stromal sarcomsa High-grade BCOR-reamanged endometrial stromal sarcoma
High-grade YWHAE-rearmanged endometrial stromal sarcoma

Chondrosarcoma, periosteal
Chordoma, conventional
Chordoma, dedifferentiated
Chordoma, poorly-differentiated
Epithelioid hemangioendathelioma of bone
Fibrosarcoma of bone
Leiomyosarcoma of bone
Low-grade central ostecsarcoma
Malignancy in giant cell tumor of bonefgiant cell tumor of bone, malignant
Mesenchymal chondrosarcoma
Ostecsarcoma, parcsieal
Ostecsarcoma, periosteal
(Ostecsarcoma, high-grade surface
Undifferentiated high-grade plecmorphic sarcoma of the bone

Endometrial stromal sarcoma, kow grade

Epithelioid sarcoma

Extrarenal malignant rhabdoid tumor

Extrackelstal Ewing sarcoma

Exi myxoid chondrosarcoma

Extraskeletal ostecsarcoma

Fibroblastic reticular cell tumor

Follicular dendsitic cell sarcoma

Giant cell tumor of soft tissues

Hemangioendothelioma, composite

Hemangioendothelioma, epithelioid

Hemangioendothelioma, pssudomyogenic

Hemangioendothelioma, retiform

Histiocytic sarcoma

Infantile fibrosarcoma

Inflammatory myofibroblastic tumor

Interdigitating dendritic cell sarcoma Indeterminate dendritic cell tumar
Interdigitating dendritic call sarcoma

Rhabdomyosarcoma of the bone

CIC-rearranged sarcoma

Round cell sarcoma with EWSA 1-non-ETS fusions
‘Sarcoma with BCOR genetic alterations

Intimal sarcoma

Langerhans cell sancoms

Low-grade fibromy=oid sarcoma

Low-grade myofibroblastic sarcoma

Malignant glomus tumor

Malignant granular cell tumaor

Malignant myoepithelioma/myoepithelial carcinoma

Malignant tencsynovial giant cell tumor

Mywoinflammatory fibroblastic sarcoma

Ossifying fibromy:xoid tumor, malignant

Papillary intralymphatic angicendothelioma

PEComa, excluding nonepithelioid angiomyolipoma

Phyllodes tumor, malignant

Phosphaturic mesenchymal tumnar, malignant

Fleomorphic liposarcoma

Pleomorphic: rhabdomyosarcoma

Round cell sarcoma/Ewing-like sarcoma CIC-rearranged sarcoma
Round cell sarcoma with EWSRT-non-ETS fusions
Sarcoma with BOOR genetic alterations

Sclerosing epithelioid fibrosarcoma

Spindle cell'sclenosing rhabdomyosarcoma

Biphenotypic sinonasal sarcoma

Inflammatory leiomyosarcoma

Malignant melanotic nerve sheath tumor

Metastasizing leiomyoma

Myxoid pleomonphic liposarcoma

NTRK-rearranged spindle cell sarcoma (emerging)

Stacchiotti S et al, Cancer 2021



soft tissue, 56 types bone, 22 types
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EMA AND EORTC SOFT TISSUE AND BONE SARCOMA WORKSHOP

How can we develop new treatments
in ultra-rare sarcomas, as a model
for ultra-rare tumours?

12 January 2024
Hybrid meeting - EMA (meeting room 2A), Amsterdam and virtual

Background and objectives

The European Medicines Agency (EMA) and the European Organisation of Research and Treatment of
Cancer (EORTC) are organising a workshop on soft tissue and bone sarcoma specifically addressing the
question on how we can develop new treatments in ultra-rare sarcomas, as a model for ultra-rare
tumours. This workshop will bring together academia, learned societies, patients, non-profit organisation,
medicines regulators to explore dinical and scientific aspects related to the development of medicines for
ultra-rare cancers focusing on methodological aspects of clinical studies (such as the use of master
protocols), repurposing medicines, and the use of retrospective and real-world data, and prospective
registries for further data collection.

The aims of the workshop are to:

. Discuss points to consider for developing rare cancer medicines using ultra-rare soft
tissue and bone sarcomas as examp

. Facilitate interactions among relevant stakeholders aiming at intemation laboration;

- Explore a framework for regul
EMA.

ar meetings between the adult sarcoma community and



How can we develop new treatments in ultra-rare Panel Discussion
2: How to k for ultra rare sarcomas?

sarcomas, as a model for ultra-rare tumours? Moderator: Silvia Stacchiotti (EORTC), Fierre Demolls (EMA)

Experience from ACCELERATE for the Panel discussion -
Chaired by Fierre Demalis and Silvia Stacchiotti Teresa De Rojas, Scientific Coordinator ACCELERATE

Al speakers with additional panellists:

3y and Rare Cancers, FDA
o . How to collect retrospective data to be used for the development of 15° :
10:45 Joining and technical checks new for ult

1g Cancer
Anna Maria Frezza, Department of Medical Oncology, IRCCS Fondazione Istituto Nazionale 7
Tumari, Italy
Judith Bovee, Professar of Pathology of bone- and soft tissue tumers, NL
Welcome

Repurposing of old drugs in new ultra-rare indication: example of Closing Remarks

Sirolimus in EHE

Pan Pantziarka, Anti-Cancer Fund, Belgium Take home message and conclusions
Introduction and meeting objectives Sandrine Marreaud, EORTC Silvia Stacchiolti (EORTC) and Pierre Demailis (EMA)

Harald Enzm (o of the CHMP, EMA)

a Stacchiolti (EORTC) and Pierr moiis FEMA) Prospective studies in ultra-rare sarcomas: nab-sirolimus in PEComa as an 10"
example

Andrew Wagner, Associate Professor, Medicine, Harvard Medical School and Senior
1: Background Physiciarn, Adult Oncology, Dana-Farber Cancer Institute, US End of meeting

A prospective master protocol / pl to conduct

EMA regulatory framework for rare disease 15' te single-arm studies in ult

Raif Herold, Head of work stream Regulatory Science and Academia (ad interim), EMA real world data for external comparisons
Lorenzo DAmbrosio, Department of Oncology, San Luigi df Orbassano, Italy
Gautier Bouche, Anti-Cancer Fund, Belgium

Ultra-rare sarcoma: major challenges and opportunities Saskia Litiere, EORTC

the patient perspective

Hugh Leonard, Epithefio it i (EHE) Rare Cancer Charity, UK

Josh Sommer, Chordoma Foundation, US

Prospective registries
Annalisa Trama, Fondazione IRCCS Istituto Nazionale Tumori, Ttaly

Coffee Break

Ultra-rare tumours: major challenges and apportunities,
the EORTC perspective
Denis Lacombe, Chief Executive Officer, FORTC

15:15 ion 2: How to k for ultra rare sarcomas?
(continued)

Generating the right data: randamized or not;
observational or prospective

Kit Roes, chair of the EMA Methadology Warking Party NCT childhood Cancer Dintn Inkintives bl

Brigitte Widemann, Chief of the NCI Center for Cancer Research Pediatric Oncology
Branch and special Advisor on Chifdhood Cancer to the NCT Director, US
Lessons learned from compassionate use program

Walerie Denux, Director of Europe and Innovation, ANSM
FDA perspecti &S ON rare cancer dl.welopmenl
Caitlin Tydings, FDA

Lunch Break

EMA and EORTC soft tissue and bane sarcoma workshop
4

EMA and EORTC soft tissue and bone sarcoma waorkshop EMA and EORTC soft tissue and bone sarcoma workshop
2 3




How can we develop new treatments in ultra-rare Panel Discussion
2: How to k for ultra rare sarcomas?

sarcomas, as a model for ultra-rare tumours? Moderator: Silvia Stacchiotti (EORTC), Fierre Demolls (EMA)

Experience from ACCELERATE for the Panel discussion -
Chaired by Fierre Demalis and Silvia Stacchiotti Teresa De Rojas, Scientific Coordinator ACCELERATE

Al speakers with additional panellists:

3y and Rare Cancers, FDA
o . How to collect retrospective data to be used for the development of 15° :
10:45 Joining and technical checks new for ult

1g Cancer
Anna Maria Frezza, Department of Medical Oncology, IRCCS Fondazione Istituto Nazionale 7
Tumari, Italy
Judith Bovee, Professar of Pathology of bone- and soft tissue tumers, NL
Welcome

Repurposing of old drugs in new ultra-rare indication: example of Closing Remarks

Sirolimus in EHE

Pan Pantziarka, Anti-Cancer Fund, Belgium Take home message and conclusions
Introduction and meeting objectives Sandrine Marreaud, EORTC Silvia Stacchiolti (EORTC) and Pierre Demailis (EMA)

Harald Enzm (o of the CHMP, EMA)

a Stacchiolti (EORTC) and Pierr moiis FEMA) Prospective studies in ultra-rare sarcomas: nab-sirolimus in PEComa as an 10"
example

Andrew Wagner, Associate Professor, Medicine, Harvard Medical School and Senior
1: Background Physiciarn, Adult Oncology, Dana-Farber Cancer Institute, US End of meeting

A prospective master protocol / pl to conduct

EMA regulatory framework for rare disease 15' te single-arm studies in ult

Raif Herold, Head of work stream Regulatory Science and Academia (ad interim), EMA real world data for external comparisons
Lorenzo DAmbrosio, Department of Oncology, San Luigi df Orbassano, Italy
Gautier Bouche, Anti-Cancer Fund, Belgium

Ultra-rare sarcoma: major challenges and opportunities Saskia Litiere, EORTC

the patient perspective

Hugh Leonard, Epithefio it i (EHE) Rare Cancer Charity, UK

Josh Sommer, Chordoma Foundation, US

Prospective registries
Annalisa Trama, Fondazione IRCCS Istituto Nazionale Tumori, Ttaly

Coffee Break

Ultra-rare tumours: major challenges and apportunities,
the EORTC perspective
Denis Lacombe, Chief Executive Officer, FORTC

15:15 ion 2: How to k for ultra rare sarcomas?
(continued)

Generating the right data: randamized or not;
observational or prospective

Kit Roes, chair of the EMA Methadology Warking Party NCT childhood Cancer Dintn Inkintives bl

Brigitte Widemann, Chief of the NCI Center for Cancer Research Pediatric Oncology
Branch and special Advisor on Chifdhood Cancer to the NCT Director, US
Lessons learned from compassionate use program

Walerie Denux, Director of Europe and Innovation, ANSM
FDA perspecti &S ON rare cancer dl.welopmenl
Caitlin Tydings, FDA

Lunch Break

EMA and EORTC soft tissue and bane sarcoma workshop
4

EMA and EORTC soft tissue and bone sarcoma waorkshop EMA and EORTC soft tissue and bone sarcoma workshop
2 3




How can we develop new treatments in ultra-rare Panel Discussion
2: How to k for ultra rare sarcomas?

sarcomas, as a model for ultra-rare tumours? Moderator: Silvia Stacchiotti (EORTC), Fierre Demolls (EMA)

Experience from ACCELERATE for the Panel discussion -
Chaired by Fierre Demalis and Silvia Stacchiotti Teresa De Rojas, Scientific Coordinator ACCELERATE

Al speakers with additional panellists:

3y and Rare Cancers, FDA
o . How to collect retrospective data to be used for the development of 15° :
10:45 Joining and technical checks new for ult

1g Cancer
Anna Maria Frezza, Department of Medical Oncology, IRCCS Fondazione Istituto Nazionale 7
Tumari, Italy
Judith Bovee, Professar of Pathology of bone- and soft tissue tumers, NL
Welcome

Repurposing of old drugs in new ultra-rare indication: example of Closing Remarks

Sirolimus in EHE

Pan Pantziarka, Anti-Cancer Fund, Belgium Take home message and conclusions
Introduction and meeting objectives Sandrine Marreaud, EORTC Silvia Stacchiolti (EORTC) and Pierre Demailis (EMA)

Harald Enzm (o of the CHMP, EMA)

a Stacchiolti (EORTC) and Pierr moiis FEMA) Prospective studies in ultra-rare sarcomas: nab-sirolimus in PEComa as an 10"
example

Andrew Wagner, Associate Professor, Medicine, Harvard Medical School and Senior
1: Background Physiciarn, Adult Oncology, Dana-Farber Cancer Institute, US End of meeting

A prospective master protocol / pl to conduct

EMA regulatory framework for rare disease 15' te single-arm studies in ult

Raif Herold, Head of work stream Regulatory Science and Academia (ad interim), EMA real world data for external comparisons
Lorenzo DAmbrosio, Department of Oncology, San Luigi df Orbassano, Italy
Gautier Bouche, Anti-Cancer Fund, Belgium

Ultra-rare sarcoma: major challenges and opportunities Saskia Litiere, EORTC

the patient perspective

Hugh Leonard, Epithefio it i (EHE) Rare Cancer Charity, UK

Josh Sommer, Chordoma Foundation, US

Prospective registries
Annalisa Trama, Fondazione IRCCS Istituto Nazionale Tumori, Ttaly

Coffee Break

Ultra-rare tumours: major challenges and apportunities,
the EORTC perspective
Denis Lacombe, Chief Executive Officer, FORTC

15:15 ion 2: How to k for ultra rare sarcomas?
(continued)

Generating the right data: randamized or not;
observational or prospective

Kit Roes, chair of the EMA Methadology Warking Party NCT childhood Cancer Dintn Inkintives bl

Brigitte Widemann, Chief of the NCI Center for Cancer Research Pediatric Oncology
Branch and special Advisor on Chifdhood Cancer to the NCT Director, US
Lessons learned from compassionate use program

Walerie Denux, Director of Europe and Innovation, ANSM
FDA perspecti &S ON rare cancer dl.welopmenl
Caitlin Tydings, FDA

Lunch Break

EMA and EORTC soft tissue and bane sarcoma workshop
4

EMA and EORTC soft tissue and bone sarcoma waorkshop EMA and EORTC soft tissue and bone sarcoma workshop
2 3




How can we develop new treatments in ultra-rare Panel Discussion
2: How to k for ultra rare sarcomas?

sarcomas, as a model for ultra-rare tumours? Moderator: Silvia Stacchiotti (EORTC), Fierre Demolls (EMA)

Experience from ACCELERATE for the Panel discussion -
Chaired by Fierre Demalis and Silvia Stacchiotti Teresa De Rojas, Scientific Coordinator ACCELERATE

Al speakers with additional panellists:

3y and Rare Cancers, FDA
o . How to collect retrospective data to be used for the development of 15° :
10:45 Joining and technical checks new for ult

1g Cancer
Anna Maria Frezza, Department of Medical Oncology, IRCCS Fondazione Istituto Nazionale 7
Tumari, Italy
Judith Bovee, Professar of Pathology of bone- and soft tissue tumers, NL
Welcome

Repurposing of old drugs in new ultra-rare indication: example of Closing Remarks

Sirolimus in EHE

Pan Pantziarka, Anti-Cancer Fund, Belgium Take home message and conclusions
Introduction and meeting objectives Sandrine Marreaud, EORTC Silvia Stacchiolti (EORTC) and Pierre Demailis (EMA)

Harald Enzm (o of the CHMP, EMA)

a Stacchiolti (EORTC) and Pierr moiis FEMA) Prospective studies in ultra-rare sarcomas: nab-sirolimus in PEComa as an 10"
example

Andrew Wagner, Associate Professor, Medicine, Harvard Medical School and Senior
1: Background Physiciarn, Adult Oncology, Dana-Farber Cancer Institute, US End of meeting

A prospective master protocol / pl to conduct

EMA regulatory framework for rare disease 15' te single-arm studies in ult

Raif Herold, Head of work stream Regulatory Science and Academia (ad interim), EMA real world data for external comparisons
Lorenzo DAmbrosio, Department of Oncology, San Luigi df Orbassano, Italy
Gautier Bouche, Anti-Cancer Fund, Belgium

Ultra-rare sarcoma: major challenges and opportunities Saskia Litiere, EORTC

the patient perspective

Hugh Leonard, Epithefio it i (EHE) Rare Cancer Charity, UK

Josh Sommer, Chordoma Foundation, US

Prospective registries
Annalisa Trama, Fondazione IRCCS Istituto Nazionale Tumori, Ttaly

Coffee Break

Ultra-rare tumours: major challenges and apportunities,
the EORTC perspective
Denis Lacombe, Chief Executive Officer, FORTC

15:15 ion 2: How to k for ultra rare sarcomas?
(continued)

Generating the right data: randamized or not;
observational or prospective

Kit Roes, chair of the EMA Methadology Warking Party NCT childhood Cancer Dintn Inkintives bl

Brigitte Widemann, Chief of the NCI Center for Cancer Research Pediatric Oncology
Branch and special Advisor on Chifdhood Cancer to the NCT Director, US
Lessons learned from compassionate use program

Walerie Denux, Director of Europe and Innovation, ANSM
FDA perspecti &S ON rare cancer dl.welopmenl
Caitlin Tydings, FDA

Lunch Break

EMA and EORTC soft tissue and bane sarcoma workshop
4

EMA and EORTC soft tissue and bone sarcoma waorkshop EMA and EORTC soft tissue and bone sarcoma workshop
2 3




How can we develop new treatments in ultra-rare Panel Discussion
2: How to k for ultra rare sarcomas?

sarcomas, as a model for ultra-rare tumours? Moderator: Silvia Stacchiotti (EORTC), Fierre Demolls (EMA)

Experience from ACCELERATE for the Panel discussion -
Chaired by Fierre Demalis and Silvia Stacchiotti Teresa De Rojas, Scientific Coordinator ACCELERATE

Al speakers with additional panellists:

3y and Rare Cancers, FDA
o . How to collect retrospective data to be used for the development of 15° :
10:45 Joining and technical checks new for ult

1g Cancer
Anna Maria Frezza, Department of Medical Oncology, IRCCS Fondazione Istituto Nazionale 7
Tumari, Italy
Judith Bovee, Professar of Pathology of bone- and soft tissue tumers, NL
Welcome

Repurposing of old drugs in new ultra-rare indication: example of Closing Remarks

Sirolimus in EHE

Pan Pantziarka, Anti-Cancer Fund, Belgium Take home message and conclusions
Introduction and meeting objectives Sandrine Marreaud, EORTC Silvia Stacchiolti (EORTC) and Pierre Demailis (EMA)

Harald Enzm (o of the CHMP, EMA)

a Stacchiolti (EORTC) and Pierr moiis FEMA) Prospective studies in ultra-rare sarcomas: nab-sirolimus in PEComa as an 10"
example

Andrew Wagner, Associate Professor, Medicine, Harvard Medical School and Senior
1: Background Physiciarn, Adult Oncology, Dana-Farber Cancer Institute, US End of meeting

A prospective master protocol / pl to conduct

EMA regulatory framework for rare disease 15' te single-arm studies in ult

Raif Herold, Head of work stream Regulatory Science and Academia (ad interim), EMA real world data for external comparisons
Lorenzo DAmbrosio, Department of Oncology, San Luigi df Orbassano, Italy
Gautier Bouche, Anti-Cancer Fund, Belgium

Ultra-rare sarcoma: major challenges and opportunities Saskia Litiere, EORTC

the patient perspective

Hugh Leonard, Epithefio it i (EHE) Rare Cancer Charity, UK

Josh Sommer, Chordoma Foundation, US

Prospective registries
Annalisa Trama, Fondazione IRCCS Istituto Nazionale Tumori, Ttaly

Coffee Break

Ultra-rare tumours: major challenges and apportunities,
the EORTC perspective
Denis Lacombe, Chief Executive Officer, FORTC

15:15 ion 2: How to k for ultra rare sarcomas?
(continued)

Generating the right data: randamized or not;
observational or prospective

Kit Roes, chair of the EMA Methadology Warking Party NCT childhood Cancer Dintn Inkintives bl

Brigitte Widemann, Chief of the NCI Center for Cancer Research Pediatric Oncology
Branch and special Advisor on Chifdhood Cancer to the NCT Director, US
Lessons learned from compassionate use program

Walerie Denux, Director of Europe and Innovation, ANSM
FDA perspecti &S ON rare cancer dl.welopmenl
Caitlin Tydings, FDA

Lunch Break

EMA and EORTC soft tissue and bane sarcoma workshop
4

EMA and EORTC soft tissue and bone sarcoma waorkshop EMA and EORTC soft tissue and bone sarcoma workshop
2 3




Pushing Ultra Rare Sarcoma towards Hope
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