The Burden of MM Is Growing
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1st Generation Novel Agents 2" Generation Novel Therapies/ Immunotherapy
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Survival improvement

Where we come from... ...where we are now
Median age 61 Median age 56 years
Median OS with MP: Median OS with bortezomib-thalidomide and ASCT:
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Myeloma Trialists’ Collaborative Rosinol Dachs L, et al. ASH 2018, abstract Tacchetti P, et al. ASH 2018, abstract 125,
Group. Journal of Clinical Oncology 126, oral presentation. oral presentation.
1998;16:3832.

OS, overall survival; CCT, combination chemotherapy; M, melphalan; P, prednisone; V, bortezomib; T, thalidomide; D, dexamethasone; ASCT, autologous stem-cell

transplantation



Mieloma Multiplo
- Costante incremento, nuovi 4.000 nuovi casi anno in Italia
- Aumento sopravvivenza da 2 a 10 anni
- Non guarigione
Immunoterapia nuova opportunita

- Anticorpi monoclonali
- CAR-T



European Myeloma Network: Brief Introduction

tMN



Organization

Board:

Prof. Sonneveld (Chairman)

s Prof. Boccadoro (Secretary)

Branch Germany .
Prof. Dimopoulos (Member)

Prof. Einsele (Member)
EMN Prof. Ludwig (Member)

Branch

Greece Prof. San Mlguel (Member)

Branch

Board expanding in 2019:
— i Prof. Cook (Member)
Prof. Hajek (Member)
Prof. Moreau (Member)

Participants: Prof. Vangsted (Member)

Open registration to EMN to be included in the projects and trials of the network. Registration
online is required www.myeloma-europe.org

Switzerland



Headquarters and Data Center

tMN

EMN Headquarters — Rotterdam
Financial & Legal :
Trial Lead
Trial Management
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Data Center EMN Italy - Turin
Data & Trial management
Safety & Statistics
Quality & Compliance
Communication & ICT



European Myeloma Network

tMN

Thus, there is a gap in clinical application of Car-T cells in DLBCL, ALL and MM. Nevertheless,
considering the incidence and the low efficacy of the therapy at present available in MM

compared to DLBCL, we believe that MM will represent the widest area of application of this
new immunotherapy.

In press

4000 nuovi casi anno in ltalia -> 1000 potenziali candidati CART ??



Median overall survival in patients with three or more lines of therapy (including a proteasome
inhibitor [P1] and an immunomodulatory drug [IMiD]) or double refractory to a Pl and an IMiD (A)
and based on refractory status (B) for patients from the IMS LifeLink data set.

A
1.0 -
0.9 Median OS = 7.9 months (85% Cl, 6.2-9.1)
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Proportion of patients alive

rTT T T TTTTTTTTTTTTTT
0 3 6 9 121518212427 30 33 36 39 42 45 48 51 54 57 60

Time, months

1.0 — Median OS,
ol months  95% Cl

088 -« « Double refractory 75 5.1-8.9
0'7 il “\ -« - Triple/quadruple refractory 5.1 35-8.7

0a] e Response rate 20-30%

0.2 - : VB s
0.1
0.0

Proportion of patients alive

T T T T T T T T T T T T T T TT1TT1TT1T1
0 3 6 9 121518212427 3033 363942 4548 51 54 57 60
Time, months

Saad Usmani et al. The Oncologist 2016;21:1355-1361
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Impressive anti-myeloma responses with anti-BCMA CARSs
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ORIGINAL ARTICLE

Anti-BCMA CAR T-Cell Therapy bb2121
in Relapsed or Refractory Multiple Myeloma
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CART cells nel Mieloma multiplo
- Controllo della malattia superiore ai trattamenti attuali

- Guarigione in fasi meno avanzate??



CAR T Success Leads to Massive Investment in Cell Therapy




