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FIL_DLCL10 e

Studio prospettico multicentrico di Fase Il con R-CHOP-14 o
R-CHOP-21 e radioterapia di consolidamento PET oriented
in pazienti con Linfoma diffuso a grandi cellule B (DLBCL)
con IPI=0-1 a profilo clinico sfavorevole

Pls: Monica Balzarotti, Maria Giuseppina Cabras
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PET-0

R-CHOP x 2
aalPI 0 bulky PET- 1"

aalPl 1 +/- bulky R-CHOP x 2

R-CHOP x 2
|
TACJ‘PET'Z PR{: 5DDKFD,SD,NR

//\_\

POS NEG Off-study
‘_\_‘_\_'_'_‘—'—-—._
Eulky & non /mono residuo Foli-residuo

IFRT 36 Gy Salvatagg']iu Follow-up

TAC-4

Tutti gli studi PET dei pazienti arruolati devono essere caricati sul sito WIDEN per il
di revisione indipendente dall’interpretazione eseguita presso i centri




ARRUOLAMENTO 1/2

SAMPLE SIZE: 112 pazienti

DURATA DELLO STUDIO: 3 anni e mezzo dall‘inizio degli
arruolamenti + 2 anni follow up

CENTRI ADERENTI: 43

CENTRI ATTIVI: 30 (di cui 4 non hanno ancora formalizzato I'attivazione)
CENTRI ARRUOLANTI:

PAZIENTI ARRUOLATI: 81 /112

DATA | ARRUOLAMENTO 02/01/2012




ARRUOLAMENTO 2/2

PAZIENTI DI ETA’ 2 65 ANNI*: 29
PAZIENTI DI ETA’ < 65 ANNI: 52

REVISIONI PET CENTRALIZZATE: 67

negative: 52, positive 15

*paz di eta > 70 anni con profilo “fit” sec VGM



ARRUOLAMENTO PER CENTRO

Centro Sperimentatore Principale N. pz arruolati
Alessandria Salvi Flavia 4
Ancona Gini Guido
Biella Conconi Annarita
Brescia Tucci Alessandra
Castelfranco (TV) Sartori Roberto 4
Como Ravelli Erika 1
Lecce Di Renzo Nicola 1
Milano Tedeschi Lucilla 1
Milano Rusconi Chiara 4
Parma Francesca 2
Reggio Emilia Merli Francesco
Rionero in vulture Musto Pellegrino

Torino Vitolo Umberto
Torino Cavallo Federica 4

81
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DLC-002 (ROBUST) Study Design

Writing committee: U Vitolo, T Witzig, A. Chiappella, M. Spina, G. Nowakowski

Placebo x 14 days + R-CHOP21

Select by

Nanostring *Option for 2 additional rituximab doses after completing treatment regimen (if

considered standard of care per local practice).

M
GCB, | AL

— |neligible

® Primary endpoint: PFS

® Secondary endpoints: EFS, OS, ORR, CR, DOCR, TTNLT, HRQoL ROBUST"

® Exploratory endpoints: MRD, molecular markers, correlative studies

to detect a 60% difference in PFS (control median PFS estimate = 24 mo)



DLC-002 (ROBUST)

Adequate lymph node or tumor biopsy specimen
available for Central Pathology review and Nanostring
analysis. Core needle biopsy is allowed; endoscopy

forceps are also acceptable. FNA is not acceptable.
Median turn-around days for Nanostring: 2.5 days!!!

Suggested steroids pre-phase at the investigator
discretion (for example, 100 mg/die for 10 days or more

days is allowed).

Use of GCSF (at least 7 days) as primary neutropenia

axis is mandatory.

’/ ATTENTION

PLEASE!
A@\
&




DLC-002 (ROBUST):

Participating Countries and Site Activation Status

0 Global Enrolment
360
320
Is 230
'a 140
120

100

a0

60

©Kisseo.com

W
e
< # Active Sites M # Pts screened M # Pts randomized
40
1 T ~ 3 Total Sites: 43
38
_ = Italian Enrolment | 1o e e
y . 34 Total Enrolment:
32 E Total in Screening: 11
39 Total Screening Failure: 283
E National Coordinator: Dr. Vitolo
26 5
. -
22
20 6
18

ITALIANA LINFOMI

* 1 subject was rescreened

M # Pts screening failure ™ # Pts in screening M # Pts randomized
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First line DLBCL, GALILEO

Multicenter phase Il single arm open-label study on the feasibility, safety and efficacy of
combination of CHOP supplemented with Obinutuzumab and Ibrutinib in untreated younger
high risk Diffuse Large B-cell Lymphoma (DLBCL)

Pl: Prof. M. Martelli
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First line DLBCL, GALILEO

Multicenter phase Il single arm open-label study on the feasibility, safety and efficacy of
combination of CHOP supplemented with Rituximab sc and Ibrutinib in untreated younger high
risk Diffuse Large B-cell Lymphoma (DLBCL)

Pl: Prof. M. Martelli
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First line DLBCL, GALILEO

Nr. CENTRO PI LRI Delibera Roc
favorevole attivazione

= Centri partecipanti: 30
= Centri attivi: 14/30

CAGLIARI GIUSEPPINA CABRAS ,
9 CANDIOLO MASSIMO AGLIETTA = 1 centro (Palermo): ritira I'adesione
10 COSENZA FORTUNATO MORABITO 14/06/2016 q . N A
FIRENZE LUIGI RIGACCT = 1 nuovo centro (Bari IRCCS): in via di

attivazione

= 2 centri (Cosenza, Napoli): manca la
Delibera amministrativa

S Nl ANToNELLOPINTO. | arjozzote |7 v 3centri (Bologna, Potenza, Rozzano):
parere sospeso per criticita di natura
contrattuale e sulla natura no profit dello
studio

= 9 centri: studio non ancora valutato dal CE

20 PALERMO CATERINA PATTI

27 SAN GIOVANNI ROTONDO NICOLA CASCAVILLA
28 TORINO CAVALLO FEDERICA CAVALLO
29 TORINO CHIAPPELLA ANNALISA CHIAPPELLA
30 UDINE FRANCESCO ZAJA

Attivo
in attesa di Delibera
criticita CE non risolte

uovo centro da inserire

rtecipazione
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Relapsed/Refractory DLBCL, VERAL12

Phase Il randomized study with R-DHAP +/- Bortezomib as induction therapy in

relapsed/refractory Diffuse Large B-cell Lymphoma (DLBCL) patients eligible to
transplantation BR-DHAP versus R-DHAP

Pls: Dr . U. Vitolo, Dr. M. Balzarotti, Dr. A. Chiappella

Firsttelapse@andomization
StratificationBEl
- Relapsed/refractory

IR-DHAP IBR-DHAP
lIR-DHAP lIBBR-DHAP

Restaging,BmobilizationFandrharvest

IR-DHAP IBR-DHAP
lIBR-DHAP

IIR-DHAP

= Stratification®

| : RelapsedgRefractory

CT@mandatory,2
: PET®ecommended

: CT@nandatory,Z
| : PET®ecommended

! NR/PDDffEherapy

: CT&ndPETE

" : mandatory

: = Emendamento 2: Aggiorname

: = Centro Coordinatore:

SC Ematologia, Citta della Salute e della
Scienza

i = Data inizio studio: 22/10/2012

: = Centri partecipanti: 32

= Centri arruolanti/Centri attivi: 25/29
: = Emendamento 1:

Approvato dal CE coordinatore e AlFA:
1. Primary endpoint: Response rate (PET CR)
2. DLBCL r/r to R-CHOP or G-CHOP

: = Ancillary studies: COO, TP53, genetic

profiles of NFkB etc

=

.
1 N

Modifiche




Relapsed/Refractory DLBCL, VERAL12

PAZIENTI ARRUOLATI:

79 (73%) di 108. SAFETY:
22 SAE, 2 SUSAR.

ALESSANDRIA

ANCONA

AVIANO

BRESCIA EMATOLOGIA

CAGLIARI - EMATOLOGIA BUSINCO
GALLARATE

SUSAR
v' Acute renal failure/dyarrhea

GENOVA-SAN MARTINO-EMATOLOGIA | v' Emesis
MELDOLA IRST

MILANO - INT EMATO

MILANO HUMANITAS SAE

MILANO NIGUARDA

NOCERA INFERIORE

NOVARA - SCDU EMATOLOGIA
PADOVA ONCO 1

PARMA - EMATOLOGIA - CTMO

v'Renal: Acute renal failure; creatinine increased
v'Infective: CMV reactivation; salmonella; septic shock;
febrile neutropenia; fever with elevation of LFTS,
hyperpirexia, colitis dyarrhea with abdominal pain

PIACENZA : _ _
RAVENNA v'Cardiovascular: syncopal episode, pulmonary embolism,
REGGIO CALABRIA orthostatic hypotension and hypertension

REGGIO EMILIA

v'Neurologic: neuropathy/itch

v'Others: angular ulcer, dispnea, fatigue
v'Secondary malignancies
v'"Hematological: thrombocitopenia

RIMINI-CATTOLICA

ROMA - SANT'ANDREA
TERNIS.MARIA

TORINO MOLINETTE EMATOLOGIA
TORINO UNIVERSITA' EMATOLOGIA
UDINE - CLINICA EMATOLOGICA

A NN W N NDNNNROR WNEROOBRENWNDBDBDNDNWHS

CENTRI NON ANCORA ATTIVI: Biella : Ospedale Degli Infermi - S.C. Oncologia - Cagliari:Ospedale Binaghi /Ematologia;
Roma, Ospedale S. Eugenio - UOSD DH Ematologia



IELSG42 (MARIETTA trial)

An international phase |l trial assessing tolerability and
efficacy of sequential Methotrexate-Aracytin-based
combination and R-ICE combination, followed by high-
dose chemotherapy supported by autologous stem cell
transplant, in patients with systemic B-cell lymphoma with
central nervous system involvement at diagnosis or
relapse (MARIETTA regimen)
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IELSG42 (MARIETTA trial)

MATRIx + it CHT

MATRIx + it CHT

MATRIx + it CHT

CR < CR

ENDPOINTS
Primary: 1-year PFS

Secondary: CRR, DoR, OS, tolerability

The Fleming design will be used
P0O=50% (Korfel A. et al. 2013)

Pl1= 65 9/0

69 pts + 10% drop-out: 76 pts
One-sided; type I error 5%; power 80%
41 pts progression free at 1 year.

m WBRT or it CHT




MARIETTA trial: accrua

Italy [Milan Ospedale San Raffaele 10

Italy [Roma La Sapienza

Italy [Brescia Spedali Civili 5

Italy [Cagliari Ospedale Oncologico "Businco"

Italy [Padova AO Padova 1 . e .

Italy  [Meldola (FC) IRST Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori Part1c1patmg 50
Italy [Verona A.O.U. Verona - Policlinico G.B. Rossi

Italy |Nocera Pagani - Nocera Inferiore Approved 26
Italy |Palermo Villa Sofia - Cervello 1

Italy [Parma AO Parma 1 Enrolhng 12
Italy |Ravenna Ospedale di Ravenna - IRST 1

Italy |Reggio Calabria Azienda Ospedaliera Bianchi-Melacrino-Morelli o o

Italy [Reggio Emilia Arcispedale Santa Maria Nuova - IRCCS 3 ReglstETEd Patlents 32
Italy |Roma IFO - Istituto Regina Elena

Italy [Terni Azienda Ospedaliera Terni 1

Italy [Torino AOU Citta della salute e della Scienza di Torino

Italy  [Udine AOU Santa Maria della Misericordia

Italy  [Venezia-Mestre Azienda ULSS 12 Veneziana

Italy  [Milan Ospedale maggiore Policlinico - Fondazione IRCCS Ca' Granda

Italy  [S.Giovanni Rotondo (FG) [Casa Sollievo della sofferenza 1

Italy [Novara Ospedale della Carita (Univ. Piemonte Orientale Amedeo Avogadro) 1

Italy [Modena Policlinico Universitario

Italy |Vicenza San Bortolo; ULSS n. 6

UK London UCLH 3

UK Glasgow Beatson Cancer Centre

Total patients enrolled 32

€0

50 /
40

) / P

Patients enrolled

Patient expected




IELSG43 (MATRIx trial)

High-dose chemotherapy and autologous stem cell
transplant or
consolidating conventional chemotherapy in primary CNS
lymphoma - randomized phase Il trial

Pls: Gerard lllerhaus, Andrés J.M. Ferreri

rm

Fonitone 2
P

Vg * Bundesministerium =

. fiir Bildung | B
| F 'L und Forschung / re+1 _ %
Fativs urom UNIVERSITATS . - 43
w | INIKUM Frereurc s Klinikum Stuttgart : :

e TS



IELSG43 (MATRIx trial)

PCNSL [< 65 ys. + PS 0-3] or [65-70 ys. + PS <2] 250 enrolled pts
| 220 randomized pts

Rituximab 375 mg/m2d -5 &0

MTX 3.5 g/mid1 7 x
AraC2g/m2x2/d, d2-3 P FS
Thiotepa 30 mg/m3d 4

1 ~ stem cell
~ harvest

PD: off study Response Assessment
|

Rituximab 375 mg/m2d -5 &0
MTX 3.5 g/m2d1 2 ¥
AraC2 g/m2x 2/d,d 2-3
Thiotepa 30 mg/m2d 4

!

PD/SD:
off study Response Tssessment

Randomization

/\

Dexamethasone 40 mg (d1-3)
VP-16 (Etoposid) 100 mg/m*/d{d1-3)
Ifosfamide 1500 mg/m? (d 1-3)

BCNU 400 mg/m2 d 1
Thiotepa 5 mg/Kg = 2/d; d 2-3
+ PBSCT d0

Carboplatin 300 mg/m2 (d1) 2%




MATRIx trial: accrual

MATRixZAELSG@A3® Recruitment 250
I
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