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Resoconto attivita 2024-25

- Gruppo europeo EICNHL (SIOPE), Milano Maggio 2024
- Congresso AIEOP, Bologna Ottobre 2024
- GdL LNH 11.10.2024 - Virtual

- Gruppo europeo EICNHL, Barcellona Novembre 2024
- GdL LNH allargato 04.02.2025 - Virtual

- Riunioni del gruppo EICNHL ristretto

Componenti: Teresa Battaglia, Salvatore Buffardi, Luca Lo Nigro, Rossella Mura, Lara Mussolin, Matilde Piglione,
Alessandra Sala, Elisabetta Schiavello, Annalisa Tondo, Luciana Vinti




Giornate AIEOP BOLOGNA 14-15 APRILE 2025.

Linfoma Linfoblastico
Protocollo EURO-LB02 (no random)

| Treatment Plan EURO-LB 02 for T-Cell Lymphoblastic Lymphoma
1.0 ]
0.9 \k =
. " oy __0.82, SE=0.03 irducton s s e % 3
i . 1 Maintenance
= 6-Mercaptopurine / MTX
0 7 B 0.80‘ SE—O.OS Induction Random 1 Induction Protocol = ><\
. Cytoreductive Prephase 10.] M
b J . NG ‘I:’(.ai.mennnce e
% - ncucsn . Stage lll + IV e : MTX~ /
L] 0.5 | F 4 X Maintenance
= 8-Mercaptopurine / MTX
8 0-4 ) ., CRTorIIy brVCNS”posnvivuev v. /
& 0.3 1 smoni fs %
- 0.2 1 | Treatment Plan EURO-LB 02 for non T-Cell Lymphoblastic Lymphoma
0.1 ) Maintenance
LOg-Rank p = .76 Stage | +1I 6-Mercaptopurine / MTX
0.0 h - v - - . T - . r ¥ T Induction Induction Induction Protocol
oreductive Prephase Va Prednisone b M
0 1 2 3 4 5 6 7 8 9 10 1 E = —
years Steos LV Wa+ Wb | »| 8Mercaptopurine / MTX
— TLBL  (N=233, 44 events)

CRT only for CNS positive

— pB-LBL (N=66, 14 events)
Landmann E, Haematologica 2017

(Stop random 2008)
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Linfoma Linfoblastico

LBL 2018

LBL 2018 — Treatment plan

International cooperative treatment protocol for children and il ssnnniiiake

adolescents with lymphoblastic lymphoma

Standard-risk A N\ ( A
EudraCT-Nr.: 2017-001691-39 pB-LBL stage I/Il —> protocol Ib protocol M ’ maintenance
(EU-CT Nr.: 2023-508101-24-00) \ 4 /
Sponsor / N N\ 7
Er:::er?ra(skhmkua Manster T LBL N/me
DA AT AT A f T - —> rotocol Ib rotocol M rotocol |l maintenance
LBL 2018: Participating study groups | B P P

(status October 2023) > N %N < N £

core study cohort ( )
protocol la-
AIEOP Italy Pred
BFM Austria, Czech Republic, Germany, Switzerland / J
BSPHO Belgium 4\R1/’—\_
gg%é [T l?rl?nl\l‘(:?lt];y)vr%llandg | protocol la- Standard consolidation
NOPHO Denmark, Finland, Norway, Sweden Dexa |
PPLSG Poland —
SEHOP Spain - . .
SFCE France High-risk protocol Ib protocol M % 3 R
HKPHOSG Hong Kong i T-LBL N/FWT s ) |
S L .
: pB-LBL stage IIl/IV —>| R2 | 9 ‘ protocol Il maintenance
extended study cohort all CNS positive patients 2 modified \ )\
protocol Ib tocol M

HPOG Hungary protoco
ISPHO Israel
NSPHO Moscow
SHOP Portugal X o S
SPS Slovak Republic N Intensified consolidation
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Apertura ufficiale del primo centro AIEOP giugno 2023 ' ‘
Al 30/03/2025: ‘ ?
20 pazienti arruolati

21/28 centri aperti all’arruolamento (75%), 3 centri in fase di attivazione

21 Site Initiation Visits “CH B

10 Monitoring Visits
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16.4 Schema of induction protocol |

60 mg/méia

Dexamethasone

Prednisone
60 mg/mi/a

Prednisone l

16.4.4.4Schema of protocol M
R2 intensified arm

Course

6-Mercaptopurine l

25 mg/mi/d

Vincristine I I l

1 5mg/mé/d (max 2 mg)

Daunorubicine [ ] [ | [ ]

30 mg/me/d

Cyclophosphamide

1,000 mg/miia

Cytarabine

75 mgmé/a
6-Mercaptopurine
60 mg/ma/a

| O

P B

MTX/TIT*
age-adjusted dose P PN

any s 8 12 1w

PEG asparaginase** l ) l

2,500 W/m#/d (max 3,750 1U)

doy 12 14 days

“in CNS pos pts twice weekly until clearance of blasts. 1% dose MTX IT. then TIT

“please stict

16.44441 Schema of intensified protocol M

Course HR-1

6-Mercaptopurine

25 mgmiia

Dexamethasone O

20 mgméa

Vincristine I I

1.5 mg/migose (max 2 mg)

Cytarabine E

2,000 mg/misdose

5 g/m7idose over 24 hours

Methotrexate I

200 mg/midose

Cyclophosphamide Il'

Vindesine

3 mg/miia (max 5 mg

Daunorubicine
30 mg/miidose

Ifosfamide

800 mg/m*/gose

MTX/TIT:
age-aqusted dose 20y

*n CNS pos TIT

HD-MTX-2' HR-2’
|

Methotrexate

QI over 24 ho

MTX/TIT

age-adjusted dose

“in CNS pos TIT

HD-MTX-1
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HD-MTX-2 HD-MTX-3" HD-MTX-4

14 s0ys « 14 gy e 14 s0ys 62

y adhere o 14 day mteral

Ho-MTx-40 R2 intensified arm
Dexamethasone

10 mg/mi/d

| se—

(=] Vincristine
1.5 mg/m¥d (max. 2 mg

Doxorubicine
30 mg/mid

II I Cyclophosphamide

1,000 mg/m*/d

Cytargbme
I | 75 mg/méid

6-Thioguanine
[] 60 mg/miid

L MTXTIT-

age-adyusted dose

“in CNS pos TIT

111
EE=E

' ' ' '

b b el i L s i i L i
1 8 N 15 1 2 23 » 8 45 49

AIEOP

ASSOCIAZIONE ITALIANA EMATOLOGIA
ONCOLOGIA PEDIATRICA




Giornate AIEOP BOLOGNA 14-15 APRILE 2025.

LBL 2018: Extension of recruitment period

Q2 N I\ & ® g S &
¥ P v ¥ v v 5 & &
s ° ® o s $ I $ &
S & S S S S S & S S
(pre) year 1 (RE) year 2 (RE) year 3 (RE) year 4 (RE) year 5 (RE) y [(RE)| year 1 (FU) year 2 (FU) year 3 (FU) (FA)
preparation recruitment follow-up
registration, randomisation, therapy of patients in follow-up

stop previsio  nuova deadline
11/11/2024 01/04/2027

interim analysis final analysis
study-spallific add-on projects
prepargiions for succeeding trial

+ Extension of recruitment period is necessary to answer study questions
» Interim analysis was conducted in May 2023 and reported to the DSMC

» Support and recommendation of the DSMC for continuation of the trial until required
sample size for both randomizations has been reached

Emendamento sostanziale in CTIS — Febbraio 2025 (protocollo V. 2.0)
e necessario mantenere un certificato GCP (R3) aggiornato!
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A high-risk subgroup of pediatric T-LBL with high CCL17 levels and
NOTCH1 gene fusions

RNA sequencing

i 16114

T- LBL patients

N=29 The occurrence of NOTCH1
¥ ¥ - o
fusions seems to correlate with a
ﬁ | significant increase in CCL17
X—NOT§H76fusion No NO&ngfusion (TARC) express1on m tljl@ b.IOOd.Of
e e the patients, so that Fh1s high-risk
g — subcohort can possibly also be
identified with a corresponding
CCL17 measurement approach.
High CCL17 levels Low CCL17 levels
biomarker

HemaSphere

Kroeze E et al, Hemasphere 2024
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Elevated TARC levels in X::NOTCHI1 positive T-LBL patients

[~ TLBLO44
TLBLO39
TLBLO32
TLBLO41
TLBLO51
TLBLO40
TLBLO4S
TLBLO37
TLBLO38
TLBLO59
TLBLO35
TLBLO47
TLBLO53
TLBLO46
TLBLO48
TLBLO43

TLBLO42
TLBLO58
TLBLO52
TLBLO50
TLBLO33
L TLBLO4S

(A)

170
162
169
173
165

No NOTCH1 gene fusion

LBL2018 patients

NOTCH1
gene fusion

8000

10000

2000 4000

pg/ml

6000

Kroeze et al, HemaSphere 2024

TARC level in LBL2018 patients

TRB::NOTCH1

I

|
|
1 | 1 1 1 1
0 2000 4000 6000 8000 10000
pg/ml
Patients 158 and 164 (HIGH TARC) may have another NOTCHI1 gene fusion
data not published
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Analysis of TARC levels in Italian patients (Euro LB02 protocol)

code event NOTCH1 TRB:NOTCH1 TARC level
mutational status fusion pg/ml
54 no wt neg 22929
56 si wt POS 13250
53 no wt POS 4049
4 no wt neg 3235
17 no wt neg 2748
38 si wt POS 1533
57 no wt neg 1482
39 no wt neg 1239
46 no wt neg 1201
a3 si wt neg 1156
47 no wt neg 622
51 no wt neg 449
16 no wt neg 286
55 no wt neg 272
13 si wt neg 197
37 no wt neg 143
58 no wt neg 95

TARC level in patients enrolled in the old protocol

58
37
13

»
&~
-
||I¥t

i

14
E<N

T T T T 1
0 2000 4000 6000 8000 10000

pg/mil

work in progress
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TARC levels as a non-invasive diagnostic biomarker
CCL17 measurements at diagnosis can be performed by
ELISA assay using 100ul of serum or plasma.

AL 1
)‘ D" /A/i; /4‘,{;. “ . . . . .
\\( et o 0 Potential of TARC levels as a non-invasive diagnostic
N ;4\“ fi -~ > . . ° °
COCRESS biomarker for identifying
= 9o «very high-risk» T-LBL patients

Upcoming Steps & Objectives

o Analyze a larger cohort of pediatric T-LBL patients to validate
NOTCH1 gene fusions and TARC level results
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Studi clinici di 2”7 linea per r/r T-LNH

HEM-iSMART: International proof of concept therapeutic Stratification trial of Molecular
Anomalies in Relapsed or Refractory HEMatological malignancies in children

Princess

maXLma
center

pediatric oncology

00,
- Pazienti < 18 years at first diagnosis with molecularly profiled R/R ALL/LBL Qg'

- Sponsor: Princess Maxima Center for Pediatric Oncology in collaboration with three pharmaceutical
companies (Janssen, Novartis and ABBVIE).

- Master Protocol and 4 Sub-Protocols, each of which consists of a Phase | and a Phase Il part.
The sub-protocols will be running independently. The study will be open in around 36 sites in 15 countries.

- Sub protocol B: combinazione di dasatinib, venetoclax, desametasone, ciclofosfamide e citarabina in pazienti con alterazioni
nella via Mitogen Activated Protein Kinase (MAPK)-SRC (open)

- Sub protocol C: combinazione di ruxolitinib, venetoclax, desametasone, ciclofosfamide e citarabina in pazienti con alterazioni
della via IL7-R/JAKSTAT (Janus kinase (JAK)/signal transducer and activator of transcription) (open)

- Sub protocol D: combinazione di trametinib, desametasone, ciclofosfamide e citarabina in pazienti con alterazioni della via
RAS-RAF-MAPK (open)
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VICI - Bortezomib EH!A)"(

Bortezomib
1,3 mg/m?/dosis

Dexamethasone
20 mg/m?/d in 3

Vincristine

0.4 mg/m¢/d 96h I
Idarubicin
10mg/m?/d (12h) . -
i mi —
200mg/m?/d 96h -
Ifosfamid
2g/mé/d 120h I
i.th. Triple | |
(MTX, Ara-C, Pred)
day 2 3 4 5 6 7 8 "
BLOCCO 1
aD
n
0
VCR
* ¢
HD-MTX
|
HD ARA-C
ASP
A
BFM-REC ' o ‘
[ 6-MP |
L 1 1 1 1 1
giomo 1 2 3 4 5 6
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NECTAR:

NEL 650 mg/m?, CPM 440 mg/m? and

ETOP 100 mg/m2, each given daily for 5
days

CAR-T anti CD7

BLOCCO 2 BLOCCO 3
i
(1]
TIT
DNM
O
\gs ® ASP
A
HD-MTX
T— VP-16
ASP L J L J L J
A HD ARA-C
CPM
o o o o 00101
[ DEXA |
| DEXA
[ 6.1G |
L 1 1 1 | L 1 1 1 1 J
giomo 1 3 4 5 3 giomo 1 2 3 4 5
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LNH-B

PROTOCOLLI NAZIONALI ED INTERNAZIONALI IN USO:

EDICIN
“ ORIGINAL ARTICLF ”

Rituximab for High-Risk, Mature B-Cell
Non-Hodgkin’s Lymphoma in Children

* Protocollo AIEOP LNH97+/- Rituximab

&<

* Protocollo Inter B-NHL Ritux 2010 ATEOP
(2ys EFS: 93,9% Ritux vs 82,3% no Ritux)

NHL NODHO

* Protocollo NHL 2013 (BFM e NOPHO), in corso e
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B-NHL 2025 - Treatment protocol for mature B-cell
lymphoma and leukemia in children and
adolescents

- 5 anni di arruolamento + 2 follow-up

- 185 pazienti/anno, totale 925 pazienti

- Paesi coinvolti/numero pazienti attesi/anno: AIEOP; NHL-BFM; NOPHO; PPLLSG; SEHOP.
- Pazienti eleggibili: pazienti <18 aa con diagnosi di LNH-B/LLA-B (no PMLBL)

- Braccio W&W per linfomi rari risk group (RG) stage and initial serum LDH level
- Ridefinizione dei gruppi di rischio
RGw&w pMZL and pFL
T PR RG1 stage | + II, complete resection
— possibile apertura inizio 2026 Re2low sl S eompls tessclio, |
Stratification RG2 high stage lll and LDH < 2 x ULN (upper normal limit of

local reference value for adults)
all stages, CNS-, LDH > 2 x ULN but <4 x ULN and

RGO all DLBCL stage Ill/IV with LDH < 4 x ULN
RG4 all stages, LDH =24 x ULN
RG5 RG3 and RG4 with TP53mut (WoR248Q) \R D)Ros

Confidenziale
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il nuovo marcatore molecolare per la
stratificazione dei pazienti pediatrici affetti da
linfoma di Burkitt e DLBCL

The

TPS3

PATIENTS STéATIFICATION ACCORDING TO TP53 MUTATIONAL STATUS AND DISEASE
DISSEMINATION

E
100- '\‘ﬂ " Al 92% 3 (.n.??‘s,‘?‘;wm‘asl
i LL‘—' " 90 £ 4 (n=52,6 events)
-l B2+ 6 (n=47, Bevents)
S N
S 60 70 + 7 (n=40, 12 events)
»
& 40-
e —— MDD- wt
& 20- —— MDD- mut
MDD+ wt
~— MDD+ mut p value 0.01
0 1 1 1
0 1 2 3

Years from diagnosis

100

Percent survival

100 (n=2, 0 events)

80+

601

40+

201

90 + 3 (n=76, 8 events)
77 £ 6 (n=58, 13 events)
50 + 20 (n=6, 3 events)
=~ MRD- wt
~~ MRD- mut
—— MRD+ wt
—— MRD+ mut p value 0.02
1 1 1
1 2 3

Years from diagnosis

Martire G et al, Haematologica 2024
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UNIVARIATE AND MULTIVARIATE ANALYSIS BASED ON
CLINICAL AND BIOLOGICAL CHARACTERISTICS

Patient characteristics Patitnls Ev:nts 3-y PFS 00 (SE%)  Univariate p-Value = Multivariate p-Value Ha(;;;c; Ic{Sﬁo
Gender Male 180 24 86(3) 0.088
Female 34 ] 76 (7) S
Median age (years) <7,7 111 14 87 (3) 0.293
377 103 18 85 (3) i
BM involvement® No 188 27 80(8) 0.518
Yes 26 5 77 (10)
CNS involvement No 200 30 84(3) 0.968
Yes 14 2 85 (10)
Risk group® 1-2-3and B 45 1 98 (2) 0.01 i
4and C 166 30 81(3)
Stage® 1-2 38 1 97 (3) 0.0259
3-4 176 31 82(3) =
MDD Neg 122 14 88 (3) 0.109
Pos 92 18 80 (4) e
Rituximab No 147 26 82(3) 0.092
Yes 66 6 90 (4) gos
TP53 WT 127 12 90 (3) 0.0055 -
Mut 87 20 77 (5) ol

TP53 DNA binding domain mutational status and rituximab-based treatment are independent prognostic
factors for pediatric Burkitt ymphoma patients stratification.
Martire G. et al, Haematologica 2024
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Endpoint primari:
* EFS
QoL

* Tasso di non aderenza alla strategia W&W

B-NHL 2025 - Treatment protocol for mature B-cell
lymphoma and leukemia in children and
Obiettivi: adolescents

* Ottimizzazione dell’utilizzo di rituximab (randomizzazione 4 rituximab vs 7 rituximab per tutti)
Riduzione della chemioterapia classica (randomizzazione 2 e 3 secondo nuovi GR)
Introdurre intensificazione terapeutica con nuovi farmaci per pazienti ad altissimo rischio

Rw&w
R et righ risk prL ana e
R2 low R R R R
R2 hlgh PPPPP Course 1 Course 2 Course 3 Course 4 Course 5 Course 6
R3
- R P P et
R4 CNS pos
R4 high PPPPP Course 1 Course 2 Course 3 Course 4 Course 5 Course 6
R RR R R R R
Endpoint secondari:
* OS
* Frequenza tossicita e mortalita protocol related
* CIR

Ricostituzione immunologica
Biomarkers per predisposizione, risposta, rischio di ricaduta o tossicita
Confidenziale
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B-NHL 2025 - Treatment protocol for mature B-cell ymphoma
and leukemia in children and adolescents

Protocollo prevedera 3 randomizzazioni:

- numero rituximab i
- riduzione antracicline h"?w,u T - .
- 1intensificazione con anticorpo monoclonale
bispecifico per very high risk S B B :
”
o
Stato di avanzamento:
- 1n lettura ai centri coordinatori partecipanti ,3,1_ﬁ:""w‘”
- contatto con le aziende farmaceutiche per nuovi i E
farmaci |
- definizione di progetti ancillari —@“ i
Avvio delle procedure di start-up T B B
"R EE

Confidenziale
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Single-cell transcriptomics of pediatric Burkitt lymphoma reveals
intra-tumor heterogeneity and markers of therapy resistance

BL tumor cells display heterogeneous transcriptome

Corinaldesi C et al, Leukemia 2025
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TPM2 is associated with refractory disease

§5q° 100
4 80
E 3 4 - &0 - TPMZ Low {reZi)
%2 k40 -
" 20 “\ —
0 1 D '_l:-|...|.-.'l:." |
0 1 ‘2 3 : | TPM2:pas (m=13)
Tine [ysacs) pIDMﬂ?
HNE (n=21) Tl |
! ime [years)

Corinaldesi C et al, Leukemia 2025
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The NEW ENGLAND JOURNAL of MEDICINE

Therapy in Primary Mediastinal B-Cell Lymphoma

10 THE ebiToR: Dunleavy et al. (April 11 issue)*
had exceptional survival rates when treating
adults with primary mediastinal large-B-cell
lymphoma with dose-adjusted etoposide, doxo-

rubicin, and cyclophosphamide with vincristine °

and prednisone plus rituximab (DA-EPOCH-R),
without radiotherapy. The biologic characteris-
tics of the disease in children are similar to those
of the disease in adults. Regimens (without ritux-
imab) that have been effective in the treatment of
children with other mature B-cell non-Hodgkin's
lymphomas have had limited efficacy in the
treatment of children with primary mediastinal
large-B-cell lymphoma.>* Consequently, the Non-
Hodgkin's Lymphoma Berlin-Frankfurt-Miinster
(NHL-BFM) study committee recommended
DA-EPOCH-R’ for children and adolescents with
primary mediastinal large-B-cell lymphoma as the
best available clinical practice, and this treatment

e e A C LN ALHATITY RTINS

more efficient in terms of both timing and the

Justus-Liebig-Universitat
Giessen, Germany

wilhelm. paediat.med.uni- de

L3

Birgit Burkhardt, M.D., Ph.D

Westfalische Wilhelms-Universitit
Muenster, Germany

for the NHL-BFM Study Group

No potential conflict of interest relevant to this letter was re-
ported.

1. Dunleavy K, Pittaluga S, Maeda LS, et al. Dose-adjusted
EPOCH-rituximab therapy in primary mediastinal B-cell lym-
phoma. N Engl ) Med 2013;368:1408-16.

2. Oschlies I, Burkhardt B, Salaverria I, et al. Clinical, patho-
logical and genetic features of primary mediastinal large B-cell
Iymph and mediastinal gray zone lymph in children.
Haematologica 2011;96:262-8.
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R-DA-EPOCH + rachicentesi

6 courses of EPOCH with rituximab,
course ANC nadir

with dose adaptation (DA) at each course based on previous

R-EPOCH || repocH || mepocu || m-epocH

| | m-epoch

| I R-EPOCH |

Doxorubicin, VCR, VP16 infused over 96h, no IT, no HODMTX

Woessmann W, NEJM 2013
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Fase 11

BOLOGNA 14-15 APRILE 2025

EFS rates:

Observed rate (95%CI)

Expected rate under alternative
[0.67 + 0.33 {exp(-1.5)}1%4%

Historical rate
0.67 + 0.33{exp(-1.51)}

At 6 months 87.8% (72.6%-95.2%) 92.5% 82.6%
At 12 months 76.2% (57.9%-88.1%) 88.7% 74.4%
PMLBL - EFS
1.00
1.00 - PMLBL - EFS 090 + ——max level 1-2
0‘90 + 0.80 + ==max level 3
0.80 + ——Ohserved 0.70 + =—max level 4
0.70 + = —Expected under 0.60 + w—max level 5-6
0.60 + altemative :
0'50 | === Historical 0.50 S T
040 L 040 +
0.30 + 0.30
0.20 + 0.20 +
0.10 0.10 +
0.00 } t } } f t i
0.00 1 } 1 { 1 !
o 0 6 12 M18 th24 . 30 : 3I6 . 42 0 6 12 18 24 30 36
ris onths since inclusion " : ’
—a0 % 13 M 6 T 4 At risk Months since inclusion

Phase 2 (DA-REPOCH) closed in April 2016 _‘132 6 523 ‘21 :2” :13 ,

47 patients X ; 3 2 2 2

Final analysis in April 2017 — abstract ASH 2017 S 6 3 3 2 1

Good tolerance profile

10 events

2 intracerebral relapses

Burke A et al, JCO 2021
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inseriti nella lista 648/96 di AIFA:«Nivolumab» e «Brentuximab Vedotin»

- per il trattamento di pazienti affetti da linfoma primitivo del mediastino (PMBCL)
e linfoma della zona grigia (GZL),

- refrattari alla prima linea di chemioimmunoterapia contenente anticorpo
monoclonale anti-CD20 e chemioterapia contenente antracicline

- per pazienti >= 18 anni

Schema posologico: «Nivolumab» 240 mq (dose flat), ogni 3 settimane e
«Brentuximab Vedotin» 1.8 mg/kg (dose massima 180 mg), ogni 3 settimane.

da Marzo 2025
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Studi clinici di 2” linea per r/r B-LNH

RECRUITING @

A Study to Evaluate Glofitamab Monotherapy and Glofitamab + Chemoimmunotherapy in Pediatric
and Young Adult Participants With Relapsed/Refractory Mature B-Cell Non-Hodgkin Lymphoma

IMATRESRLO) Roma BG, Torino
ClinicalTrials.gov ID @ NCT05533775

RECRUITING ©

A Study to Evaluate the Safety, Tolerability, Drug Levels, and Preliminary Efficacy of Relatlimab Plus
Nivolumab in Pediatric and Young Adults With Hodgkin and Non-Hodgkin Lymphoma (RELATIVITY-
069)

Roma BG, Torino, Bologna, Firenze, Milano INT, Monza,

ClinicalTrials.gov ID @ NCT05255601
Padova

RECRUITING
A Single Arm, Open-Label, Phase 1b Trial of Epcoritamab (bispecific antibody anti CD3-CD20) in

Pediatric Patients With Relapsed/Refractory Aggressive Mature B-cell Neoplasms
Roma BG, Firenze
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Studi clinici di 2” linea per r/r B-LNH

Glo-BNHL- prioritisation e-'cnh-l-"'C@ Shcatoey "

Cohort 1: bispecific T-cell engager (BIiTE)
Cohort 2: antibody-drug conjugate (ADC) with standard
chemotherapy

Cohort 3: chimeric antigen receptor (CAR) T-cells (or
haematopoietic stem cell transplant (HSCT))

In Italia € in corso la negoziazione del contratto con lo Sponsor
(UK recruiting)

% CANCER BIRMINGHAM Eq Y UNIVERSITYOF
s BIRMINGHAM ACCELERATE

RESEARCH | CANCER RESEARCH UK
rats UK CLINICAL TRIALS UNIT
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Linfoma anaplastico

“INTERNATIONAL TRIAL ALCL 99”
PER IL TRATTAMENTO DEGLI ALCL - SENZA RANDOM

Rischio Standard Alto Rischio

Prefase: P
32

I Prima Randomizzazione

Prefase: P

v TX 1g/m*- 24 K TX 3g/m? - 3h
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Figure 5. The 10-year PFS was 40% (SE % 8%), 75% (SE % 5%) and 86% (SE + 5%) for bpHR (n = 35),

bpIR (n = 74) and bpLR (n = 45), respectively (p < 0.0001). Mussolin L et al Cancers 2020
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Diagnosis: ALK-pos ALCL

l

stratification acc. to stage and MDD
' g

(if clinically indicated: ,.xi'» = Br CPM)

SR¥ W o
stage I-11l, Vi 3 e ge IV or
(not completely P SECTed) " stage I-111, MDD pos

+ no risk group
+ isolated skin lesion
+ completely resected stage |

CT (ALCL 99) + Anti CD30 + anti ALK

Contatto con le aziende farmaceutiche

e ic n h l per nuovi farmaci
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Brentuximab vedotin in combination with chemotherapy

Crizotinib in Combmat,lon,WIth 2 ; for pediatric patients with ALK™ ALCL: results of COG
Chemotherapy for Pediatric Patients With ALK+ trial ANHL12P1

cultnnn“'s Anaplastic La rgE‘ce” Lymphoma: The ReSUItS Of Eric J. Lowc,'A""‘\o l»(‘ Reilly,” Megan S. Lim," Thomas G. Gross,* Lauren Saguilig,” Donald A. Barkauskas,® Rui Wu, Sarah Alexander,” and
L Ho il 88 Children’s Oncology Group Trial ANHL12P1

Gnoup Eric J. Lowe, MD'; Anne F. Reilly, MD, MPH?; Megan S. Lim, MD, PhD’; Thomas G. Gross, MD, PhD*; Lauren Saguilig, MS%;
Donald A. Barkauskas, PhD®; Rui Wu, MD, PhD?; Sarah Alexander, MD’; and Catherine M. Bollard, MD*

TABLE 1. Chemotherapy Schedule

Course Dru Dose per Da Schedule
: . y Table 2. Chemotherapy schedule
Prophase Cyclophosphamide 200 mg/m” once a day Days 1,2
(@ays 1-5) e amethasone 5 mg/m? once a day Days 1, 2 Course Drug Daily dose Schedule
10 mg/m? divided twice per day Days 3-5 3
Prophase (days 1-5) Cyclophosphamide 200 mg/m Days 1 and 2
Triple intrathecal Age-based Day 1 Dexamethasone 5 mg/m? Days 1 and 2
= 5 10 mg/m? Days 3-5
Cycles'1, 3,5 C2 165 mg/mv'/dose Oay1:2] Triple intrathecal Age based Day 1
twice a day
Methotrexate 3 g/m? over 3 hours Day 1 Cydles 1, 3,and 5 Brentuximab vedotin* 1.8 mg/kg Day 1
- Methotrexate 3 g/m*“ over3 h Day 1
Dexamethasone 10 mg/m® divided twice Days 1-5 Dexamethasone 10 mg/m? Days 1-5
per day fosfamide 800 mg/m2 Days 1-5
: 2 3 Etoposide 100 mg/m? Days 4 and 5
lfostamide 00 me/nTonce d day Leys1-5 Cytarabine 150 mg/m2 X 2 Days 4 and 5
Etoposide 100 mg/m® once a day Days 4,5
> = Cycles 2,4, and 6 Brentuximab vedotin* 1.8 mg/kg Day 1
Cytarabine 150 mg/m” twice per day Days 4, 5 Methotrexate 3g/m“over3h Day 1
Cycles 2,4,6 CZ 165 mg/m?/dose Day 1-21 Dexamethasone 10 mg/m? Days 1-5
twice a day Cyclophosphamide 200 mg/m? Day 1-5
Doxorubicin 25 mg/m? Days 4 and 5
Methotrexate 3 g/m? over 3 hours Day 1
T O s v Gy DS 1 *Brentuximab vedotin was given prior to any other chemotherapy on day 1
Cyclophosphamide 200 mg/m? once per day Day 1-5
Doxorubicin 25 mg/m? once per day Days 4, 5

ANHL12P1 trial: studio randomizzato di fase 2.

Obiettivo primario: determinare efficacia e tossicita di BV (EFS 79,1% - OS 97%) e Crizotinib (EFS 76,8% - OS 95,2%) in bambini con nuova
diagnosi di ALCL CD30+

Conclusioni: Lowe E, Blood 2021;
-Previene ricadute durante il trattamento Lowe E, JCO 2022
-Risultati di EFS/OS sovrapponibili allo storico - >> eventi tromboembolici per Crizotinib




Giornate AIEOP BOLOGNA 14-15 APRILE 2025
ALCL and MDD

CLINICAL TRIALS AND OBSERVATIONS

2-year EFS based on MDD (NPM-ALK transcript)

BV Comment on Lowe et al, page 3595
1.0 Brentuximab vedotin:
—p— e ———— . .
S DU Bazaling frontline help in ALCL
.E MDD negative G. A. Amos Burke | Cambridge University Hospitals NHS Foundation Trust
= O 5 In this issue of Blood, Lowe et al present results of a phase 2 study combining
; y | ; brentuximab vedotin (BV) with standard chemotherapy in the treatment of
* newly diagnosed pediatric anaplastic lymphoma kinase sitive (ALK ") ana-
-?__: 0.4 - Basehne plastiyc Iar:e—:ell I:mphoma (ALPCL) and o:serve that it:’l:ninated almost all
E | MDD poﬁitiVe relapses while receiving therapy, a significant breakthrough in the manage-
> 4 Number at risk p=0.00043 R AN Ve
el % e = P = Burke G.A., Blood 2021
0.0 419 10 8 4 1 1 3
L] L] L] L UL &j
+ 89.0%
2 =
E 2 MDD
A < . y s neg
k- ALCL 99 chemotherapy + brentuximab vedotin @
CRIZO i KN BEE =
0.8 % g sod
% L J 5 g
3 ! , N 5%
= 06 E3 No relapses / progressions
il 0.4
02 ey - Importante ridurre le r/r in terapia vista la peggior prognosi
- BV puo essere utilizzato in prima linea in associazione alle
: ¥ e g . ; terapie standard o come singolo agente con l'obiettivo di
Time Since Start of Prophase (years)
TS ™ g . ; ridurre la tossicita e aumentare l'efficacia

ONCOLOGY ” ' - Limite attuale: il BV non previene le ricadute SNC
GROUP Lowe E, Blood 2021 e JCO 2022




Giornate AIEOP BOLOGNA 14-15 APRILE 2025
Studi clinici di 2A linea per r/r ALCL

BrigaPED

Takeda Brigatinib-1002 (monotherapy) Brigatinib-1003 (brigatinib+ALCL99 vs. ALCL99)
Study population: Study population:
Patients aged =1 year (including pediatric and young adult patients) with Patients ageq 21 year (including pediatric and young adult patients) with newly-
relapsed/refractory ALK+ ALCL or relapsed/refractory ALK + solid tumors including diagnosed, high risk ALK+ ALCL

unresectable/recurrent ALK+ IMT

Study Design:

Study Design: Phase 1: Dose Escalation of Phase 2: Dose Expansion of
Phase 1: Dose Escalation of Phase 2: Brigatinib Monotherapy Expansion Brigatinib + ALCL99® Brigatinib + ALCLS9 or ALCL99 alone
Brigatinib Monotherapy * in ALK+ IMT and ALK+ ALCL Patients Newly Di 4. Hiah Risk Randomization
2 : ewly Diagnosed, High Ris R
ALK+ Advanced Solid Tumors Expansion  cohort B-1: Unresectable/Recurrent ALK+ IMT  (N~28) ALK+ ALCL (1:1) Cotuort 1: Drigalials + QLS9 >
or ALCL that Foiled Prior SOC >

> : RP2D _—)<(N“'158)
Escalati:nr‘_ RP2D > < Cohort B-2: Relapsed/Refractory ALK+ ALCL (N~15) E“ahtt'lu— Cohort 2: ALCL99 alone

(N~18) > (N~18)
; Part A Part B

inclusi pazienti MRD pos dopo 1°ciclo
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Studi clinici di 2” linea per r/r ALCL

Erasmus MC

A phase 1B of crizotinib either in combination or as Relapsed/refractory
single agent in pediatric patients with ALK, ROS1 or MET ALCL

positive malignancies

Study ITCC 053
Start treatment
. vinblastine/crizotinib
Protocol details

ITCC meeting 9th of November 2016 agions o
Prof. C.M. Zwaan MD, PhD Dose escalation o

L. Moreno MD, PhD vinblastine with fixed
). van der Lugt MD, PhD dose crizotinib
3-14 patients

Expansion
14 patients

Aperto arruolamento (IT, NL, IE, GB,
ES)

Altre terapie di seconda linea:

- BV (Locatelli F et al, Haematologica 2018)
- BV + Bendamustina (Vinti L et al, abs)

- VBL (Knorr F et al, JCO 2020)

- allo TCSE (Knorr F et al, JCO 2020)

- CAR-T anti CD30+

—_—

Efficacy analysis of crizotinib at 165 mg/m2 BID in paediatric
patients CRISP (ITCC-053) is scheduled to be provided to the EMA
by 31 August 2027

Dal 25/03/2025

Nuove Indicazioni Terapeutiche rimborsate: Xalkori (crizotinib) & indicato per il
e |l trattamento di pazienti pediatrici (da 26 a < 18 anni) con tumore miofibroblastico
infiammatorio (Inflammatory Myofibroblastic Tumour, IMT) non resecabile,
recidivante o refrattario, positivo per ALK (chinasi del linfoma anaplastico);
e |l trattamento di pazienti pediatrici (da 26 a < 18 anni) con linfoma anaplastico a
grandi cellule (Anaplastic Large Cell Lymphoma, ALCL) di tipo sistemico recidivante o
refrattario, positivo per ALK (chinasi del linfoma anaplastico.
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Overcoming treatment resistance mechanisms in ALK-driven cancers
«  Whole Exome Sequencing (WES) performed in 38 ALCL cases, (tumor DNA and matched PB)

« 27 at diagnosis from no-relapsed patients, 11 at diagnosis from relapsed patients + 3 at relapse

— L Principal Component Analysis reveals that 4/38
Phasel i v O N —— ALCL patients cluster separately from the main
=3 — ——b Q £ involved in tumor-reistance mechanisms :
5 %." [ to chemotherapy/inhibitors group CA plot - WES (variants in coding exons
Whole Exome Sequencing %f
.. i T‘j“, %EUEE . discover cancer associated
! —— | A fr nts (tumor
Phase? N | e R iy
ase ¢ SRS ger:génor-ve ate mﬁ ® related to tumor “state
' ;an%%eﬁANGS cfDNA —» ctDNA
(cell free DNA)

Phase3 &N o

ALK inhibitor) mutational

' e Samples at relapse time
work in progress Samples at diagnosis (CR)
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Certificazione di quality control per ALCL (MMD/MRD) per il gruppo EICNHL

Certificate for the participation and performance of the quality control rounds for
NPM1::ALKand 3’ ALK MDD/MRD measurement:

BOLOGNA 14-15 APRILE 2025

3 Performance

Sample Name Expected result Maximum devia- | Passed Not Passed
tion (%)*
QClI-2024 cDNA1 negative - x
QCII-2024 cDNA2 positive - x
QCII-2024 cDNA3 positive - X
QClI-2024 cDNA4 positive - X
QClI-2024 cDNAS negative - x
QClI-2024 cDNAG6 negative - X

*not applicable for RT-PCR; Maximum deviation for dPCR 30%

4 Total Score

A total score of 80% is required to pass the Quality control round

Passed /Number Not Passed/Number Total Score/Number Total Score %

6 0 6 6

1 Method
Method Year| Q1 | Q2| Q3 | Q4
RT-PCR NPM1::ALK X
2 Results:
Laboratory: Name: Date:
PHO-Diagnostic laboratories; NHL-BFMlab. | L Duscher 26.09.2024
Sample Name RT-PCR  result | RT-PCR result ABL | ,Diagnostic Finding” Remarks
NPM1:ALK 1
QClI-2024 cDNA1 negative positive NPM1::ALK MDD/MRD negative
QClI-2024 cDNA2 positive positive NPM1::ALK MDD/MRD positive
QCII-2024 cDNA3 positive positive NPM1::ALK MDD/MRD positive
QClI-2024 cDNA4 positive positive NPM1::ALK MDD/MRD positive
QClI-2024 cDNAS negative positive NPM1::ALK MDD/MRD negative
QClI-2024 cDNAG6 negative positive NPM1::ALK MDD/MRD negative

Herein we confirm that the laboratory participated the QC 112024 for XINPM1::ALK RT-PCR ] NPM1::ALK dPCR
[J 3’ALK dPCR measurement and [Jpassed/[Jdid not passed the quality control round witha Score of

/ /‘\\ ('l
/K {Y‘ Jnio™ A
00122024 &
Lara Mussolin (PhD)

)
00122004 (oA LN
Christine Damm-Welk(PhD)

Page-1-0of 1
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AIEOP

ASSOCIAZIONE ITALIANA EMATOLOGIA
ONCOLOGIA PEDIATRICA

AIEOP LNH-2024
Studio Multicentrico Nazionale
sul Linfoma non Hodgkin del
bambino, adolescente e
giovane adulto

Studio osservazionale retrospettivo e prospettico

AIEOP LNH-2024: Studio Multicentrico Nazionale sul Linfoma non

Titolo Hodgkin (LNH) del bambino, adolescente e giovane adulto (AYA). Studio
osservazionale retrospettivo e prospettico
Pazienti Pazienti di eta < 18 anni con diagnosiistologica di LNH. Il limite di eta
puo essere elevato fino ai 25 anni, per pazienti trattati all'interno di
specifiche unita per AYA con diagnosi di LNH.
Obiettivo Descrizione delle caratteristiche cliniche, ematochimiche, biologiche e
primario dello istopatologiche all'esordio, delle terapie applicate e dell'outcome
studio
Obiettivi - Valutare la Soprawivenza libera da eventi (EFS)
secondari dello - Valutare la Soprawivenza globale (OS)
studio - Valutare la Soprawivenza libera da progressione (PFS)

- Valutare la Sopravvivenza Libera da Malattia (DFS)

- Studiare i fattori prognostici e le caratteristiche epidemiologiche
della malattia, considerando le diverse fasce di et3, le sedidi
insorgenza, il sottotipo istologico della variante classica, I'estensione
di malattia all'esordio.

- Descrivere i trattamenti somministrati, le deviazioni dai protocolli
standard e le eventuali tossicita

- Correlare i dati clinici con i dati biologici/ematochimici/istopatologici
e con I'outcome

Disesizziiello Studio osservazionale multicentrico, retrospettivo e prospettico

in arrivo

richiesta di [~ OPENING_ _

adesione ai é SOON
centri AIEOP

Popolazione in

Si stimano circa 100 pazienti all'anno a livello nazionale.

Studio
Centri Centri di cura della Associazione Italiana di Ematologia-Oncologia
Partecipanti Pediatrica (AIEOP)
allo Studio
10 anni. Inizio arruolamento previsto per il 01.06.2025
Durata dello
studio

REDCap

Research Electronic Data Capture
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Prospective Observational International Registry and biobank of Children, Adolescents
and Young Adults (CAYA) with Newly Diagnosed Rare non-Hodgkin Lymphoma (NHL)
sec. WHO 2022

PI: Prof. A. Attarbaschi "
In female/male participants younger than 26 years of age with newly diagnosed rare forms of NHL as u ‘ I l I l I

specified below:

[ Objectives and Endpoints: ]

Incluso in
AIEOP
LNH-2024

Primary
e To establish a prospective collection of data and biospecimens to allow validated
mmformation on CAYA rare NHL
e To prospectively characterize the pathology. biology., clinical features. treatment patterns.
response and outcomes for rare NHL in CAYA

Secondary
¢ To investigate the molecular-genetic landscape of rare NHL in CAYA on an international
scale

e To determine associations between clinicopathological features, disease biology. and
treatment outcomes for specific lymphoma histologies

e To bank biology samples from pathology tissues in a federated manner, and make them
available for biology studies aimed at identifying new molecular therapeutic targets
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