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16t annual meeting of [—BFM:NHL committee

Update of the EICNHL activity (Rosolen)

Rationale and outline of EURO-LB02(Reiter)

Update on MRD in LB studies(Mann)

Mediastinal large B in Hungary

Rituximab treatment in the B-NHL BFM (Reiter)
Leukemia-like therapy of pediatric ALCL:the AIEOP experience
New drugs for the treatment of NHL (Kearns)

Update on NHL therapy protocols in Slovakia
Homocystein and MTX levels in NHL (Sterba)
Expression of co-stimulatory molecules and their legands
(Infant NHL in BFM studies ?)

Treatment of NHL in countries with fimited sources: the
Nicaragua experience
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BFM-Germany

EURO-LB-02(start : 2003/03/01)
ALCL99(start: 2000/02/01)

B-NHL BFM Rituximab (start: 2004/03/15)
B-NHL BFMO4(start: 2004/04/01)

e protocol cordinators:
chairman:A Reiter
vice chairman :M Schrappe

| Treatment plan EURO- LB 02 for T-cell |ymphoblastlc Iymphoma |

}Treatment plan ALCL 98 for anaplastic large cell lymphoma
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NI o] Lo
R X o :—rwr“mw'a;
ituximab i.v. )
375 mgim’ Ra vl [ [ee ] oo ] [an]

Pre-phase i

Chemotherapy

b N " 5

B 12345 N

aMP, fumar extert |

R L:--D-

mmmmmupmwpaﬂemmmm, SHHL FALBL)

k«%;:afﬁﬁomn L.__I l—_._‘ [ (e H % [ le !
Wixgmoneasn () [ ] Joc ) T (e [Cod ] [

mwmmummmmwnmm
- v [war} o] (o ) [waz] [ [—l
intbeng  fHPEE TS TT TT f f




ERURO-LBO02 trial for LB
EARET—L

T-LB

non T-LB(reference arm)

BEN
(1) Induction phase :PRD vs DEXDSH T A X
(2) maintenance phase: 18m vs 24m DIHTAX
(3) lack of preventive CRT (MTX 5g/m2+11 i.t.)

B ERAT AR
156 eligible patients
2-y EFS=86%
early death 3, toxic death 2, failure 17
second malignancy 5
£TT-LB&YSEE  very early s-malignancy NO reason?

Infant in NHL
BAEE 1% n=20 in BFM86+90+95
BEHES 7.6mo (2.6-11.3)
BREAE
ALCL 5; B-NHL(Burkitt) 2; PTCL 1;
LB 12
B LB MifE:ALL-like treatment EFS=50%
B-LB: -1, -3, IV-3 2 relapse
T-1B: I-1,1ll-4 1 death

New drugs for the treatment of NHL
Pamera Kearns(UK)
B NOTCH-1 inhibitor:  new target:T-LBL
B NOTCH-1 inhibitor:  cytostatic action
& NOTCH-1: early T-cell differentiation
B t(7;9) 1% in T-ALL
B NOTCH-1 induces t-ALL in mice.

& 5/30 in T-ALL lines shows growth arrest by NOTCH-1
inhibitor treatment.

B NOTCH-1 mutation : 56% in T-ALL(96pts)
0% in B-ALL(89pts)
B phase | T-ALL/T-lymphoma in USA
phase I Euro 140 cases /y

Cancer Leit. 2005 Feb 28;219(1):113-20.
A wide role for NOTCH1 signaling in acute leukemia.
Chiaramonte R,

NOTCH1 pathway activation represents a common feature of T-ALL
when compared to AML. and B-cell precursor acute lymphoblastic
leukemia.
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Homocystein and MTX levels in NHL

patinets
B Homcystein levels (peak values) reflect the
MTX folate levels in blood.

s-CD137 Leukemia (2005) 19, 883—885.

& Levels of soluble CD137 are enhanced in sera
of leukemia and lymphoma patients and are
strongly associated with chronic lymphocytic
leukemia

Pediatric NHL in Europe
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European Inter-group Co-operation on Childhood
Non-Hodgkin Lymphoma (EICNHL) Meeting in Padova

Monday January 17, 2005 Chair
Anaplastic Large Cell Lymphoma L. Brugiéres
ALCL99
N ALCL relapse Protocol
EICNHL annual Meetmg 2005 Mediastinal L.arge B-cell Lymphoma C. Patte
H lF”Janu('éry 17&?, 2028 Pad Tuesday January 18, 2005

otel Plaza, Corso Milano 40, Padova : A. Rei
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Other open questions
Hotel Plaza, Corso Milano 40, Padova
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ALCL99 ALCL99
Registration and Randomizations Patient Safety
ALCLS9 - Accrual rate 01/00/2004 Toxic Deaths on Protocol Treatment
500
— Registration Four toxic deaths on protocol treatment
wo T pected 8 pisvear 352 patients
. Expoutod 54 pistyoar . 1) Septic shock after first course A
300 e R2 randomisation 974 Dati i
et 34 oo 2 4 patients »I'n R 2) Pulmonary and gastro-intestinal bleeding

------ Expected 34 ptsfyear

on day-4 of prephase
152 patients in R2

Number of patients
N
=]
(=]

100 3) Aspergilus infection after first course AM
4) Macrophage activation syndrome occurring

g 1 month after the end of protocol treatment

nov-99 nov-00 nov-01 nov-02 nov-03 nov-04 nov-05 nov-06




ALCL99

Patient Safety

Three toxic deaths not related to protocol treatment

1) Gastro-intestinal bleeding after
chemotherapy for a 3rd relapse

2) acute GVHD and aspergillose infection in
3rd complete remission

3) GVHD, treatment-related death after
UBMT for early relapse

25 non-lethal SAE have been reporied

5 enterocolitis, 5 seizures, 6 sepsis,
4 thrombosis, 6 other problems

ALCL99
Events
Follow-up: median 20.0 months (O to 54 months)
Over all 352
All events 67
Progression/relapse 62
Second malignancy 0
Death 24
Cause of death
- due to progression/relapse 17
- toxic death 7
Time of death
- early death (<1 year) 16
- death > 1 year after 8

ALCL99
Survival rates
It is clear that such follow-up is still
too short to draw any conclusion.

At 1year | At2year | At3year

Overall 94% 91% 89%
survival 91 t0 96% | 87 t0 91% | 84 to 93%

Event-free 83% 74% 73%
survival 78 t0 87% | 68 to 79% | 67 to 78%

ALCL99

Survival Curve
Event-Free Survival according to Risk Group
100%

80% T

60% T

40% T

=== |solated Skin Lesions (n=15)
=== Stage 1 completely resected (n=7}
Standard Risk (n=112)

~= High Risk (n=203)
== CNS disease {n=9)

0 8 12 18 24 30 36 42
Months

ALCL-Relapse study

ALCL-Relapse study

Outcome after a first relapse of an ALCL
Relapse diagnosis 10/86-2/03: BFM

Patients 80
Survival 43 (63%)
DOD 31 (39%)
TRM B 6 (8%)
2nd CCR after autologous SCT 20/42
TRM 2
Progress 20
2nd CCR after allogeneic SCT 10/15
TRM ’ 3
Progress 2




ALCL-Relapse study
ALCL-Relapse study by EICNHL

{ Treatment plan of ALCL Relapse |

progress during progresi after intensive phase of initial therapy
¥
CD3 positive CD3 negative

T
<12 months or > 12 months and

no VBL in t;lrst fine

VBL ivI first line
Relapse'—-| 24 mnntpi!BL

icu
* > Laukapheresis
@ . MRD-RT-PCR
any donor !
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