FR 18 EIRA M &35
REBEHARICEITHC06LED

collaboration

- LRALLZER&WE -

REREREHAE MNEH
BEE X

Schematic outline of the POG 9407 1

Continugtion , weeks 21-46:
VCR, PRED, oral MTX weekly, ITT,
YPICTH x2

*Overall EFS 46%
-Age: <90 days: 18%

>90 days: 52%
-MLL rearranged

MLL germline (-90d): 65%

MLL germline all ages: 62%

INETOER
20055 ASCO, 2005.10 B &, 2005.12 ASHT#%#
MLL-rearranged;

B1. cCOGOTnraLERDTN

-”'POG9407 .
st - FUTE bk DFBrN T T TE
[F%E '5]
- CEP701ZDWVT(FDAREER) ® ‘
- BEIREBEODRYELNIONT @7 FOrINER NC1
|
MLL-germiine;
— ; S P E7N-TOraLRR
COG - Scientific council DR TE SHOARAE

* MLL rearranged|=x{9 HCEP701ZE AL
:—Kﬁ(g)f OL\TEHMQ T_ffbs *?%?ﬁ
RrFERAL-BREBRTHA-0., REHE
EHRDORGLNELEDT LRI EBEHEE
E#THY. COGEMTOMRELT 5L,

* MLL germlinelZDULTIZMLLI6/98 based
BB TIEA<, CO6-PO407 I H#E BRI Z M
AWIZFTHIE,

c REHBRSBRENETNERTHET 5.
- AR BRIEBELTIT,

* Biology#A e a & A BELEEE TO R E B D AT 8%

« BARTCOG P-9407 based D &R E RIBIZL CTH

(Orlando TMASH meetingTLREEHED)
HER5,

YANSIHE, KALLTOERRHLE ST
BAZELTG
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17th -BFM meeting$i £&5ALL
committee

(2006/4/28-4/30)

RKR/NRH BB

2006.6.17. SEERIE =58

AIEOP-BFM2000(V,Conter M.Schrappe )

* MRDZ B R{LIZ UL =¥® THProspective study
E4 L WBCIKEhST . ARRIG IS B,
» SR:PGRMD., TRP1Gw)/TP2(12w)DMRD(-)
= MR:SR. HRELSH
» HR:PPR
day43 NoCR
Pht or t(4;11)
TP2 MRD 21078

» [MROEBLVE=BRIL AL kO ABREO R LIz >EREN 2 ]
B K D Study Question

AIEOCP-BFM2000
Randomized Question

o 24&:Induction(Protocol IA)IZ# 1 BPSL vs Dexa

> SR:Re~induction{Z#517 &Protocol f vs T

* MR: Protocol Bvs [l x 2

» HR: Protocol I x 2 vs I x 3(AIEOP)
Protocol I vs Il x 3(BFM)

Protocol Il Protocol I
Dexa:2w+iw taper 3w+lw tapsr
VCR: 2% 4%

DXR: 24 4
L-asp: 43 4%k
CPM:500mg/m2 1000mg/m2

8TG/Ara-C/it: ELC

AIEOP LLA 2000-ALL-BFM 2000

@
K

[Ena—
I [——1
=)o
.
[ |
HIN R s
A o
.
c 10 12 20 22 2! Fo) 52“)4“1
B sampiing  * LD : Prolgeot 1. Phisse A, DEXA FERIRN (18(2¢]Cy. PEDMADH)
L G-CEF lA—P Proocel 1, Prass A, PRED TENTDHR’ IBBOES (BERN . MA-RERDS)

SR EAA Y REMROT N EF TR EHOMR

B3 ALBFM 2000 FH RS —ADT O R34 P8
RERTSOTOR D AT, ENHURBET S VHEBSNTUS. N1, 9 UPRSANHBT
ERMIBAEND, MRD RS Uk 1, 2OBRATY AVTREEND.

AIEOP-BFM2000: B Al L D #5581

BUIEE TOentryli4239 (BFM 2473, AIEOP 1766)
o ETMRDTORHHLIZ VT,

AIEOP BFM
SR 26% 33%
MR 41% 40%
HR ™% 6%
Unknown 26% 21%

o MRDCREBHME CTE RO Y X 7 437513,
SR 40%, MR 51%, HR 8%C,

. MRDTRHHL &
T8, HEEDcriteria CHRE IZHRIZIF X ¥4,

. EORER. REOEFSAEL,

SR 29%. MR 55%, HR 16% (BFM95TI%, 35/53.6/11.5)

727 Tounknown®23%1%, TRREER A B4 SRIZIL

AIEOP-BFM2000:PSL vs Dexa

¢ Induction®PSL vs Dexa®RCTTT 723, FEEHR
HLEOICI0F UL EOBETidDexalf THEIC
EIEBYEN S0 T, 1 0 FLUETIE
2004/09IZRCTiIZFILE N, PSLEDOAR L 72 -
TWEF, (PSL 17108 vs Dexa 16884)

* RCT®compliance TT 4%, Dexaff Tidk ik
e FORWERARIIV S VL H T, PSL arm T
DexalZfTo =Didb T 1l Th--Dinit L

. Dexa arm CPSLIZfT» 7= D826 T L7,
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AIEOP-BFM2000: BAlL D#ER2

MRD/B AL & classical Z2f@BI{L (BFMO5) o Lb&:
(MRD% > CREHHL CE EMDH)

Classical SR : 11006, MRD@5AI{tL, T1348% 23 MR ~shift up

Classical MR : 17501, MRDR&RI{k T40%IXSR~shift down

Classical HR : 400/

203 HTEL-AMLIOERIO IR EBTH &
Classical SR : 3108, MRDESL Tr138%H MR~shift up
Classical MR : 380/, MRD&3I{k T59%I3SR~shift down
Classical HR : 10%

AIEOP-BFM2000: £k Fi &

. ESCS SR MR HR
5y-EFS 79. 4% 91. 4% 78.8% 59. 6%
(BFM95 80% 90% 80% 51% )
5y-0S 89. 4%

> EORRREERLEL Than!

+ Event® 3 - 7= 524F D HER
. InductionF DT 1.3%
Induction failure 0.2%
R 8.2%
second malignancy 0.6%
CRFDFEL ichemoBf 1. 2%. BMTEE 0. 8%

AIEOP-BFM2000: HR® A #&1

HROIEFIEIE
AIEOP BFM

+ Phil 10.9% 10.9%
« t(4:11) 5.0% 2.5%
« PPR 43.0%  41.1%

« Tp2MRD(H) 30.1% 28.2%

AIEOP-BFM2000: HR®D Fi &2

. SCT chemo
ATEOP 73#l, DFS 64% 22941, DFS 70%
BFM 151, DFS 72% 207%5, DFS 73%

o BB D DEFSTAS &
AIEOP 56.9% (SCT# censoril T 5 £61.6%)
BFM 61.5% (SCT# censoriZ9 5 & 64.5%)
o CR1DSCTAHMBAYZ1T 72 » -BFMIZ R Zh 2

AIEOP-BFM2000:PPR
PPROAHREE D95 & 2000 EFS D H# -
AIEOP BFM
95 66.1%(148f1) 65%
2000 70.4%(15415) 73%
PPR & MRD D EEf% -
MRDY R 2 BRR Jdy-EFS (DFS?)
SR 0% 97. 2%
MR 7. 2% 84.8
HR 33. 8% 46. 2%
Not done 12. 3% 2 (A®TET)

AIEOP-BFM2000:day33 NoCR

day33 NR 2 TP20OMRD

day33 NRETP2 MRDZ10-31F, B OHEEISH D23, TP2 < 10-372 5, EFS 47%% BT
TP2 10-3BEE. ZOH DR block 1,2, 3THHAL A (IR > T A,
TP2 MRDZ10-38-IXHE D A CZ 220,

Day33 NRiZ, CRUTSCTA iU, 5y-EFS 45%
Chemo®Z TU T BMiX, TPZ MRD ¢ 10~4BEDH T, P HUwiT £ 9.
FRLSDchemoBEIZ 2R

T2 MRD & SCTRRRTE, R BT,
TP2 MRD < 10-4 : EFS
= 10-3 : 56%
> 10-3:18% CRITHHLTLY A !
FIT, BHEZONSHEHFEHEE LTEL TP2 MRDZ 10-3BF2 >0 i,
HR-3 b T, b —EEMRDAGTAR LT,
MRD < 10-372 5, E O E FHR-3OH TSCT
> 10-372 %, SCTHfiiZexperimental Tx% AN 5,
= 10-3% 5. R block%1-27 —ABMIL
<C0-3T iz o7d, SCTo~, 210345, experimental Tx® AR,
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AIEOP-BFM2000:PCR-MRD/LR

MRD-SRiE. MRDARYTETREERI 0 40% . MRDARAT FEEFIS 5 5 0T, B/ IR A2

29% T, EFSH91%. MRD-SRit., BFM-95 criteria® 4~ T Oriski i LU 5,
TEL-AMLITHLMRD THF#iZ 2o 5,
MRD-SR (B#D68%) : EFS93.5%. MR : 67.5%, HR : 585%

MRD~ %1% 15T H £l ?
SRITEEE 5, w—h—it1 DOHKKL, TP1, TP2EX L MRDOOEFSILS6.3%,
T TH LT Y, MRDTBSHL T & SPLOBIAIE. 76.9% 4 H90%IC T 5.

[¢}]

(2 TPiR1-OTLOM?
TPIDARTIVETH L, WRDTBINL T X HPLOEIAIL, 76,690 580 T& 5,
(3) Th L

Dayl5 BMOMRD low risk& <5 x 104 TERTHE | 1BLAVERITR . EFS 96%.

DEMLHGRE LT, low riskOFE & VO BA T,
X I OTHOOH G LA, TPH 1-0Thuvodd Livin,
TPUHI L - L B LT, dayl5 BMPCRTHUL A Y LA

100

AIEOP2000:FCM-MRD

ATEOP2000> 14666191, 56 147 THEHT L 7=,
FRHTRER & JERRATIE B D character 2 IX3E 12 A2 hvo 1=,
Dayl50BM CEFAf L 72 FOMDMRDDOFE BRIZ FEDEY

BEHE BRE
<10-4 20. 5% 2.8%
Z10-47>2<10-3 16.7% 5. 3%
210-32><10-2 26. 4% 49. 4%
210-27>2<10-1 21.2% 16%
Z10-1 9. 2% 39. 3%

B-precursor 510fi3 &V M2 B, MRDC10-472 5. EFS 96%,

T 486 +,<10~-472 &, EFS 100%

1. KE5OPL (098%) TfeasibleTdh -7z, fast, cheap,
2.strong prognostic value. -

AIEOP-BFM2006 M Plan

s HEVHELVWILIERINEHATLE,
+  MRD based®BHHLITRT 2. MRDIZWIHIHOAL TR, o
& Dpointh & > T, MRDEEBHCIZBRBERILT 2 HBICT S

+ BRIz igenetic subgroup b EE T 5,
Groupl : TEL-AML1, SR~ E#IEE424%
Group2 : T. 2 HSRIE1.7%, non SR (MRDZ & ?) 5.8%,
0 IZHR
£ Dffi. SRIZ19.7%. non SRIX36.6%
classical HR, fE#HI#I&13%
Wk, @& (BFM20000 ?) RCTH»Hbest

Group3 :

Group4 :

s WERT AT
arm& 9,
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17t Annual Meeting of the
International BFM Study Group
April 28t - April 30th, 2006

Hotel Leeuwenhorst,
Noordwijkerhout,
The Netherlands

[-BFM COMMITTEE:
Biology and Diagnosis
CHAIR MANN: Oskar A. Haas (Auatria)

S Izraeli (Israel)

+  Biology & Diagnosis Com.

- ALL&B&D

s ALL & Resist. Disease & B+D & IMMC
« AML & B+D

»  Resistant Disease & B+D

Friday, April 28, 2006

Time Rotonde i Boston 11 { Boston 13 ‘ Boston 15 Bosson 17

1345 1400 | Welcome to she 17 1-BEM-80 mecting
Rest."Café | Gertjan Kaspers, on behalf of the Jocal organizing commitice

1400 - 1530 ALL SCT & Res. AML NHL Bactogy +
Drscase Dingrosis

i

15:30 - 16:00 Coffer / tea

16:00 - 17:30 ALL Resistant disease NHL 8 BD rYs ELTEC
{1800}

1806 - 19:00 Official Opening by Masrien Egeler and Martin Schrappe
Rotonds Invited Lerture: Anjo Veerman (Amsterdam, NL)

Biology and Diagnosis Com.
Chair: M. Stanulla, O. Haas
14:00-14:10: B&D issues in IBFM-SG 2006 (5 lzraeh)
Genomic Approaches
14:10-14:20: Report on European guidelines for gene expression profiling (G
Carno)
14:20-14:30: The EuroSNP project
(A Halb
14:30-14:40: Integrated Genomics approach to study ALL (G Cazzaniga)
14:40-14:50: Discussion — Incorporating genomics into diagnostics of childhood
leukemia
14:50-15:10: MLL leukemias
MLL leukemias genomics and targets. Reports on collaborative studies and
translation into new studies
(R Marschalek, R Stam)
15:10-15.30: Proposed studies (77 gach)
- Web page for DS leukemias
(E Forestier)
- 21q amplification in ALL (C Harrison)
- Hypodiploidy in ALL (B Stark)

ALL & B+D
Chair: S. lzraeli, A Biondi
9:00-9:15. FCM for MRD: The AIEOP ALL 2000 study {G Basso)
9:15-10.15. MRD to identify low risk ALL in front-line protocols (107 each)
- Advantages and disadvantages of PCR and FCM techniques
{JJM van Dongen)
- AIEOP-BFM ALL 2000 study: PCR data
(G Cazzaniga, A Schrauder)
- A-BFM ALL 2000 studies: FCM data (M Dworzak)
- COG studies using FCM (M Borowitz)
- ALL 1C-BFM 2002 study (E Fronkova, E Mejstrikova)
- Comparison of two FCM MRD methodologies in INS study
{D Luna)
10:15-10:35: Discussion
10:35-10:45: A novel splicing variant of E2ZA-PBX1 found in children with
#(1,19)(g23;p13.3) ALL in Beijing
(Li Zhi-gang. Zhang Rui, Zhao Wei, Wu Min-yuan, Hu Ya-mei}

AML & B+D
Chair: U. Greutzig, J. Trka

Diagnostics in AML
14:00-14:15: Clinical parameters
(e.g., liver size, skin involvement, WBC)
(B Gibson, B Razzouk)
14:15-14:30: Morphology (D Webb, E van Wering)
14:30-14:45: Flowcytometry (G Basso, D Reinhardt)
14:45-15:00: Genetics (J Harbott, A Biondi)
15:00-15:15: Molecular markers for MRD (J Trka, L Lo Nigro)
15:15-15:45: General Discussion
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Resistant Disease & B+D
Chair: R. Kirschner-Schwabe, G. Cazzaniga
Genomic studies in resistant ALL
16:15-16:30: Gene expression signature predictor of
relapse in BFM trials (G Cario)
16:30-16:45: Overexpression of AEP and resistance to chemotherapy
in childhood ALL (V Saha)
16:45-17:00: Clonal evolution between diagnosis and relapse
~ what is known and what can be done? (R Panzer)
17:00-17:15: Gene expression and CGH studies in relapsed ALL
(R Kirschner-Schwabe)
17:15-17:30: Gene expression studies at diagnosis and
relapse COG experience (S Hunger)
17:30-17:45: Gene expression signature associated with resistant disease
and relapse (M den Boer)
17:45-18:00: MicroRNA profiling
(M Muckenthaler)

NOTCH]1 in T-ALL

General symposium Monday May 1st, 2006 S. BREIT et al (Germany)
A. Leukemia in Down syndrome

(chairs Zwaan and Reinhardt) * BFM2000 STUDY

157 PP82MH (52.25%)I-ER

* D. Reinhardt Myeloid leukemia of Down syndreme: the * HD domain 5584 (67.1%)
European experience leading to and a new protocol *  PEST domain 13% (15.9%)

* A. Gamis Myeloid leukemia of Down syndrome: the COG - BE 13U7%)
experience 1) Cortical T

* S.Orkin  Insights into childhood leukemias from modeling 2) Good responder
somatic mutations in the mouse. 3) Favorable MRD

* P.Vyas  The GATA-1 story: finished or not?
= J1.D. Crispino Role of chromosome 21 in megakaryocytic

BEBAN p=0.041

disorders
Relevance of new genetic Identifying new genetic abnormalities
abnormalities in T-ALL in childhood leukemia by array-CGH
Cools J (Belgium) Meijerinks (Netherlands)
* BEYHEERETF: TLXI1, TLX3, HOXA, « TCROEHEEFEETF: MYCCTALL TAL2,
MLL, TALI1, LYLI LYLI1,TLX1, TLX3, HOXA,
« NOTCHI « HOX1IL2R#: (25%)FHF B p=0.01

CALM-AF10 ¥ 435: p=0.005 FHFE
* RAS, FLT3IMEE, LCKEHHE TALI $# B 17

* NUP-214-ABLIBA&EIEF: CDKN2A, del(11)(p12p13): 4% by FISH

TLX1, NOTCH1 CGHEIZT RAG2-, TRAF6-LMO2 LMO2®
BEIII%IH#LNS: subgroupEHET S

®
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Expression of chromosome 21 encoded
miRNA in Down syndrome and AML
Klusmann JK (German)

« 21%& L D4 DDmicro RNA: miR-99a,
miR-125b, miR-153, let-7¢

+ DS-AMKL(n=4),AMKL(n=4), TMD(n=4)

o miR-125bl&DS-AMKLT104%, TMDT5.6
. AMKL T3 25D RBR

« miR-155[ZDS-AMKLTAMKL &UY1.5{&%

- PU.1, FLI1, LIF, MYCC, IL13, IL6

Analyzing the MLL recombinome in acute

leukemia patients: novel insight into
t(4;11) leukemia

Meyer C, et al. (Germany)
5128k UNR322, BLA179)
8O OMLLEHHL, SSOMFRETF
70 Dt(4;1 1) 80%H ¥ i B SR e
10BN EELZW41D)FI0HITHLLOEAE
BEEFHROMO,
1=K EADFHLLMLLOEFEEFHE
EShi=,

L3

GENE EXPRESSION
PROFILING in ALL

Monique L. den Boer et al (Netherland)

BCRABL-like patients

- 130 Fh 18 (14%) =B ORB/ 5—2
o S, BMBRBIISR

o Dic(9;20)(pll;qi) %

« BCR-ABLEFBORBTCFRFR

Amplification of RUNX1 in Childhood
ALL: A Diagnostic Dilemma
Harrison CJ, et al (UK)

. FISHCUERBEEREIZEALZLT L

 Intrachromosomal amplification of
chromosome 21 (iAMP21)

25 patients (1.5%), Commeon or pre-B,

« BB DL (median 4000/1)

o FERIZHL( median 8&k)

o 4%EEFS 50%, BRETLTE: high risklc
» Array CGH: AML1
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AIEOP-BFM 2000

- SEREARE 2000.7/9~2005.10
MRDEBEATLBLEY « X% 1~18Dprec-B ALL. T-ALL
- _ s . ORIALEE (2006.326B1E)
I-BFM-SG# & (MRD) B 423081
SR 1241 (293%)
MR 2338 (552%)
e e o y HR 660 (156%)
RHEFIERKE Iﬁl',"& ARk EES (24mo) 900 %
R 5F EFS (48mo) 819%
ALL-BFM 2000 mic
2000.7-2006.6 SR m MRDIZ &% 5llME (AIEOP-BFM 2000)
MRD P1 P2 v T | — ]
et AIEOP BFM
1,D [T T | —
- —I-E—JLJJMR.»* SR 6% 33%
U 1 | |mEom TH — 2
HR: | | MR 41% 40 %
;’Irl:;.m P2 MRD
w022 |8 HR 7% 6%
t;11) l E @ H [Ty [l T [ T
NR d33 R 2 H unclassified* 26 % 21 %
HHHE Y me

* MRDAREM]. Age. WBCHIL, PSLEIGTE. cytogenetics| =& TEMR, HRIZE AL

[Shapilat ipap -IOLIES
MRDERITAES

1800
1600
1400
1200
1000
800
600
400
200

SR95
N=1100

MR95
N=1750

louR uRD

| ISR MRD)

B3R EFTDRRDEE
MRDERITRERI D2
12%

[@HR 95 |
MR 95 |

\CISR 95

MR MRD
N=1702
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5y-EVENT FREE SURVIVAL

MRDIZ& 3 total SR MR HR
Bmt B
BERlE
SR 40 % 29 % AIEOP/B ,
A on | 794% | 914% | 788% | 505%
MR 51 % 55 %
AIEOP | 4509 | 850% | 79.1% | 535%
HR 8% 16 % ALL95
— 2. =N bv 7o
phenotype/MRDRIIZ# 1= F £ P2OMRDEEEH FHE
SR MR HR MRD at P2 BRE
- <10+ 10.5%
~prec—
o 91.2% 73.7% 39.2% 109 23.8%
T-ALL 96.5% 84.7% 40.2% 10°2 48.1%
107 61.4%
total 91.5 % 75.8% 36.8 % Not dome 12.3%

MRDERIHE Deligibility DHEEZEEZ D
CETEDKRNFEROSREMETRE?

Bl k| MOEEY | 5y-EFS
2 | P1&P2 | TT% | 91%
2 | Plonbx | T7% | 93%
1 P1&P2 | 87% | 96%

PCR—MRDIZB 3 H#&5t

« MRDT—h—%—2T&WET 5L, iR
BEDIN%ERBAILTES,

» Day15MBMT. 5 X 10*%cut off&F H&.
EFSI%96%

« PCRT. 1¥—}—, Dayl5OBMTEHI
{EAVETHE ?

G Cazzanigia AIEOP-BFM2000

—122—




FCMIZ K DMRDE

AIEOP2000 561/14666ITDay150BMZ
FCM MRD#Hf

BELE BRE
< 10 25.5% 2.8%
1074 <8< 1073 16.7% 5.3%
103 <& < 1072 26.4% 9.4%
102 =& < 107 21.2% 16%
107 = 9.9% 39.3%
G.Basso

AIEOP/BFM 2006

MRD-driven treatment

- utilizes MRD not to only identify
slow responder but to save a large
subset of patients(30-40%) from
extra treatment

- utilizes MRD to intesify the most
effective treatment phases

- takes genetic subgroups into
account

- uses best arms from the past
protocols

new stratification

Group | character details incidence
1 TEL/AMLI1 24%
SR 1.7¢
2 T-ALL 5
nonSR 5.8%
; " non T, SR 19.7%
- OIS 1 nonTEL/AMLI | nonSR 36.6%
Clinically PPR, nonCR o
4 HR d33,MLL/AF4 12.3%

MRD to identify HR/resistant ALL

- HR in AIEOP-BFM2000
MRD, PPR, t(9;22), t(4;11), NR d33

- day33NREP2ZMRD = 10731358\ VFHES

- MRD(+) T TP2 < 107372 5MRD#iRL .
EFS4T%E CHIFF C&5

* MRD(+)TTP2 = 107372 bMRDFife 5

- D33 NRIZCRITSCTTAZLTEFS45%

- TP2OMRD ESCTREAR 1T L<AHRE
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MRD TP2z= 10 3EEHINADXI
TP2MRDE ESCTHE
MRD before treatment
H3-block
P2 MRD 5y—EFS
<10+ SCT
—4 0,
<10 73% Add H block once or twice and
<<l quntify MRD. If MRD is
104=2&<103 56% 10°= ! 103 S Experimental therapy
<10 SCT
1038= 18%
103 Experimental therapy
COG/MRD study by FCM &4 W—TF12$1+HMRD HROBEIE L XIS
POGO900 seires protocol
4color FCM MRD on P1 day29 P2 wk25-32
- protocol [ MRD | 7| EFS | MRD HRADSIIG
protocol | risk PIMRD (-)
NCI-SR and TEL/AMLI1 DFCI | PCR|  189%ys| DFCI0501(2005~)
9904 | good | icomy 4,10 96 % 0501 |d30 |0 |33% | d30MRDZ10-3TAMAIL
COG |FCM 79%vs
9905 /erage 91 % -3
average ( 9906 | d29 10 58%
9906 | poor Agc} Sex, CNS3, MLL, 79 9% EORTC| PCR || )| 70%vs| EORTCS895I
testis 58881 | d35 0% d35SMRDZ 102 TR

SCTRIEOMRDE Fi&

o SCTRIOMRDAZ HNIEFETE

. R AERIBBRIAELSCTHIOMRDIZIEE]

* SCT# OMRDISHE LB FH DRIk

BREALLEMRD REZ-BFM
P2 MOMRD
0 =102 <1072
=10+ 5 3
<104 2 12
2
$3/4 = g 102 <]0'2
S [ =0 17 |
E <104 6 7
3)
w
$2/3/4 =102 <102
=10+ 22 4
<104 8 19
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FED

s ZLDALLABBEHEIZEWT. MRDODEE
MRigaxhTsY., 7oba—ILOEHEIZ W
ADBEELELGEH>TND,

o I-BFM ALLTIZ. TCR/IgBEFE ALV
PCRIETELDIETF U ANERTShT-A,
ERLHEHOBE,ID, TOra—ILAD
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ERBERE | CIEMIAH - V) (BRERES
EICNHL-BBRY VRI D LRE

= #th
BREEBAFNEH

2006%6H188 BSE

Agenda for EICNHL meeting

Jan 1921 i Pan

Jun 19 ALCL Clinical Studies
- ALCLY9 (MC Le Deley, L Brugicres)
- ALCL Relupse (A Reiter)
NHL in infant (G Mann)
ALCL Biological Studies

Jan 20 NHL Biological Studies
LBL Clinical Studics
- EURO 02 (A Reiter)
Organisational aspect

Jan 21 B-NHL (C Paue)
- PMLBL
- rituximab

Informal mecting: April 30. in Noordwijkerhout
Meeting for ALCLYY: May 20.in New York

NENHUITH 3 SAROBRKHAR

48 Tldinternational studyfE5]

AR BaW EFS 0S  reference

BFM95 B-NHL 505 89+1% - 8lo0d.2005
LMB 89 B-NHL 561 925% 91% Blood.2001
S Lt BNHL . ? ? ?
BFM 90 LBL 105 90% - Biood.2000
S LBL L ? ? d
BFM90 ALCL 89  76%5% -  Blood.2001
HM89,91 ALCL 82 66% 83% Blood.1996
Sl ALCL . ? 2 2
() ISHISERH
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20064 LHHDNENHLBEER &E

EICNHL meeting (closed)
Jan 19-21, 2006, in Paris
Apr 28-30, 2006, in Noordwijkerhout (informal meeting)
May 20, 2008, in New York

1-BFM 8G meeting
Apr 28-30, 20086, in Noordwijkerhout

2nd International Symposium on Childhood NHL*
May 18-20, 2008, in New York

* Sevond Iniernational Symposiun on Childhood. Adolescent and Young Aduit
AL
Non-Hodghin's Lymplioma

Program of the i-BFM-SG NHL-subcommittee
Apt 2R in Noordw ijkerhout

. Updated results and conclusions from the three

A Retes BFM consceutive multicenter trials NHL-BFM 86. 90, and 95.

N Myakova  Russia Pediatric NHL in Russian Federation: results of

N NMyakovd > treatment according 10 BFM protocols.

Preliminary comparative analysis of two consccntive

ARosolen  Italy AIEOP protocols for the treatment of lymphoblastic
Iymphonia of childhood: AIEOP LNH 92 and LNH 47,

A Reiter BFM Ongoing clinical studies on NHL in the BFM group.

T Mon Japan Therapy and resulis of relipsed ALCL in Japan

Impact of age and gender for treatment outcome of

NHL-patients with BFM therapy.

GT Kovaes  Hungary  Late toxicity of pediatric NHL therapy.

B Burkhardt BFM

Coardinator: Angelo Rosolen (ltaly)

NENHLER L EIERHR IR

ALCL 99 E/ICNHL+IPLSG
- BFMOO& BBIC2DDER IR
- R1: MTX 3g/m?/3h without IT vs MTX 1g/m2/24h with IT
- R2: “to test the impact of adding Vinbiastine”

EURO 02 EICNHL
- BFMOSZ BB IC 2D DETHER
- R1: PSL vs DEX during induction treatment
- R2: maintenance therapy of 24 months vs 18 months

ALCL-Relapse EICNHL (BFM, Poland, ?)
- RisklZ & Dallo-SCT, auto-SCT, VBLEIR S E

FAB LMB 96 COG+SFOP+UKCCSG
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FAB LMB 96
Aims

International study:  SFOP (France)
UKCCSG (Great Britain)
CCG (USA)

Aims: based on the results of LMBg9

- In group A: to confirm results of LMB8Y on more pts

- In group B and C: can treatment be reduced without jeopardizing
EFS ? (randomized trial)

- Prognostic factors 7 especially in group B

Therapeutic Strategies and Outcome in B-NHL
Catherine Putte, Institut Gustave Roussy. France

Adolescent and Young Aduill Mon-Hodghin’s Lymphoma g
S S Yo b Yo ot oy o s G Pt o

inter on
Adolescent and Young Adult Non-Hodakin's Lymphoms

Dt s P i Wik w08 B A b o P e B0 .t 2

Who are the remaining poor risk patients?

- CNS positive patients
- PMLBL.: different biology and poorer outcome
- Initial poor responders

- Relapses

Therapewtic Strategies and Outcome in B-NHL

Fop——ya
Adolescent and Young Adulf Mon-Hodgkin's Lymphoms

e s o Sk ko s b st o ot P G At st

FAB LMB 96
Results

- Group A: confirmation of results of LMB 4yr EFS 98%
- Group B: equivalence of the 4 arms for pts who responded at
D7 and achieved CR after 3rd course
- Importance of early dose intensity
EFS 93.8% vs 84.5%
if COPAM 2 started < or > 21 days after COPAM 1
- Group C: randomization stopped stopped
because EFS 10% inferior in the reduced arm

Therapeutic Strategies and Outcome in B-NHL
Catherine Putte, Institut Gustave Roussy, France

Catherine Paite, Institur Gustave Roussy, France

§ on . .2
Adolescant and Young Adull Hon-Hodgkin's Lymphoma M
Main Question

Targeted therapy “RITUXIMAB”

Which place in childhood DLBCL?
in Burkitt lymphoma?

In France, for the adult Burkitt lymphoma:
Randomized trial: LMB schema +/- rituximab

Therapentic Strategies and Quicome in B-NHL
Catherine Patte, Institut Gustave Roussy, France
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Adolescent and Young Acult uon-”odgkin?lﬂlmhoma m
Questions, Further directions

- Age
- Need for biological studies
- Poor risk patients

- Value of the PET scan

Therapeutic Strategies and Outcome in B-NHL
Cutherine Paite, Institut Gustave Roussy, France

International Studies for Childhood NHL

BFM

P

lEICNHL
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“Pathogenesis and treatment of familial hemophagocytic lymphohistiocytosis”

Dr. Jan—Inge Henter
Child Cancer Research Unit, Department of Pediatrics, Karolinska Hospital,

Sweden
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