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EICNHL in Lugano,
June 03 2008

ei nhl

1. Euro LB

2. ALCL

3, Peripheral T cell update

4. Mediastinal B cell/ B cell discussions
5. Biology session

6. Next ALCL protocal "brainstorming’

Induction Consoli- R 1
dation Mot stage 141
24 months
H-PRED E-MP/MTX
Ra 1 2 M Prot Il | Random 2

11-DEXA

T-LBL. Randomisalion 142
pB-LBL: Reference arm

6-MP/MTX

18 menths

EURO LBO2

20071 20H

81» 28684 >

protocol study =265M (92.7%)

BD? =155 << R1 DR EEMMIE270M/arm - -
2. Toxic death 116 < PILLEFIC(IEARLEL

R la =3, Ib =1, M =2, lla =4, maintenance =1
3. CNS relapse 784

isolated CNS relapse =5, combined CNS relapse =2

EMMEICSFRIFEMICI2day1 B, 2TIEITEEM
4 FO

MISMETHEENOday8, 15SOCTA @S L - -

»> feasibility DEMY SdayB CTOREHEEZN - -

Clsed mestingE B S A EERILAASTRICSEECHAT2 1

ALCL9S

1. R2 Final analysis on process
> Final report planned in July
»>» Preliminary results

2. Multivariate prognostic factors analysis

3. Publication
Randomization 1
- Stage |. completely resected disease

- Acute toxicity during induction treatment

ALCL with CNS involvement
FieaM 1P aRaRs, O/ ERREs

4, 2006 LMOBR TR O—F
> next study??

chosed meeting - Hi7

SAEEESLENBTRESCEORATAL

Anaplastic Large Cell Lymphoma in Children
Results of the ALCLSS -R1 Tral

L. Brugitres, MC Le Deley, A Rosolen, I Williams, K Horibe, G Wobel, A Uytichrock
A Bezhuiren, (i Mann, K Mellgren. A Relter

ALCL99 Treatment plan

Migh risk pationts

Dood 2007 108 11,1226, 308 488 Annusl Maatng of Amercan Socety of Hematsogy, Orlando 2000 12 1
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Third interim analysis of R1 trial

Bicoa 2007, 108 11,272, £398
Al sl Messng of Amercen Sooety of Hematiogy, Oranda 2008 12 11

ALCL99 R2

28 (- Jun2006) 529
R2®ID 2 217
No-VBL 107
VBL 104

(EHEMBPRETEALCLLUSA TR

VBLEBICEWT
- SN ORAE L
- OMERAEVBLIC S SMENMLETER
- 70%I3VBLERE L
25%IC >2/3X TOVBLER®D
- VBLEROREIMAST77%. SEET1 3%

diosed meeting CEITSXEEERLEMBTESSECCHRETAL

ALCLO99 R2

No-VBL VBL
Pis a7 104
Events 32 31
Relapse 32 30
Progress during Treatment 6 4
< lyr 20 3
> Iyr 1 23
EFS at lyr 74% 91%
EFS at 2yr T70% T74%

2HDOS at Jyr =02%

Prosgimstig izl o
Ioand o kot b A
APMEAL R prmiting g

[ cumustvn incience of respss |

FL =166, TRM =68 <S#I2PD/relapseik
EXCNHL. mosting in Camibs , 09/2007
closed mesting CEN AN ERENLEMPTESCECONAT AL ALCL MS5D (Wi Womsmann] EERRLD
MDD/MSD&.ALCLE&MO}T;.. DS i Peripheral T-cell lymphoma: PTCL
Min sseminated/systemic disease MDD/MSD e R e
SNPM-ALKE RPCARIE ZH N5 FRET ? (B69] MLRETHZPTCLOGRABRRGIRIC &
=

8. Fmmicst
B
NPM-ALKEBRPCRABMEEICH LELIEMERRT ~an?
BFMOD 2 n‘a« »s ALCLOOR RN OM AL 2D
D FRETICONTS
ALCL9S®D0S ,cf Y ..’JE.
RN TR R -

NERTCLOMBFEINM, BR, EWLL s
Data Collection

Age. Sex, Country
5 of disease

Relapse details

ZENMONRT TR
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2 B-cell Lymphoma

HA ESH viElE LTORENRES

FINAL PROPOSITION®

1, 2000

Where is the place for RITUXIMAR
in the treatment of B-cell non-Hodgkin lymphoma
of children and adolescents
C Patta, France

CHOP chemotheragy plus rituximab Rexults of the rundemized international
cotnpared with CHOP alone in chderly patients FARLMB trinl for inlermediets risk B-

with diffuse karge-B-coil lymphoma. NHL ia chidree and sdolescenta.

™ Engl J Med. 2000 546: 20547 Elood, 2007189277380,

B eos | Ty
" ee0 | —f

— iy &= ons |
—— coe

ere |
ces 4
ceo ¢
£ss |
&80 + ; . -
o ] 2 TR '
Years

ARLERIARTY HIVTATRIVETA

BASEELECHE TRLEASAE

Where is tha place for RITUXIMAR in the treatment
of B-cell non-Hodgkin lymphoma of children and adolescants

/MRERR & LIZRITUXIMABB:E R A EUR
- ANHLO1P1: Rituximab +FAB/LMB96
- ANHLO12) (B #) : Rituximab +ICE
- B-NHL BFM Rituximab;

B-NHL BFM Rituximab study design

Enrolled P1s 57/228
Stop of ritviemab
BAMLBEMOE o op o ITrUemeR 4
Retuxirnab v x . ‘aatmoent dua 1O touicity
37 Smgim? SAE s
doy v 2 348 18 Gr lilfIV toxicity 27
t tt Call tysis syndrome 7
Evalusticn of reaponts. sxtent = |
o1 1 index manitestahons of Evalunbie Pts 33
Fymphoma and B Respondar 18

EICNHL meeting in Frankfrut. 02/2007 Ritussmab (ANred fSoiter] EESRTE O K

Where is the place for RITUXIMAB in the treatment
of B-call non-Hadgkin lymphoma of children and adolescants

FAB/LMBSE®m ;& MALN
EFS
Low Risk 96%

Intermediate Risk 91% <+ £alOMm70%0E
4-courses treatment with
Cyclophosphamide 3.3g/m?, Doxorubicin 120mg/m*

- RITUXIMAB®#E e £ ¥ - ®(Cidphase || studyb' 8
>3 10 {1 EARIC 12500-8008/arm

- High Risk8T QA ¥ (ICNS disease
»> RITUXIMABDCSFig{T (2MAH LML ?

WAX LB LMY WELERITH

ERPS - &5

cE(THRE 2008

Il INTERNATIONAL CONFERENCE ON MALIGNANT LYMPHOMA
Lugano, Switzeviand. Juse 0407, 2009
. Central nervous system disease (CNS) in
P_]Cﬂh]. anapiastic large cell lymphoma (ALCL)
in children, EICNHL experience
D Willlams, UK, T Mon, Japan, A Retter, Germany
Marie-Cécile Le Deley, France, L Brugieres, France, on behall of EICNHL

15h INTERNATION

BFM MEETING, NHL 5L BCOMITTEE
nd, UK, Apeil 0806, 2008

Refractory Childhood Lymphaobiastic Lymphoma:
A Retrospective Analysis of
Relapsed or Primary Refractory Cases in Japan

[PLSG

T Mitsui, T Mori, N Fujita. H Inada, K Horibe. M Tsurusawa.
on behall of the Lymphoma Study Commitee, JPLSG
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Refractory Childhood Lymphoblastic Lymphoma: T
A Retrospective Analysis of Relapsed or Primary ix s il
Refractory Cases in Japan

Y.year PFS 41.2:7 3

Tetsuo Mitsui, MD, Tetsuyn Mori, MD, Naote Fujita, MD, Hiroko
Inada, MD, Keizo Horibe, MD, and Maschito Tsurusawa, MD
on behalf of the Lymphoma Study Committee, Japanese Paediatric
Leukemia/Lymphoma Study Group

Figure Kaplan-Meier estimates of overall survival and
pwuf;sm- free survival (dotted FIM&S
Median follow-up period was 275 months.

Table. Summary of the 48 patients primary Analysis of variable factors against overall survival

refractory/relapsed LBL 3 year OS

Site of relopse/progression
Primary site 23
Other site 17

(including BM 9, CNS 4)

Treatment for relapse/progression

CTx 14
CTx+HSCT 33 =
(auto SCT 7-BMT 2, PESCT 5) Age xlliod-m_,n years
(allo SCT 26-BMT 10, PBSCT 5, CBSCT 11) 4
Outcome
Alive 18, Died 30

Table. Analysis of variable factors ogainst overall survival

Foctor . Table. Variables predictive of overall survival in
’ multivariate analysis

Relopsed witn

Absence o

105




19th Annual Meeting of the
International BFM Study Group, Glasgow

I-BFM-SG & BSH#R 4

JPLSGCMLEAS
HinFsH mEige

/MRCML
F—Ov \DEREKTAE

[imatinib®®] CML-Paed-ll-study

FAY A —ARIPROOSERARHE

up-front Timatinib® AL S,

HLA— B EREF F—7% L LHLA—3(10/10)FF g F +—4¢
#onnIZMAELRICRRBEOAHTHD.
BRFETOLOICHT ML GHRE XL,
1995~2004 £ TC200H D B R E 174 o1-Paed-I-studyD .

[B#®%] IBFM-CML-SCT

IBFMOHELTWS/PMECMLOBHIBT ST oka—)L.
BTG, B oM RS .

Clancal Tl Prosocol

Frabosl bor stmastardiend dungmeitls prosrbares

T —

i il e el b ent s
L -
clronss b bewkomie (1 ML

CML-paed-11 -study

A mulneenter. non-randomized. open. prospecnve

climeal wial

= | e i | ™ | pomma [t ot

permary
mwesl |
CML in AG/BC L ” )
! | &
l l ’.« _.:nocmmmm:n

| contrm rrtevt w

. ot no el lang as efectivs

— [ urgemt vram cwé wampiamtzen —
et e E———n

ALL: o AML- baved |
| -’_mmm-w. 4 7= genmiwhen TH.inhaao

Inucton Po apy

Treatment alogorithms of study CML paed Il

Altered Bone and Mineral Metabolism
in Panents Recewving Imatinib Mesylare

Abnormalities in bone metabolism
under treatment with imatinib

Jolwn]nw]olwm J s =]w]
H Higher than age-related normal value

| Lower than age-related normal value
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IBFM-CML-SCT

Glasgow, April 2008

Aims of a new CML-SCT protocol:

+ Reduce TRM (better HLA-typing, Reduced conditioning)
+ Avoid late effects (inferility, c-GvHD etc)

+ Prevent haematological relapse by improved post-
transplant surveillance and post-transplant-therapy

Including adolescents and children with CML in CP for
whom SCT is indicated

» irrespective of previous therapy

« irrespective of the reason for the indiaati_on!de:isinn

EXCLUSION CRITERIA
A Baiducc, P Bader. J Cornish, U Creutzig. S5 Matthes, C Peters. P Sediacek,
J Stesn, M.Sultorp, P Vieys, | Yanw +« No MSD or MD

* Patients In AP or BC
+ Pregnancy

+ Previous 5CT

+ No informed consent

CONDITIONING REGIMEN

General Study Design
pedsen ]

.\ RIC
" Matched donor (MD)

[ Posi-transplant monitoring and theragry

g i e

oo ndd 0l
ICICIY ﬂ nn [ MMEoniideys0 >
."__ = H"_.\.‘.._._\s.' . VA

2 1 a0 1 2 3 4 5 8
B S L —

»Matched sibiing donars
»Matched (10/10) related or unrelated Gonors
Graft

Bone marmow
No T-cell deplation

Concerns regarding early
immunotherapy (stop IS or DLI)

» Almost all pts will be RD positive within the
first three months due to RIC

= Consequently the majority would either
stop CyA and/or receive DLI very early
and thus be at high risk for GvHD

Rationale for TKI in signifcant or increasing RD
within the first year post-transplant:

Early DLI is associated with substantial acute and
chronic GvHD even from MSD

Imatinib itself is inmunosuppressive

> Reduced sxpression of MHC class | and Il and impaired ability to
Initiate primary T-cell responses (Appel et al. Clin Canc Res 2008)
> ition of T-cell proliferation (Diez et al. Blood 2004)

> Clinical observation In reumathold arthritis (Myachi et al. Clin
Rheumatol 2003)

» Pts respond to post-transplant Imanitinib despite
prior Imatinib resistance
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POST-TRANSPLANT THERAPY MONT

ntion

POST-TRANSPLANT THERAPY MONTH 1-12

3 - ncreasing
T R o - T “r o
™ ng ™

[T} Trem 1082 ool. Day
3 [ [} [

‘ L ] l ) 1 ' r L 1 ‘ ¥ .
80 80 1100 330 day

TRL
28

Mo intervention ™

POST-TRANSPLANT THERAPY AFTER MONTH 12

3 PCR results > 0 02% berfabl fabl %
or DLI sscatating dose
2 PCR results > 0.05% berfabl / abl

il abil,  _lenil

¥ poaive repeat afias 7 snd & wesks

PCR interval 2nd year monthly Y CMI0N AL fio0d 2005
PCR interval > = 3rd year & monihs
DU dose: 1x 10%kg > 5x 10%kg > 1 x 107/kg > 5 x 10°/kg  MSD

DU dosa: 1 x 10%%kg > 6 x 10%kp > 1 x 107kg > 6z 10'/kg MD

IBFM 2008@glasgow

« CML committieeA i h b &AS
SEARESNT,
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AML COMMITTEE (Sir Charles Wilson Seminar Rooms)

Title: Review of I-BFM AML
Committee Studies

Chairs: H Hasle + B
Gibson
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Relapsed AMI

Acute Promyelocytic
Leukaemia

Myeloid Leukaemia of Down
Syndrome (ML DS 2006)
|R{‘.‘ll‘lnp¢t:|l!‘l.‘ study of

| prognostic factors in Myeloid
Leukaemia of Down
Syndrome

Differential outcome in AML |
with various | 1923
translocation partners
1(8.21)

O Kaspers, D Reinhardt
G Kaspers

D Reinhardt

M Blink

M v/d Heuvel-Eibrink
B Gibson, G Kaspers

Ll L T m— —

[ p——————yT Chaten 1/ Crovisty + M Twass
» ——

T [M Zwaan

Mylotarg Problems
o 40 - 19 | Clofarabine in Combination: | P Kearns
Clafarabine / Daunaxome | M Zwaan, D Reinhardt
Clofarabtne Cytarabine P Keamns
0= A ENS Inhibition M Zwaan
CEP70I M Zwaan
PKCH12 P Kearns
w40 - o s | Dasatanib M Zwaan

301000 | Demethylating Agents
Decitabine
Azactvidine
o | Novel COG Treatment
Cassettes

J Perentesis

L
- .

Relapsed AML

2001/01

| 8FM. MRC. DCOG. EORTC, 5t Judes&139 L— I e m

=
. |
Lf d28 8M blast Mo R
»20%
Study off

Relopsed AML 2001/02 ~
(Wylatarg® Orphase IT study)

 Lote relopse
LMSD J2MUD /3. Auto

Early relopse/Refractory
LMSD /2 MUD /
3.Aute or Haplo

Relapsed and Refractory AML
2001/01(Kaspers GJL)

Phase III study
‘BFM, MRC, DCOG, EORTC, 5t. Jude®iE 1345 IL—T At
#m
-Primary refractory, First relapse, #5175 4AMELT
LML 2nd relapse L
+2001.7-2007 11 (AR 4f7)
572 cases—eligible 432 cases —329 randomised
- ToxicitylZ liposomal daunorubicin® &% L Thvh UL
*S5CT 72%THRT. CRIZGHIES0%ER

Relapsed AML 2001/01 Relapse - 10/2007 Survival (4 years)

1.0
09
o8
0.7
0.6
05

o

04
0.3
02
0.1

0.0

1 2 3

All Pationts (N=424, 250 svents)




Relapsed AML 2001/01

361 eligible and evaluable patients:
- treatment response -

Total Early rel, Late rel
+20% BM blasts 22% 29% 16%
ond. "28"
Death « day "28" 2% 2% 1%
Early death overall 6% % 4%
Non-response/PR 30% 38% 21%
CR rate 63% 52% 75%

Median follow-up time for patients at risk: 2.65 year

I-BFM-S6

Relapsed AML 2001/01 Relapse - 10/2007 Survival (4 years)

1.0
o8
08
07
06
p0s 0.47, SE=0.04
0.4

HCE
i 0.2 0.26, SE=0.03

0.1
& Log-Rank p = <.0001
T 1 2 3 4 5 5

— Rel.< 1 Year from Diag. (N=231, 155 events)
== Rel>=1 Year from Diag. (N=193, 95 events)

Relapsed AML 2001/01 Relapse - 10/2007 Survival (4 years)

: o Log-Rank p = €.0001

1 2 3 4 5 6
Late relapse BM 2B<=20 0.54, SE=0.05 [N=14Z, 60 ovdiiF
Late relapse BM 28> 20 0.21, SE=0.08 (N= 26, 20 avents)
Early relapse BM 28<=20 0.37, SE=0.05 (N=124, 69 ovents)
Early relapse BM 28> 20 0.09, SE=0.04 (N= 80, 51 events)

- - - Y
O L% b odr e oo
o

Relapsed AML 2001701 Relapse - 10/2007 Survival (4 years)

Log-Rank p = <.0001
0 1 2 3 4 5 8

0.0

— t{8;21), inv{18) (N= 85, 20 events)
— other (N=320, 206 events)

Relapsed AML 2001/01 Relapse - 10/2007 Early Relapse Survival (4 years)

08 0.53, SE=0.11

i 02 0.23, SE=0.03
01

Log-Rank p = 0059
0.0 i E

0 1 2 3 4

— 1{B;21),inv{16) (N= 28, 10 events)
— other (N=181, 128 events)

[
years

Relapsed AML 2001/01 Relapse - 10/2007 Late Relapse Survival (4 yrs)
1.0
09
0.8
0.7
0.6

p 05
0.4
| oa

102

I o
0.0

0.70, SE=0.08

0.40, SE=0

Log-Rank p = 0011
0 1 2 3 4 5 8

— t8;21), inv{16) (N= 39, 10 events)
——— other (N=138, 78 events)
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Relapsed AML 2009/01

Down Syndrome AML 2006

Down Syndrome ML

T barreng Kb vt o, Bbendt, M 3000 111 7991 . 5990

o

1R e

& 8 8 Bo* B 6 ® & M
— L UL, D st
— M e e

Pasternis with M1L-DS wilk & battory of TL had » ssgnificanthy better S-yeu EFS (V1% =
4%} than thoss withows documsented TL (T0% £ 4%, pnmanh dee 1o # lower relapse
e A bovtory of TL man thorefore define & kowerrnd ML-DS subgroop This study was
rogeiorad sl wwwn climicalinabi goy = oo NCT00) 1143

T e
. ‘ & I -
- e et |y
: e e
- | -
* Platform for torgeted
molecular therapies in v
If d28 BM blast future day 1 " na 4158 )
1 20% *Induction Txid# £6:< - - = - -
Daunoxysome+FLAG "‘":"""‘ - '::’
5 i *HOAnthrat, OKET &5 H & e raL g o e wp
e "MylotogD 2 5 8- 2580 e rramane. - ms ot
Relopsed AML 2009/02 ~ MR - Hghsie wimiarn ..\,...,.-,. -
=5CTIdBu/Cy/L-PAL
(Mylotarg® «clofarabine D phase
1T study) 3205 B R (6/2007-3/2008)
L Jetarveny Dhomnarw oF o @Reed S 2008 111 P91
i

‘A The "ML-DS prevention trial®
(EudrolT no. 2006-002962-20)
ety g et T AN W g e

" smmnn f tha frugradaion from TL 1o ML-DS

AN may b Shahad by s aradoatos of The GATALE

o umnyg ww -dete CyTarubem
Praatmant ond miemal renduel deeiss (MAD)
Sagpastics

Proposals for future collaborative
preclinical studies
-monosomy 7 project(Coordinator; H. Hasle : # T)
11923 project (M v/d Heuvel-Eibrink) :
T90H (SEFHDEHFATAH) . COMEIZRHT
1(9:11)42% 1(10;11)12%,1(6;11)4 1(11:19)12%
-ML—DS retrospective study project (M Zwaan)#
Aot T—att
+1(8:21) project (B Gibson/GJL Kaspers)
SEPIZIFBED?
- International retrospective collaborative study on
the heterogeneity of pediatric AML with multilineage
dysplasia
B & EMNIBFMIZproposal®

New agent

Mylotarg

EMEA: Pediatric regulator

2 major concerns : B 7F @ protocol|= teLbenfit’a L

FERIDW. infusion reactionD W ¥ FA

AMLISOFMAMLT+GO Tavorable groupTELVAEH
CLO/Anthracycline

CLOM®RTIZCRYO

CLOFDNRAGO24/37TTCR, 6% TGrade 3 or 4 toxicities
CLO/ Ara-C

Adult phase |

CLO 15-40mg/m?, d2-6, Ara-C Ig/m? d1-5, 4 hr after Ara-(C
Phase 11 for De novo AML >50 vr, CLO 40mg/m?, Ara-C 1g/m?

ORR: 60%, 52% CR and CRp, Toxicings: 5% diarrhea, 18% rash
CLO 20 mg/m?, d2-6, Ara-C 2g/m* d1-5Ttrial start(2* relapse AML)
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AIEOF LLA2000-ALL BFM2000° preliminary results (Dr. Conter)

s AIEOP LLA 2000 - ALL-BFM 2000
1
" i
) i
i l u "
[ . "
. ||| " [
i " it [
- s * W
FLxYANEENNAN

AIEOP LLA2000-ALL BFM2000: preliminary results (Dr. Conter)
n=5096 (Ph1* excluded)

patient entered

patient not eligible/not evaluable: n=136
patient eligihle: n=4R27
total number of events n=T784
Daath in mduction: n=05, 1.3%

CR rate’ 98 4% (non CR after I, I, and HR1: 0.2%)
3yCCR 86.8% (MENIBFMB R TI26yEFS 80.7%)
PPR 9.6%, MLL" 0.6%
MRDIZ L & WSO

SR 30.6%, MR41.7%, HR 6.1%, not stratifiable 21.6%
VY

SR 29 8%, MR 56.2% HR 14.0%

FROSER HEBEAN

AIEOP LLA2000-ALL BFM2000: preliminary results (Dr. Conter)

Ist randomization, DEX vs PSL

Lo | M
~ e
—_— \ e —
\\\ = AMEOM LA MG ALL BFM 3000
EMRADATOAF .
DEX 10mg /m® d8-d28 L] JI W EE .
Vi ~— = ) =
PSL 60mg im?, d8-d28 4
FanA RN EAEESR

AIEOP LLA2000-ALL BFM2000: preliminary results (Dr. Conter)

1st randomization, DEX vs PSL*

GyEFS el ipin
£ 3 0.84+0.01 vs 0.81 % 0.01 (p=0.048) 0.10vs 0.16
MR 0,84 0.01 va 0.78+ 0,02 (p=0.028) 0.11 vs 0,19
Tmon-HR 081+ 0.03 va 0.790.04 (p= ) 005va0.17
B-pre 0.85 va 0.80 (p= )
"DEX ve PSL induction death 1.9% va 0.8% (total 1.3%), a=1817/1834
PSL DEX* PSL DEX*
life-threatening SAE Ik% B 8% 24% 57%
{nevers sdvarne evemms)
RM 4.9% 09% 20%

L DL L DL e )

AIEOP LLAZ0OO-ALL BFM2000: preliminary results (Dr. Conter)
2nd randomization, reinduction therapy ~SR/MR

] 1 Protesol 1T wkal Prtegul 11104 ka)
L] DEX 1 mgm?. wrtag  DEX® 10 mem?, Swerap
SR |e " = . X il
. VOR | 5 mpmtat VER® | 8 mgmi a2
L DOX M0 mphm' ud [OX* 30 mp'm® x2
| - - - - L ASP 10.000 Lo ABT 10,000 L 'm® v
L-IR: " . CTM 1000 gt ad CPM® 50 gt 11
- A TH mghm? 58 Arat® 75 mgimt 8
Lt 3 w14 TG Slegim®d v 144

2ad ramdemisation, Results |

riak group comtrol wrm eapenmeaial srm resalin
SR prat 11 v prot 111 96% vu 0% (=0 007
MR prot 1T x1 va prot LI x2 NS
RN ESEEaN
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