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[International BFM Study Group(I-BFM-SG)## |

The objectives of the I-BFM-SG

1. To foster the information exchange among the participating
groups, including preliminary results, to promote research
projects in childhood leukemias and related disorders,
including non-Hodgkin’s lymphomas.

2. To activate cooperative projects for biological research.

3. To study rare problems.

4. To promote prospective randomized clinical trials, using
consensus approaches and allowing the participation of

other groups.

Member of the I-BFM-SG
1987 BFM- G (Germany)

1987 BFM- A (Austria)

1987 BFM-CH (Switzerland)
1987 AIEQP (Italy)

1987 EORTC-CLCG (Belgium, France and Porfugal)

1987 DCOG (The Netherlands) «—I.BFM-SG (1993)
1997 Hungarian Pediatric Oncology Group

1998 GATLA (Argentinien)

1998 CLWP (Czech Republic)

1998 PINDA (Chile)

1999 Hong Kong

2003 Croatia

2003 INS (Israel)

2003 PPLLSG (Poland)

2003 UKCLWP (U.K.)

New JPLSG(Japan)

New NOPHO(Denmark, Sweden, Finland, Norway, Iceland)

«BFM family (1987)

Membership of the I-BFM-SG
- Membership is open to all Cooperative Groups who share the
objectives and accept the rules of the I-BFM-SG, and are
willing to join I-BFM-SG cooperative research projects.

- Membership does not require the use of BFM backbone protocols.

-However,
membership requires active contribution to the I-BFM-SG.
This can be through either participation in clinical protocols
or studies on the biology of disease.

- All Group members of the I-BFM-SG have to present at each
Plenary Meeting a summary of their experience and activity.

I-BFM-SG Chairman, Executive Board, Co-Chairperson and
Secretarial Office

1. The Executive Board is constituted by the Chairpersons or
appointed representatives of the participating national study
Groups.

2. Executive Board has to elect its Chairperson for a three years
term with the possibility of a second term.

3. The Co-Chairperson will be the Chairperson or the appointed
representative of the national Group hosting the next Annual
Meeting and will thus be appointed for one year.

4. The Chairperson will provide the financial support for the
administrative office.

5. The Chairperson will nominate his or her scientific Secretary.
The scientific Secretary is not a member of the Executive Board
but may participate.

I-BFM-SG Committees
Committee members are member group representatives
who have participated in at least three committee sessions.

Active committees($EOE %)

-Biology and Diagnosis Committee (B&D) #k. #H
-Information Management and Methodology Committee (IMMC)
-ALL Strategy Committee (ASC)  E#. B, 1880

-Resistant Disease Committee (RDC) HBEE

-Acute Myeloid Leukemia Committee (AML)ZH, B2
-Non-Hodgkin Lymphoma Committee (NHL)#

-Early and Late-Effects and Education Committee (ELTEC)& B
-Stem Cell Transplantation Committee (SCT) B #8

Working Groups

-AML-Relapse Group

-INTERFANT

-New Agents

ITCC (Innovative Therapies for Childhood Cancer)
Structure of ITCC European Consortium

Chairpersons

Vassal G (France)
Caren HN {Netherlands)
Morland B(UK)

Advisory
Committee

Biology and Preclinical Clinical Trial | [ Ethics |
| Evaluation Committee | Committee -
(corelabs)
lcp ",'tf"—Ji vivo J [ vivo | Phase I and early phase I centers
(tumor specific labs) Phase II centers
O O O
N I 7 T
; »

NB Ewing OS RMS MB ALL SIOP Europe
GP: gene profiling
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NH Hotel Leeuwenhorst, Noordwijkerhout, The Netherlands

AML Committee

HHBEERNMNEH
28 8

International BFM Study Group AML
Committee

*Updated results from study Relapsed AML 2001/01
*Future Relapsed AML study

*Intergroup Pediatric APL study

*Myeloid Leukemia of Down syndrome

*MRD in AML

-Proposals for future collaborative preclinical
studies and general discussion

Relapsed AML 2001/01

| BFM, MRC, DCOG, EORTC. St. Judeta& 135 JL—F 418 i }

Late relapse
1LMSD /2.MUD /3. Auto

Early relapse/Refractory
1L.MSD /2.MUD /
3.Auto or Haplo

If d28 BM blasf
>20% :

Study off }
Relapsed AML 2001/02 ~

|

| (Mylotarg® Dphase IT study) |
| g |
L

Relapsed and Refractory AML
2001/01(Kaspers GJL)
Phase III study

*Primary refractory, First relapse, #3175 88 %L T
LV 2nd relapse LA B%
»2001.7-2005.11.1 (hRE #247)
*415 cases—eligible 310 cases —239 randomised
* Toxicityld liposomal daunorubicind 5% L T 1L
‘OSIT LA TI3% (BRLOE) 1 EEH-YMDTTh—
*Early relapsedtlate relapse® B H0S &L

*Day 28(MBlast 20% L ELL T TR EIEEE
-early relapse Thinitial responsek I+ iEEF &L,
$(8.21), inv(16)lZ kL,

Relapsed AML 2007/01

.

EE m

®
L

If d28 BM blcsf
>20% :

Study of f
Relapsed AML 2007/02 ~

(Mylotarg® +clofarabineMphase
II study)

ICC APL Study O1

AML M3 <18years of age, PML/RARa positivity
SR; WBC<10 (x10%) HR; WBC>10 gxlo")
Induction [ Induction

ATRA + IDA no CR; ATRA +* | ATRA » ID
arsenic trioxide

qum:/\\ -

~3rd course (HR)




Down Syndrome Myeloid Leukemia 2006
(D Reinbardt)

2006.6.1 Open¥ &

ST —7: AML-BFM-SG, NOPHO, DCOG, MRC, SFCE
Primary Objectives:

1.To provide standardized treatment guidelines for

all children with DS and ML, based on best available treatment
2.To achieve an overall survival of 85% for children with DS ML

Secondary Objectives:

1.To document toxicity in the different treatment phases

2.To identify prognostic factors concerning the risk of relapse
toxicity and outcome internet network

3.To establish an international network for sequential trials wit]
modified treatment for children with DS ML

Age: 6M-4 Y(GATAL mutationdiE4g L ETELVNRD 7)

Down Syndrome ML 2006

induction Consolidation intensification
HA |
]
i
|
day day day day
Ara-C 100mgfsqm 1,2 Ara-C 500mg/isqm  1-4 HDAra-C 1g/sqm/gi2h 1-3 HDAra-C 3g/sqmiqi2h 1-3

Ara-C 100mg/sqm/12h 38 idarubicin Smg/sqm 3,5 mitoxantrone 7mg/sqm 3.4 {T-Ara-C 1
\darubicin 8mg/sqm 35,7 IT-Ara-C 1 1T-Ara-C 1

VP16 150mg/sgm 67,8

1T-Ara-C 1

KEE 12U FOBEFFERE
WT1%FALT=MRD monitoring

Inclusion criteria;
+0.5 -4y
=> 4y with GATA-1 mutation

MRD in childhood AML

BFM (D Reinbardt)/FCMTD &5
B TOHBMELLHExtended AML BFM riskx&6HdEEH

J Harbott /Fusion gene TO#RES
AML/ETO RT-PCRTABER TETRMEIZALAL
ERITEAT-BENMLER
2ED20%LNMEZLL,
BHETROFEMmICIEAEZNE?

N. Goulden/Ee& 8
Future perspectives for MRD monitoring in AML is unclear
SOEHRIFALLEE o1
HeteloR EEL—APLO &S H T TN —T TCIHHELTULLKD A KL
DTIE?

Proposals for future collaborative
preclinical studies

—monosomy 7 project(Coordinator; H. Hasle) ;#£7,
WA RCERP,

11923 project (Coordinator; M v/d Heuvel-Eibrink) ;
200643/22 & YRAE,

—1(8.21) project(Coordinator; B Gibson/GJL
Kaspers) ;
EHEP.ELFBTE,

11923 project
-Aim of the study-

between subgroups characterized by different 11923~
translocation partners. This aims at confirming the prognostic
impact of (9:11), as already reported by several groups, but will also
allow us to study the prognostic significance of several other MLL-
rearranged subgroups that so far have not been reported.
To identity prognostic factors, both in the entire group of MLL-
rearranged AML. as well as within the respective MLL-subgroups,
focusing on clinical characteristics such as age, WBC., CNS-

Inclusion criteria
Study groups of which outcome data are available (December 2005 edition of
Leukemia as a guideline). Each group has to provide at least 30 patients with 11g23
rearranged AML need to be included. The participating study groups declare to
refrain blishing their own data for this s before the
intergoup analysis has been completed and published uniess data has been
finalized for publication.
1123 rearranged AML, as detected by either cytogenetics, FISH, Southern Blot or
PCR.

Patients without a known translocation partner, but with molecular proof of an MLL-
rearrangement will also be included, as they can be included in some of the analyses
Age _below 15 years at the time of diagnosis
Diagnosis between Janvary 1. 1993 and January 1, 2005

Exclusion criteria
Congenital bone marrow failure syndrome (e.g. Fanconi anemia, Kostmann syndrome
and Shwachman syndrome).
Acquired bone marrow failure preceding the AML diagnosis (e.g. Aplastic anemia).
Previous chemo- or radiotherapy for malignant disease.
Known MDS pre-phase with BM blasts < 20% for more than 3 months,
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- AML committee$Rs -

HEREREHKXE NEH
BEE AH

I-BFM AML committee®d O x4k

Y BR/BABAMLENRELE-MTAENEEREER
—Relapsed AML2001/01
—Relapsed AML2001/02
— RIAHF L EHE P Relapsed AML2007/01&Relapsed AML2007/02

v APLERRELI-ETABABEEREARR £, 2006EBH TR,
¥ Down-AMLERRELT-BIARMBIERRER 5. 20064EML T E.
v AROBERRICSMLE-BEEZNRLL:, RAFRNXEAHNE
—monosomy 7 project{Coordinator; H. Hasle)
—11g23 project (Coordinator; M v/d Heuvel~Eibrink)
—1(8;21) project (Coordinator; B Gibson/G.JL Kaspers)

v FEROTE

NEW DRUGS
* New AgentsZE B & (CM Zwaan). ITCC

(Innovative Theraéie; in Childhood Cancer - P.

Kearns)-M# R 7Oz

* On going phase I/II studies
-Gemtuzumab ozogamicin (B #/#AMEAML) phase IT
-Dasatinib (imatinibiE £ CML. Ph+ALL or AML) phase I/I1
-Aplidine phase T

* Future plan
-bortezomib
-CPEC
-mTOR inhibitor
-anti CD33 immunotoxin
-Clofarabine / Gemtuzumab ozogamicin

ITCC
{Innovative Therapies for Childhood Cancer)

IDRDBAENES, FELNEDITER

c BAUBELHENRRShDOHE—AT, MRET
DEADFYUANBLATING

c A—OvRIIBFAEBBOET

© IMNRDAICERT SEFIORIR. ERT
—Biology and Preclinical Evaluation Programme

© BRRHBROMEETIE

—Clinical and Translational Programme
- EHREHIGESUEORE
—International Confederation of Childhood Cancer Parent
Organisations (ICCCPO) &M s—bF—y

Phamaceutical Academic
Companies / Programs
DRUGS
3{ Co-ordination ‘
Biological and | Legal and IP Clinical
preclinical issues evaluation
evaluation program

program
Translational sesearch
Targeted /
NonTargeted Ethics and
drugs patients

EAEIX20084FETIZ -

« £Effi200- 300 A Ephase IEERIZT ) —
3 -5HEEDOFEDphase NEBRETS

EMEA observer
COG observer

Executive Board TN
ITCC office Advisory
P. Legal and

¥
Biology and Preclinical Affairs Clinical trial committee
Evaluation Committee
{BPEC)
Core Labs
i GP H GP H Vivo H Vivo l 1 Phase | & early phase ll centers }

Tumor-specific labs Phase Il centers
000000 —gEE—
Voo
Neuro Ewing  Osteo Rhabdomyo Medullo ALL
biastoma sarcoma sarcoma  biastoma SIOP-EUTOPB

for further development

f http://www.itccconsortium.org/
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REPORT

{Registry for European Pediatric Oncology Refractory Therapy)

. E¥ Dphase MEBROFRELLT , REK
PR & % ER B T compassionate
use"NFTFbhizBFEDT—F—A

- BREBYERT . FEEAEONESA
(FFBOR) DBEENHRR
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Resistant Disease Sessions

Resistant Disease Committee Chair: A. Stackelberg

Treatment Plan ALL - REZ BFM 2002

week 1 2 3 4 5 6 7 8 9 10 11 12 13 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29

/ F2|@ R
31 .'f \‘ @ ! ‘l* ID 12 >

Lo ] g g g B ERE
M E &

[rmion ]
$3/4 /[ st
T e =
MRD L b4 b b bisn } is2

s2  /H B

D12/D24, 12124 months continuabon therapy, R, Randomization; S, Stratification; V, VP 18-reinduction pulse; §, local radiation therapy.
i+, ime point of bone mamow aspirate for stratification of post-remission therapy in 52, SCT, stem cell ransplantation;
BMA bone marrow aspirate, MRD, minima! residual disease, F1. F2. R2, R1, Protokoll H-DA: biocks of chemotherapy.

16:00-16:10: Interim meeting in Morawa, Jauary 2006 (A Stackelberg)

Czech experience with the ALL-REZ BFM 2002 protocol. A total of 35 patients have been
enrolled since 7/2002. The interim actual EFS-rate is 66%. MRD is used as parameter for
allocation to SCT in S2 patients. 14 patients have been transplanted from allogeneic donors.
Furthermore, she reported the Czech data on MRD prior to SCT. From 28 evaluable patients,
those with no MRD-detection prior to SCT have a significantly superior EFS compared to those
with a detectable MRD. She discussed strategies to reduce MRD prior to SCT and to intensify
antileukaemic activity post-SCT in MRD+ patients.

16:10-16:20: ALL-REZ BFM 2002 (G Henze) Date of evaluation 31.01.2066 Patients
entered: n=373 excluded: n=118, Patient eligible: n=255 total No. Of Events: n=105 A-Prot.1
Ida: n=63 B-R blocks: n=59 No. Of Pts. 255 Median F/U: 8.8 month

Survival Sur: %(+ SE) at 24 months: 67%(+0.03) Event Free Survival %(+ SE) at 24
months: 53%(+0.04)

16:20-16:30: R3 UK (V Saha)

V. Saha gave an update on the R3 protocol run in the UK. Until now 148 patients are recruited,

78% are intermediate risk patients (S2), currently at a short follow up the EFS rate is 72%. He
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discussed toxic problems, namely fungal and severe bacterial infections. IR patients with a good
response on MRD level seem to have favorable survival rates comparable with SR patients.
Those with high MRD levels can safely be transplanted with acceptable results.
16:30-16:40: COPRALL (P Rohrlich)
COPRALL 97 (France/Belgium/Portugal) including 369 patients with an EFS rate of 40%.
Since 12/2004 the group follows a design based on the ALL-REZ BFM 2002 schema (w/o
randamization PEG-asp 2500U/m2). This approach is continued for S1/2 patients, whereas
S3/4 patients are treated according to the VANDA(VP16,PEG-asp,Mit,Dex,araC) protocol
and may be eligible for phase 11 strategies. Furthermore, he proposed a common widow study
with CAMPATH for high risk patients to investigate its potential to reduce tumor load,
followed by an intensive consolidation regimen such as VANDA, and allogeneic SCT.
59 allogeneic SCT and total SCT 183
17:10-17:30: AIEOP ALL RELAPSE 2003 Protocol based on the ALL-REZ BFM 2002 schema
MRD in S1-2 patients treated with the AIEOP ALL RELAPSE 2003 Protocol (R Chiesa)

the investigation of the significance of MRD in isolated extramedullary disease
S1-2 patients 107 eligible/112  S1 18, Testis 14/18 ; 52 89; t(12;21) 86/107(80 %)

Iso 24/86(28%)  59% of S2 ;BMrel  SCT 60/107 S1 ; 6/107 S2 ; 54/107

EFS  isoTestis 96%  isoCNS 46% p=0.04

MRD in BM of  S1S2 patients is adversive prognostic factor for treatment failure.
17:30-17:40: MRD in $3-4 patients treated with the AIEOP ALL RELAPSE 2003 Protocol
(M Paganin)

S3S4 33 S3 16; S4 17 MRD>10"4 before SCT adverse effect on CCR
MRD in Isolated EM relapse >10"-4 <1074

16:55-17:10: Down and ALL-relapse (A Siackelberg)

no difference in EFS, OS  or CCR compared to non-Down syndrome ALL
9:40-9:55: MRD prior to allogeneic SCT after ALL-REZ BFM chemotherapy (A Stackelberg)

SCT n= MSD MUD MMD
1* relapse 91 34 40 17
2" relapse 19 4 8 7
MRD<10"-4 MRD>10"-4
SCT on 1* relapse 91 50 41
Relapsed 33 10 23 p=0.02
TR death 16 11 5
CCR 47
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SCT & ELTEC & Resist. Disease Chair: Ch. Peters, A. Stackelberg, R. Haupt
9:00-9:15° Antibodies to reduce pretransplant leukaemia (W Holter)

9:15-9:25° Rituximab to treat ALL (A Stackelberg)
9:25-9:40:  Strategies for overcoming high level MRD pre BMT (N Goulden)
9:40-9:55:  MRD prior to allogeneic SCT after ALL-REZ BFM chemotherapy (A Stackelberg)
9:55-10:10: Campath in allogeneic HSCT (J Cornish)
TEL-AMLI1(+)ALL is specifically sensitive to antiCD59 Ab.
Flu+Campath-1H for TEL-AML1(+)ALL Campath-1H 2, 6, 20mg/Kg dose finding test
10:10-10:20:  1-hour infusion of ATG (P Sedlacek)
10:20-10:35: Methodological issues on the analysis of SAE” s (R Haupt)
10:35-10:45: Discussion
ALL & Resist. Disease & B+D & IMMC Chair: M. Schrappe, A. Stackelberg
11:15-12:15° MRD to identify HR/resistant ALL (10’ each) _
#.REZ-BFM & MRD (C Eckert)
H% ALL OTGHIZEB T 5 MRD OFE 132
BM #3& T S2 @ SCT i@ : FUF2 #0 MRD=10-3 D&
S3/584 : ?, SCTHiD LIz > 2
S1/S2 @ isolated Ex relapse : F3#> BM ®© MRD=10-4 BHZ TR B 2
Auto or allo SCT ?
S2 O MRD good responder i, TP 277 A 7 A MRD()IZ 72 - TN 238,
MRD poor responder ix, 72232372 5720,
S2 OHT, FUF2 #%® MRDZ10-3 OBHIFATICIZEE TE 20,
13V MRD S SE,
F2 #® MRD & SCT #io> MRD 34883 5%,

S2 F2 #% MRD
=10-2 <10-2
SCT #if MRD=10-4 5 3
<10-4 2 12
S3/4 : F2 #% MRD
=10-2 <10-2
SCT i MRD=10-4 17 1
<10-4 6 7
S2/3/4 : F2 # MRD
=10-2 <10-2
SCT fif MRD=10-4 22 4
<10-4 8 19
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Resistant Disease & New Agents

Chair: A. Stackelberg, Ch.M. Zwaan

14:00-14:05: ITCC (P Kearns)
14:05-14:25: Open trials
clofarabine (P Kearns)  HA CIaEBLA ?
FDA approved drug for relapsed childhood ALL
52mg/m2 for 5 consequent days
ITCC from Dec 2003, 42 patients M:F 24:15 after BMT 14
Febrile 65%, hypotension, Cardiac Failure
dasatinib (ChM Zwaan)
BMS 70mg 100mg BID overcoming imatinib resistance
Pleural effusin, treatable with volume
First relapsed Ph+-ALL after primary imatinib
14:25-15:25: Trial proposals
- Campath (P Rohrlich)
. bortezomib (GJL Kaspers)
forodesine (S Jeha)
. ¢f Nelarabine HfEAARICIV THEH

WIS E AR T
TRk 1846 A 16 A

o relapsed, refractory T-ALL, T-NHL {Z5%f LCHSE 30%

oral DeoxyGuanosine precussor T-ALL specific, B-ALL?

preserve Neutrophils and platelets

5 days on 2 days off, fear to regression

CPEC (A Verschuur)

Cyclopentenyl-cytosine inhibitor of CTP synthetase
- mTOR inhibitor (P Kearns)

- Depocyte Compassionate Use Database (P Kearns)

15:25-15:35: Drug in development: anti-CD19 and anti-CD33 (GH Fey)

15:35-15:45: Discussion
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‘ Active Committees of I-BFM

- Biology and Diagnosis Committee (B&D)

- Information Management and Methodology
Committee (IMMC)

« ALL Strategy Committee (ACS)

» Resistant Disease Committee (RDC)

+ Acute Myeloid Leukemia Committee (AML)

« Non-Hodgkin Lymphoma Committee (NHL)

« Early and Late-Effects and Education
Committee (ELTEC)

- Stem Cell Transplantation Committee (SCT)

Chairperson of the Committee

—

Chairperson C Confirmed (term) | Country
Conter, V. ALL 2005 (1. term) taly
Kaspers, G. AML 2005 (3. term, Netherlands
incomplete term)
fzraeli, 8. Biology & Diagnosis 20605 (1. term) Israel
Peters, Ch. Bone Marrow 2008 (3. term) Austria
Transplantation
1 Haupt, R. Early and Late Toxicity- | 2008 (1. term) Italy
! Education
Zi mann, | Infor i 2005 (2. term) Germany
M. Management and
Methodology
Rosolen, A. Non-Hedgkin 2005 (3. term) Italy
Lymphoma
Stackelberg, A. | Resistant Disease 2003 (1. term) Germany

l CNS Major Toxixities
o {Dr.Jankovic)

—BHEOREMSERE (BE) —WH0Dgradell ~IVDAIEOPDE B % 8BB4

MIXIZEER L ONELEAETH T2,

$EEIZ 196 (305E B1/30008)

NXBR % IEALEMOMICRELTHY . EFBITIBELLZL

% OHomocystein T, HVA ] 5-HIAA | Beoplelin | A'BE& 7

CT/MR! : BEOERIE 1) . BEORESE MRI-Flare)
RElE LTS, @i, BREOZLAZND

BEH . AEEORBE. EXmEEREL

B 270/30 b REEM CEKMIC LERNIZLRLICEE
SEFFRICERBEER L BTEE. UNEVLE, THES)

M NXOBRSFEME Pl (IhS1.54 B
BEERLESGAROERLEF >T. vPREHEL L CEN
PIRMEFHERETRL THRELTELTEL (Bistilate Phase)

1 zot

3. Bookiet for hemato-oncologists (Dr.Haupt)
BENLFRY A XOMFEEM. pdf THLAFEEE
0BEREFORT—BRIREELBE
B TIDDTO—Fr— EEBMLL

7. Workshop on “Cure and Care after Childhood

cancer” (Dr. Haupt)
2006108268 ~298 (REBEOREX27/288)
ARYTFOLFI)—BToO—X FTHE
DE2E. OLEEE. QEMEEN. @/NRIVARRE.
BFDHE. ©I-BrMBE. Q7 A UHOEME. £5AFD
BELTEC A »/3— (BEEREE)
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9. I-BFM-SGH# &
SCT committee

I-BFM-SG SCT committee

Chair: Christina Peters
Ongoing trials

-Reduced intensity conditioning for pts at very
high risk for toxicity

-Treatment of TTP
DEARIRE BE RS
ERISEE % 1 B BBESW (2006.6.16) -ALL SCT-BFM 2003
Aims

ALL SCT-BFM 2003

allogeneic HSCT for children with ALL
[CR1, CR2 and > CR2]

- German/ Austrian/ Swiss BFM study group

- The pilot phase started in October 2003

- to improve results from alternative donors
high resolution HLA-class I and II-typing
homogenous donor selection
conditioning regimen
T-cell depletion if indicated

- MSD relapse incidence | short GVHD-prophylaxis
- MFD/MUD CSA,ATG and MTX
- reduction of toxicity and infections

homogenous supportive care

careful monitoring of viral and fungal infections

- MRD, kinetics of chimerism
prospective evaluation

Primary objectives

- Evaluation whether allogeneic SCT from a matched donor is
equivalent to allogeneic SCT from matched sibling donors.

+ Evaluation of the adequat realisation of the protocol elements.
The homogenous treatment recommendations according to
the different donor types should facilitate the comparison with
patients who receive chemotherapy.

+ Prospective comparison between patients who receive HSCT
from matched sibling donors and patients with HSCT
from an alternative donor (HLA-matched unrelated or HLA-
mismatched unrelated or family donor).

- Evaluation of the incidence of acute and chronic GvHD, and
analysis of possible GvL effect and its impact on EFS.

- ALL - BFM 2002

>, w7 @ “@ ©

SR
m (L T
520y
B
\i L | —
SR-2

126y
oniy T-ALL

N O O T

0 12 20 2 26 32 5214w,
W BN punure obigatory GESE o prosymptomatic sranal tadiotherapy( 180Gy for CNS- pos. pis )
BMepuncture. facultative{for prospective . s cic BMT SCT see protocabtent

evaluation ) ications
¥ § *ED Protocol 1 Phase Awith DEXA. 1-P: Protocol 1. Phase Awith PRED
T OSR:

[N
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ALL - REZ BFM 2002

019201

Treatment Schedule ALL - REZ BFM 2002

Week (1.2:3:4: 5.8.7.8.9.10 111201314 15 1617 18.19.20.21.22.23.24.25,26,27 . 28.29
Branch [
A : Puili) ’D_L_
s1 /A m@@ I JojyocEmn————
8 D D . . T
D BB I "
52 fF @{ :
2 ‘@ E] Fal . R
A e Protli - IDA . .
33/4 1 ”@{ [ sor
LJ [F} = e ;
M/ k ANLL R s
D I O Chen e
D24, 12724 month w ®. ion; ©, don; V., VP4 pulses: & , losal
@ . BMP-time-point for tion in 52, SCT, e puncture; MRD,

minimal tesidual disease; chemotherapy courses: F1, F2. R2, R1, Protocol H-IDA.

Donor selection

HLA identity sibling donor family donor unrelated donor
donor/recipient
10/10 MSD MFD MUD
910 IMMFD IMMUD
< 9/10
MSD : matched sibling donor
MD . matched (= 9/10AG) family/unrelated donor

EREE - mismatched (<9/10) family/unrelated donor

Donor selection: Priority

1. HLA-Typing

MSD > 10/10MD > 9/10MD > MMD

C- or class I mismatch > B-mismatch > A-mismatch

2. CMV status
3. Sex

4. Age

younger donor > older donor

5. Source
MSD/MD  BM > PBSC

MMD PBSC, CD34*selected

Indication for CR1

Very high risk: MSD MD
PPR& t(9;22) i
MR day 33
MRD day 77: > 102
High risk:
PGR& ©(9;22)
PPR& T-ALL*
pro-B-ALL
M3 day 15
WBC > 100.000/ !
(4;11)
MRD day 77: > 103
Hopefully benefit:
PGR& t(4;11)

% Only if MRD pog!

Indications for CR2, > CR2

VYery high risk:
all T-phenotypes
}BM or
combined

mon T: very early
early

(>CR2)

High risk:

non T: early comb«'ned} MRD n.r.

iate BM MRD > 10°
fate combined

all £(9;22)

~Standard risk™:

non T: late BM
fate combined MRD < 103

MSD

MD

Conditioning regimen

> 24 mits

MSD: TBI(12Gy)+VP, CSA ~day60
M D: TBI(12Gy)+VP,+ATG(Fresenius), CSA+sMTX, CSA~d100
MMD: TBI(12Gy)+VP+Fludara, +ATG(Fresenius), CD34*selection

< 24 mts

MSD: BUS iv+VP+CY, CSA ~day60
MD: BUS iv+VP,+ATG(Fresenius), CSA+sMTX, CSA~d100
MMD: BUS iv+Fludara, +ATG(Fresenius), CD34+selection

t(4;11)

MSD: BUS iv+CY+L-PAM, CSA ~day60
MD: BUS iv+CY+1-PAM,+ATG(Fresenius),CSA+sMTX,CSA~d100
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From ,ALL SCT-BFM 2003"
to
LALL SCT BFM international®

allogeneic HSCT for children with ALL
[CR1, CR2 and > CR2]

Primary objectives

+ Evaluation whether allogeneic SCT from a matched donor is
equivalent to allogeneic SCT from matched sibling donors.

Why ALL SCT international

- Share knowledge
- Increase patient numbers
- Increase statistical power
- Get better answers
- Get better results
» Next steps:
-Define
Performing/participating centres
*Registering/cooperating centres
~Work on treatment for ,very very high risk patients*

ALL SCT BFM International:
preliminary member status

» Performing members: = Reporting members:
Austria Australia
Chile Belarus
Czech Republik Belgium
Denmark Greece
Germany Italy
Israel Netherlands
Poland Russia
Slowakia Spain
Switzerland Sweden

United Kingdom
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[-BFM 2006

B&DD v arhis

HipiE

Panzer-Grumayer (Vienna)

TEL/AMLI

Clonal evolution 32%

Relapse-specific 1g/TCRE# AL
—BEHBIEI0SOILIFELET
Genomic breakpoint cloneld %%
Ig/TCREH Hclonel LR HEIETHAS

TEL/AML1—1g—TCR—TEL del
EWVWSETILHY (Greaves 2002)

Kirschmer-Schwabe (Berlin)

BM relapse

ALL-REZ BFM 02&8}41 02-03
1124

Gene expressionZi < TLY %

Hunger (COG)

Carrol DF—4

Diagnosis&Relapse® L&

1208EF

Early relapse&Late relapse Tl {5 F Hidifferential
[ZRBLTLDLOHY,

Early : antiapoptotici {=F
Late: il 2 &k<hh g

Den Boer (Rotterdam)
Steroid sensitivitylZB8 ¥ ZiEEF
GlycolysisBEBEFH S

OPAL-1(2004ASH)
BREAY
Gene expresssion CH#EF R 7
Protocol dependent
Pt composition (TEL/AMLI TIL
OPALIELY, &AY)
Bias included samples(WBCZ L &)

Muckenthaler (Heidelberg)

miRNA
25%MBEIEFIEmiRNAIZT bO—)LE
FONGRY

Microarray 53 8] 8248 > = =miChip
(Locked Nucleic acidi%. LNAE)

G ETHIS0OmMIRNADEFHE 1=
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17th I-BFM meetingf &
INTERFANT99

BRIMNEH EBF

2006.6.17 JEARHIMIRGE

INTERFANT99

R.Pieters

INTERFANTOO D72 b54

[ ] i

ATFO4 FRER /®\@
P | o578
T
Maint. 1A|| Maint. 2
SN o
~ R A [
induction OCTADD
DEXA, VCR DEXA, 8TG, —
DNR, AraC VCR, DNR Donor
ASP,IT AraC, CPM,
MARAM UIMARAM
SMP, HDMTX VCR, 6MP, HDMTX, BMT: BUNVPICY

HDAraC, ASP,  HDAraC, ASP, IT
IT

INTERFANT99

SEFEE - 4D DB —T 3926, BEBA Y A —F0FI D

BH48261,

BEWER  EESL,

CD10+HE, 2FD26%

MLL status?3iod o TV DIXEED82. 1% T,

FD 9 H, MLL+A5T9. 3%, MLL-7320, 7%

RCTRUEHEE « T4%(1914) D&, &P THIE,

Induction rate : 93.9%, induction death#33.8%, noCRA32.3%

CR#:., 34.4%23F3%, FRI163FIP. 12206143BM

EEORBRIT. 4y-FFS 47%, 4y-0S 55%

ZY CFABMI N LRPBIMT N T THD &
AU P 4y-EFS 48%. 4y-0S 56. 9%
RPEA ;. 4y-EFS 44, 7%, 4y-0S 50.2%

-

.

.

o

INTERFANT99

= URZBITCH., SR: 60%, HR: 30%

» RCT arm: XE YT Mot

o Age : 9~12molXEFS 65%, 3mosRiMIIEFS 30%

» WBC : 305 LA EORRIIEFS 20%5 ko &

o 1123 (MLL) : +B$40%, - BE75%. unknownB¥60%

o MLLHEEDOTP T, t(4511) FNLSORRBICE T o 12,

o BEBBFTCTHENE o720, PSLBUSHE. Age. (D10, 11423

o ZEOREOFME LT, EFSIZDFCIO 54 % RSB THD .
BFM?D 43% L IZIER L, 7272 LiBEOHEOS THEXROBERIZL
LHETHY ., TORTHELEENE -1,

o FEW

- 1. PPROBMEIT VLM ELRE,
. VIMARAM®DbenefitiI 7 h -7z,

« 2
« 3 MLL+. age<6mo, WBC 305 LI kA, FHFEEF

INTERFANT99

Interfant 060 JF[aE
. IBICREANET B,

EFIEIE Interfant99 TOEFS
LR : MLL(-) 20% 74%
MR : LR/HREASH 62% 45%
HR : ML+ 18% 18%
Age < BmoFE /0L
WBC>3075

o BREy72iE#armid,
LR : 1A - IB — MARAM - OCTAD — maintenance
MR : IAO 1% TRCT
IB - MARAM - OCTAD- maintenance
Vs
ACE — MAE —~ MARAM ~ OCTAD ~ maintenance
(ACE/MAE!ZAML-oriented®regimen)
HR : MSDASW = 6 SCT, Wied oz MREE URCT
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