2007 |-BFM#R&E
ALLESR

HapE. /MRB]

#3302 A HEE. LA LClosed

AIEOP/BFM 2000
Conter & Schrappe

Tp 1 Day33&Tp 2 Ib#k (Week 12) MOMRDTRESIL
AIEOP : NTX 2g/m2. IT 20@)
BFM : MTX 5g/m2, IT 11-13[E
4, 82641 : 2000-2006. closed., 5-yr-EFS 80.7%
No Ph1, No infant : 4, 7304
5-yr-EFS 81.5% 5-yr-0S 90. 0%
T-ALL : 13% PPR: 9.6%
No MRD studied : 21.6% (2 primer sets#il)
Induction death : 1.3% Resistant : 0.2%
Second mal ignancy : 0. 6% (2841)

AIEOP/BFM 2000
Conter & Schrappe-2

2 primer setsZZLMBIIIMREHRIZA o 1=

MY X% - SR 30%. MR 42%; HR 6%. No MRD 22%

MRD'J X% : SR 30%. MR 56%: HR 14%

T-ALLY L — T D5-yr-EFS
M) X5 : SR 95%. MR 82%; HR 61%
MRD') X% : SR 94%; MR 84%; HR 43%

% 1Randomization (EMRWA) '
DEX 10mg/m2x3 wk vs. PSL 60mg/m2x3 wks
TEL/AML1D 5 SE S - DEX 3%: PSL 12%
T-ALL®) 5 4EEFS:DEX 91%; PSL 79%
FELrDOIN—TCREIHFONT
BHIEIX 1 ORLULDKXRBIZEN ST,

AIEOP/BFM 2000
Conter & Schrappe-3

[BEOBE 2007 study

1 primer set: 2+ AN D,

Day 15 BMODFCMIZ & ZMRDZ48#4A L ?
Group 1: TEL/AML1

Group 2 : T-ALL

Group 3: 1,2 4L . BXOSNL—T
Group 4 : Clinical HR
FhEhIABRT —LIZEZOMN?
BERSIELICHBRTELL?

H&(ESchrappeDEBRICHABTLEL £ 5.

IC-BFM 2002, Stary

MRD%E FLVE LGRS
3. 958451 CR ratio 97.5%
Ph1ALL 987 : EFS 54%!
SCT (#H##H) OHRIMERFR
15%DEEF TILGl ivech AL ST

3-yr-EFS 80%

UKALL Vora

Regimen A, B, C

Day33 MRDZ L5

COGIZ{l% : HDMTXAz L. BR&tZ L
FEERIBOSATLVGL

Interfant, Pieters

WBC > 300K+,PPREL ERKSH 1=,

HR : MLLE&tE. 6 &+ Ak, WBC > 300K, PPR
—SCTEL ET 5

BROSHI2FELNICECS (FRREERESD)

BRIZLBTIILGL : 20-30%IRNES




DCOG, Pieters

ALOL-10
AIEOP/BFM 20001l 5B £ - &R S
protocol IVE#E- 1=
20045 521658 8. 2010 £ THel+ D

Australial DFRITAZR : HREEH
DCOG ALL-8I=4L 3
Australia/NZ 2002, 380F&HY
(%% Dalla-Pozza)

EORTC, Bertrand

PSL 60mg/m2 vs. DEX 6mg/m2
Short L-asp vs. Long L-asp
No pulses vs. with pulse (#F@%) &7
SCTS 1+ 2 EHLS TR L
—Triple ITZF. HDMTX. CPAD:BM

2008FEM SFRALLEE REIBIREFTHESFE ! ?

FRALLE, Baruchel

2000-2006

1) SR 704

L-aspl325%DH L M 100% 5 TE T
Steroid masking/ih o 1=1=Hv?

Day21Genescan MRD> 1%#iZDNR%E 2 M X 7=
—impactis L

2) High-risk/T-ALL : 3170 ba—1

2 & T4-yr-EFS 87%!
TEL/AMLY : 97%, 15-21@ T+87%
LM o>t=hbhsiLy, SCTIXE%DH
BE5<Double DIF235 (BER|ET)

COG, Hunger

2001 £E1ZP0G & CCGhmerge : CCGMDEMEIRALT=

BEDOHLE: : 4-yr-EFS

SR : CCG 90%: POG 86% HR : CCG 73%: POG 65%

BREOWR : TLEES#TIONMST,

MRDf low : Day29BM cut-off 0.1%
BNE R P RET4E. CNSERFRIFT
Day8PBMRD (20064EASH) <0.01%DEFS 92%!
Day29BMMRD cut-off 0.01%+ Bk 7=
—Day8BM/Day15BMI—ER > THbH B

Imatinib , nelarabine : Chemo & £ A30K

Ph1ALL : AALLOOO31 : imatinibR<ESIXZEPER
CRIFIDISHHICS B DEER CHRELL

COG, Hunger-2

20095 AR DEHE : 1,687/ yrBRFE

Day29BMMRD cut-off%-0. 1%/ 50. 01%IZTFIF 3

Day8PBMRD : ;*day8% CIZPSL+VCR+L-aspd Y
20%-30%DEEMH0, 01%K I/ B
Day29BM TMRDEE 4B D P A SHRIFY % 44

(Day8BM/Day 15BMIZ AL A LY)

4 X8 : very low, SR, IR, HR

NCI SR JHIEABA ; HR 4 FIEMEA

PhIALL : DasatinibZRLNTSCTZ LEEX %S
Day15% TIZEZHi L TdsatinibBEIZAN D

ClofarabineZHRIZAAL\%

infant ALLCIXFLTIRAERERT,

St. Jude, Pui
MRDIZ100% D EE B TR AT HE
day46MRD>1%IZSCT £ T - EFh THE LT
Total XV S5-yr-EFS 85%!

CNS-11E K LAs, OSIXZEDH 5T,

1 OB LDEFSIZEL

t(1:19) TCNS-20dch v 15 3 AHCNSE 52
Total XVI : 8~ BRICEHTE

pegasparaginase 2, 500U vs. 3, 500U

Day8PBMRD O 1% AR

% & [XCampanaONK§BRAAH (Dr&3) &
Mesenchymal ce!|®iE (Dr&EEx) OBATLI,




ZTOfth - BRIR Y TR G

UKALL, Vora
Regimen A, B, C
Day33 MRDZFL 5
COGIZM{l % : HOMTXAz L. BHLGL
FRHEREFLSATL N
NOPHO, Vettenrante
2008BARE : BCP-ALLAMEIK 1 OB TYI S
S DY XT3 F1ESchrappel X FEF
JACLS, Horibe
1997 T-ALLOD AR : EFSIZRULVASBESR B LN
CCLSG, Hori
MRDEAZE : SO E AR

Dana-Farber, Sallan

Protocol 95-01: Blood 2007:109:896, JCO 2007

5-yr-EFS #82%. EL LI ERAELELED LT

E-coli AspldErwinasedk Y BIEIL B L\AEFSIZ R ST
CNSES L DL

DOX+/-Dextrazoxane (troponin_t & #D%)
EFSICZIX s o1z

10-15& & 1518 I £ G b o 1=

Day30BMMRD > 0.001% : 5-yr—EFS 33% (&ELv)

Protocol 00-01: £H-F&iIbLbMST
E.coli Asp#%*12, 000U T48) TAsnthig CEEN
AsniBey : 0. 10-0. 141U/mI - BIFICIXERX L EES

Dana-Farber, Sallan—2

Protocol 05-0t n=191 & : 1-50%%

E-coli Asp (25,000U im x 30)

vs. PEG-Asp (2,500U x 15)
Day30MRDEEIE £ 59 5 ?

BFM IbE1-I&BFM HR-3ZHL\THT=L\?
Asp®DPharmacokinetics, Asni Bl &R S
* PEG : AsnD#5B 1% 2 8RE150K
*E-col i ZLILX—H :

—&(3Erwinase; @2 EIZEBL TILVS
RAALLZE 59 %M : Round table discussion

0L LDEBHEIZIREED S,

MNRIZCREE 2 B THIE~ : FLAIX 180




I-BFM-SG
Biology and Diagnosis (B & D) Committee
weE

& BE

JPLSGS F - MR IZFMEZHERSR
RBHIERXES FREREERS

B HFX (BAEHKT)
# BE (BERINMNEEREVS—)

Biology + Diagnosis Com.
Chairs - G. Cazzaniga (it), G. Cario (de)

Stem Cell Transplantation & Biology + Diagnosis & ELTEC
Chairs - S. Izraeli (il), C. Peters (at)

AML with B&D and New Agents
Chairs: D. Webb (uk) and A. Biondi (it)

ALL & Resist. Disease & Biology + Diagnosis
Chairs - M. Stanulla (de), O. Haas (it)

Biology + Diagnosis Com.
Chairs - G. Cazzaniga (it), G. Cario (de)

14:00: B&D Topics in I-BFM 2007, S. Izraeli

Progress in
clinical setting

14:05: The MILE study, Truus te Kronnie (it)

14:15: AB-low density arrays for leukemias subgroups’ diagnosis, B. Schéer (ch)
14:25: Gene expression profiling in Very High Risk and CNS ALL, G. Cario (it)
14:35: Metagene Approach, E. de Bont (nl}

Gene expression in specific subgroups:

14:45; Detecting chromosomal aneuploidy by gene expression, S. lzraeli (if)
14:55: t(4;11) ALL, R. Stam (n), R. Marschalek (de)

15:05: T-ALL. M. Muckenthaler (de)

15:15. Unknown genetic groups - integration of SNP and gene expression., G.
Cazzaniga (it)

15:25: Discussion - coordination of genomic studies within the I-BFM-SG , if and
how?

16:10 - 16:30: Miscellaneous

Cytogenetics and CGH of DS ALL, H Kempski (uk)

Proposal for a polymorphism study in primary ALL, G. Kovés (hu)

10f g i dies of d leukemia to the

Progress in adaptation of genomic studies of
childhood leukemia to the clinical setting

Gene expression in specific subgroups

YL 7AF LA TCRONERRELDLSITEK
IZBUDHBEMNTEDD

B Diagnostic ALL BM samples (nx327)

Genes for class distinction (n=271

The MILE study

4o a7 L4 o BohREFICIIAELE
"Gold standard” method & O Lt

AB-low density arrays for leukemias subgroups' diagnosis
RA4A7 L1 5RBLNELBOBEFIZEHSFTEORS

3847n—7 ALL

7\
T B
7\
TELAMLL
7\

hyperdiploid

BCR-ABL




Gene expression profiling in Very High Risk and CNS ALL

IL-15M R B & > TCNS leukemia® F BIHSATBE

t(4;11) ALL R. Stam (nl), R. Marschalek (de)

Yeoh EJ, et al. Cancer Cell 1: 133-143, 20020&X Tt & h
1=REFD S H7HRETF £ > Tphenotype & DRAEZRHT

MLL-AF47 1+
MLL-AF4 & AF4-MLL

Gaussmann A, et al. Oncogene 26:3352-3363, 2007
MLL O} i Aintron 11

MLL®Dexon 110D # MIZ & > Tphenotypes'ik 5

Distribution of the Breakpoints within MLL

in De Novo and Therapy-Related Leukemias

Xbet

X s
IV AN 22 ¢ conovo

Gen. Tel.
4- Topo ll
W EBg B E ] E X BgBBg H E By
- - - -
4 LI Ak 7T 8 L] 10 14 12 13
— — 1 SAR

MLL AF4
p—m— S v— [ 3 £ S S——
[o—w— — — [ e —— e —r—
R S— S S— T S ——
S —— U — — | [ - T - —
Iy T Y T =20 1 41 ) 3 TgfzTgT 'S
Y T Iy T 30 1 31 T 4T 5 TglgzTgl 'y
- - P~
T-ALL M. Muckenthaler (de)

NOTCH1ZER & ARG, P8

ALL-BFM2000

T-ALL 157 NOTCHUREFER 82f1 (52.2%)

——— AUTIH/ metatien megutive (8 + 75 2 v enn}
e NOTUMY mataton pusitive 1a = 12: 7 events)

— NOTCH! amacvtian magathse (n = 7% 11 relgmen)
----- NOTCH! mutadon pusitive (0= K1: 3 retsgore)

Breit et al. Blood 108: 1151-1157, 2006

Unknown genetic groups - integration
of SNP and gene expression. G.
Cazzaniga (it)

FILFLAL, RERTLAT—8I2&D
ERBRALLORIT

del(9)(p13.3-132)  PAX5
del(9)(p21.3)  CDKN2A(p16/p14)/2B(p15)

St. Judeh 5
Mullighan et al. Nature. 446: 758-764, 2007

Stem Cell Transplantation & Biology + Diagnosis & ELTEC
Chairs - S. Izraeli (il), C. Peters (at)
Epidemiology and biology of supportive care

General Presentations

16:30:; Host Genetics and biology of aspergillus infections, T. Lehmbecher (de)
16:45: Toll-like receptor 9 polymorphisms in invasive moids infections in children
with hematological malignancies, R. Haupt (it)

17:00: Diagnostic Concept for Molecular Detection and Monitoring of Fungal
Infections, T. Lion (at)

17:15: Quality assessment in pediatric HSCT, S. Matthes (at)

17:30: Investigative approaches to severe adverse events - the AIEOP approach,
C. Rizzari (it)

17.45: Case presentations and General Discussion (45 min):

How can we promote studies within 1-BFM to enhance the efficacy of prevention,
diagnosis, and treatment of severe infectious complications,

(moderators - R. Haupt and T. Lion)




AML with B&D and New Agents
Chairs: D. Webb (uk) and A. Biondi (it)

Rationale for targeted therapy in AML
9:00: Clofarabine - biological rational, |. Hubeek (ni)
9:10: Clofarabine: clinica! development, P. Keams (uk)

9:30: Fit3 and c-kit inhibitors - biological rationale and subgroup of interest, J. Cloos
(n)

9:40: FIt3 and c-kit inhibitors - clinical development, M. Zwaan (ni)
9:55: CD33 and Mylotarg®, G. Kaspers (nl)
10:00: COG approach of refractory and relapsed AML, J. Perenthesis (us)

10:20: Phospho-signal profiling by flowcytometry in AML, M. Dworzak (at)

ALL & Resist. Disease & Biology + Diagnosis
Chairs - M. Stanulla (de), O. Haas (it)

11:15; Summary of diagnostics “consensus” of genetic subtypes of ALL, S. lzraeli (il)
Special high risk subgroups

11:20: iAMP21 - Clinical and biological update, C. Hamison (uk), A. Vora (uk)
Discussion - impression/data from other I-BFM protocols

11:40: E2A/HLF Biology and clinical significance, H. Brady { uk), N. Goulden (uk)
11:55: BCR/ABL

- update on ESPhALL Study, A. Biondi (it))

- Comparison of BCR/ABL and Ig/TCR-based MRD quantification, E. Fronkova

- BCR/ABL A high throughput, sensitive and quantitative assay for the detection of
ber-abl kinase mutations associated with resistance to imatinib, S. Izraeli (it)

12:25: Hypodiploid ALL - Hypodiploidy correlation with MRD in I-BFM protocols,
B.Stark (il)

Subgroups in Relapse ALL

12:40: Biological and clinical characteristics, prognosis and response to therapy in
distinct genetic subgroups in relapsed childhood ALL (ALL-REZ BFM 2002),

R. Kirschner-Schwabe (de), C. Eckert (de)

Summary of diagnostics "consensus” of genetic
subtypes of ALL, S. lzraeli (il)

Universally required
BCR-ABL, MLL (MLL-AF4)

* A SBETFOBRY
RT-PCR or FISH
Karyotype is optional

BORE
Karyotype
FISH
DNA index

Special high risk subgroups
iAMP21 - Clinical and biological update

Intrachromosomal amplification of chromosome 21
Amplification of AML1 (RUNXT)
Duplication of chromosome 21, dup(21q)

Leukemia 17: 547-553, 2003
Leukemia 17: 1679-1682, 2003
Leukemia 17: 2249-2250, 2003

Genes Chromosome Cancer 46: 318-326, 2007
Blood 109: 2327-2330, 2007
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Genes Chromosome Cancer 46; 318-326, 2007




E2A/HLF Biology and clinical significance

LMO2, IL-15, BCL2, MYCN, TGFAZEH)

ABT-737 : BCL-2%JAv%
E2A-HLFIZx L Tt

Proposal

NPM1 on Guthrie card
MLL

t(8;21) subtype KIT, RAS
APL SIRPa

monosomy 7/7q
Hasle et al. Blood 109: 4641-4647, 2007)

MERBRBEARAL DT 07 LA IS&IRME LR
1

Cluster B (n=12)

FY

“F
a

Cluster A

*

PTErrIS)

kd
Rate of not relapsed

= b P=0.01
t K Cluster A (n=9)
A
; Chuster B
of
" H
| YTy
= 1 0 10 20 30 40 50 60 70 80 %0
.0 30
Jarars B MLL-AFSQ31 e ! Time (months)
| [UTVN Tsutsumi, et a). Cancer Res, 2003




18t Annual Meeting I-BFM-SG
Brugge, Belgium

resistant disease

C.Ogawa

New Risk Group Classification S1 - S4
Since Trial 95/96

immunophenotype non-T {pre) T
Site Extramed. BM BM Extramed. BM BM
isolated combined isolated isolated combined isolated
Ti
Very early s2 S4 S4 §2 S4 S4
Early S2 S§2 S3 S2 S4 S4
Late 81 S2 S2 S$1 S4 S4

18ISV F CORMETL. S1. 28 hibELT-BREITO:
-8 . S EODPDIESI AR ORI EFRAR

BFM

ALL - REZ BFM 2002
Treatment Schedule

[} ﬁwmm;mmrﬁ.k;.m,wnm
S3ADEFSITIRR TH30% . BHAIOMRDTI04 THSEL,
DFSTIE S3: 73%, S4:44%

BFM
MRD reduction kinetics during therapy
leukemic cells
in 105 total cells: 105 104 103 102 101 1 0
diagnosis :
sensitivity: 1 101 102 103 104 10

s M M H v Y

MRD categories for H

description of 2102 1<102-2103  <103-2104
lesskemic cell ® ® | O O
reduction kinetics

/ cut-off after F2 in

S2

6th Interim Meeting of the Resistant Discase Commtiee - Emmelo, 20/21.01.2007, C Eckat

BFM

MRD kinetics — patients with poor prognosis — $3/4

S34 NSt

tEEEEREER]

th Interm Mecting of the Ressstant Disease Committee - Eemclo, 20/21-01-2007, C.Eskert

BFM
Conculusion

* 30% NR, 50% high MRD after induction
— Focus new activities on improvement of induction

 All elements used so far are not sufficiently effective
— Try new elements

« Patients are rather instable, high 1D rate
— Moderate intensity of induction, stopping rules

« New agents are developed with unknown activity in combination
— Controlled/randomized inclusion of selected new agents

« High MRD after induction is refractory to current consolidation
— Add individualized targeted therapy after induction

—100—




AIEOP

AIEOP ALL REC 2003 PROTOCOL
CHEMOTHERAPY OUTLINE

Weeks 1 23 4 56 708 91011 12 13 14 1516 17 18 19 20 21 22 23 24 25 26 27 23 29

S3/4: EFS 32% / 24%, OS 44% / 29%. FLAGTCEBBALTHLCREEHS T,

MRDIZ & HBBAL TLIE A, TPITRLIT->FYLI-EITE S,

PROTOCOLLO AIEOP LLA REC 2003 AIEOP
CHEMIOTERAPIA — OUTLINE GENERALE

L 0 2 bz $3
s3 ( (=] [Fmema ) [(FemmsTeo ]
sS4 N AE B [Crmrma ) [(meemeame}

T 23 4 3 0 7 s o0z s o o

RS RRERRY F

EERNY

NRD regate
MRD posve nct cuanttatie
[ e

EEEHH RN

AIEOP

CONCLUSIONS

Response to the Induction phase is one of the most
important prognostic factor:

CCLG UK
CCLG UK ALLR3

SR > ¢ +RT

<0
M M
x - x
lﬂT‘\

wki3

Patients who respond early have a good prognosis. . Vo Alo-SCT
.
Therapy given in this study after Induction phase seems (o]
to be “not effective” for most of the patients HR —any donor Allo-SCT
with MRD positivity (>1x10-3). IR - MD only
v
These patients might qualify for innovative therapies.
IR - MRD NA
Monitoring MRD during the therapy has a key role <24m after stopping therapy >24m after stopping therapy
also in this class of high-risk patients. AlloSCT Chemotherapy
CCLG UK CCLG UK
High Risk 47 (24%) Summary of High Risk
Intermediate Risk 143 (72%) About 25% do not go into remission
Standard Risk 8 (4%)

Chemotherapy n =55 — alive 51(91%)
SR
IR MRD*¥, IR >24m after stopping therapy, no MD

Allo-SCT n=143 — alive 89(62%)
HR
IR MRDY, IR <24m after stopping therapy

Of the remaining, 50% have MRD 2102at wk5

About 50% do not get to transplant

Of 18 transplanted — 14 are in CR
WkS MRD is predictive of Wk13 MRD
WKk13 but not wk5 MRD appears predictive of outcome

All Wk13 MRD high were adverse cytogenetic subtypes
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Problem No 1: Small datasets

Possible solutions:
Datasets can be combined if questions are the same

And metanalyses suggests that data is similarly distributed

REZ BFM 2002 and ALL R3
Same risk definition

MRD stratification

Problem No 2. Randomisation, Small Trials, New Agents

Incorporate phase il into frontline relapse trials

Drugs in ALL need to be tested in combination

Allow randomisation

Skew towards test am

Allow design to test all classes of different drugs

Use stopping rules for each am, both for success and failure

Widen Cl i.e aim for a 4/5 probability (80%)

CCLG UK Childhood
. . New nts in Chi Al
Overall trial design ew Agents in Childhood ALL
70% being transplanted Cytotoxics MTOoR inhibitors Antibodies
. Nelarabine Sirolimus CD19 (Doxo)
Cytotoxic's early Forodesine CD22 (Epratuzumab)
Small molecutes th hout Gemcitabine HLADR
mall molecules throughou Troxacitabine
Antibody towards the end Clofarabine €D20 (Rituximab)
' i CD52 (Alemtuzumab)
Strategy for CNS disease FLT3 inhibitors Proteosome inhibitors CD33 (GO)
Randomisation where possible E‘ég;:)ﬁ Bortezomib
Individualisation where numbers are small Kinase inhibitors Farnesy! transferase inhibitor  Aplidin
e.g Dasatinib in Ph+ALL or Forodesine in T-ALL Dasatinib Tipifarnib
Sorafenib
BFM

Resistant Disease Committee

Implementation of new Agents in Patients with Refractory ALL

Study groups
Disease
meec Spec. Groups
Al
r Y
. Combi-
New Phase if11 license nation Phase lll/iv
agent Trials Studies Trials
— 7\ J
' Y
NR/2ndRel/pall 1st relapse/curative
Patients

Results of single agent Phase Il studies — Childhood ALL

Drug n dose/m? ORR (%)DLT Year
Cytarabine 64 3gms 16 (25) CNS 1980
Fludarabine 25 125mg 3(12) CNS 1986

25 30.5mg 4 (16) 1990
Troxacitabine 6 40mg 0 Mucositis 2002
Cladiribine 15 1mg 0 Haem 2003

Gemcitabine 22 108gms 2(10%) Liver 2006
Nelarabine 39 33.5gms 5(13%) CNS 2006
Forodesine (B) 12 400 mg 2 (16%) Liver 2006-
Forodesine (T) 34 200 mg 7 (21%) Haem  2006-
Clofarabine 121 260mg  35(29%)Haem  2006-
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EUREAL Pilot 2007 $3/4 Proposal Brugge 05/07
HR-course based, Qlofarabin versus Cytarabin, post-induction individualized

EUREAL HR/S3/4 Proposal Brugge 05/07

Induction HR-course based, Clofarabin versus Cytarabin

Week12345-5-7891011121314154517135 HR3 HR1
: : DEXA 5x20 mg 5x20mg
‘ l R VCR/VDS [2x15mg 2x15mg
«( = |
‘ @ = ®/ ARA-C ax2g 2x2g
, ~~ co Sx52mg 5x30mg
p L VP16 5 x 100 mg -
: L Ed cY - 5 x 200 mg
f f ASP 2x25KU 2x25KU
- — [es/0s " o -
S ] [
BFM CCLG UK
. late design — EuR -1
Treatment conceptions for refractory/relapsed ALL Template design — EuReALL
Individualized post-induction therapy Fromtiine
MRD>103at start
. . £ IM IT W W16 + Cyclo) [ Profocsl ~TIXda | [V H [0 apac 4
—E_I;:iau e Drug — % patients o s|ol et N s\ scT
CD20+ Rituximab 13% MR (os defined)
CD20-/22+ Epratuzumab 26% MRD™
CD20-/22- ? 36%
BCR/ABL+ Imatinib/Dasatinib 1.5% Relapse PP ; : "vm‘cycb ; g o
IR and SR Sirolimus alm l alm
T-lineage Nelarabine/Forodesine 25% (as defined) t
CD3+ oKT3 24%
.......................... L | 4drginduction 2| 1Y T H M1s eyl L1 H | 0 anae
Exctramedullary ! Sirolimus Alm Alm
i
BFM
L Procedure
Statistics

* Low patient number in each group
— co-operative approach
— only one randomisation
— innovative statistical approach
for low patient numbers

¢ New treatment elements may not give better results
* New promising drugs may come up in close future
— keep trials as short as possible

¢ Discuss different proposals

¢ Agree on basic points

¢ Write a synopsis (writing committee)

¢ Involve the pharmaceutical company

¢ Aim at a common protocol for all ALL-relapse
patients in 2010

* Pilotize the HR protocol in 2008/9
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1.Jp 28

Non Hodgkin Lymphoma
Committee 2. Clinical study report
3. Late toxicity
E&H+F - RIBHER MEH
#mE EA 4. MRD
1%t Annnal Meeting of the 182 Anmual Meeting of the
International BFM Study Group soua) BFM Study Group
My 5t 2007 B, Begom) st 2007 :
CCLSG NHL960 non-LB protocol study N=33/327
(refapsed 26, refractory 7)
o Salvge'therapy
I [ ] Progress ' :Z‘_ﬁ T
. .. A [ n=15 n=10, n=
[ea] —— — I ]
0o HsCT || HscT HSCT HsCT HscT
e . not given || n=7 (allo)| | notgiven | | with progress || without progress
& n=8 n=12 n=1 (allo) n=5 (allo 2)
I l I I I
FOP 0 0 3 0 4
. —AWP O O 2 0 0
—Death 8 7 7 1 1
°° FOP, free of progress: AWP, dlive with progress

T T T T
50 s 100 128
Time(months)

JPLSG relapsed/refractory B-NHL/B-ALL

Clinical study report

PET/CT 1845 (Hu)

MTX38 5 B Off & Pmethionine (Cz)
Rituximabi% 520 (Ru)

EORTC trial (Be)

Late toxicity
INRNHLIZE WL TI0EDfollow up TERIE L D 1 & H60%

[Ztoxicity (Hu) ]
15 24.4%, BT 24% (HCV 35, HBV 44), thyroid 7.4%

—104—

MRD
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HQOR CANCER

o Is the term “cure” appropriate?
-f yes, when and to what does it apply?
¢ How to care ’
e How to communicate
-To “Survivors”
-To the Society
o How and how much research is needed

GUBE BNR SABE AFTER CHL

Long term susvivors of childhood cancer: Cure and care
The Erice Statement
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European Journal of Cancer (In press)

THE STATEMENT-3

1.Cure refers to cure from the original cancer regardless of any
potential for, or presence of disabilities or side effects of
treatment.

2.The communication of “cure” should occur in the context of a
shared decision taking the individual circumstances into
consideration. ’

3.Survivors and families of the PCU to provide a summary of the
characteristics of the disease, of treatments received, and of
complications that may have occurred during therapy. The
summary must be combined with suggestions on the type and
timing of the follow-up evaluations.

4.Every PCU should have a well-structured “follow-up clinic” and a
muludisdplinargeteam. When the survivor enters adulthood,
hefshe should be referred to an appropriate to an approach
health care provider.

5.Evidence-based councelling require the collection of research
data on which to base recommendations.

THE STATEMENT-2

6.Efforts should be made to strengthen coping skills of
survivors and families in dealing with their current and
future concems.

7.Some survivors are at an increased risk of developing
conditions that need medical psychological of social care.
The health care system must address all these groups.

8.Parents and advocacy should be included as active
members in the multidisciplinary health care team.

9.needs to be made aware of and accept the reality of the
cure of childhood cancer. The society should insure that
survivors have equal access to education, jobs, insurance.

10.Inequalities of current treatment strategies and cure rates,
both within and between nations, remain a challenge for
the international community to address.

FUTHRE PLONS

@ Translate the Erice document into different European
languages.

@& Circulate and distribute it among media, families and
health care providers.

€ Obtain an epidemiological definition of bure using from-

cancer registries.
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ONGQING STURIES

HCY (FIQRERDA F & MQSER A)

@105 cases of HCV infection (mean follow-up 18 years) .

Topies Statos i #89% of survivors showed a chronic form of hepatitis C
CNS toxicity | Completed | WHO $¢Ie 3-4 events (Jancovic) . with a prefcrence of genotype ib
Mood and behavior durin )Jancovic) . . -
Ongoing R Ivsi off:;ls i the Iatian and @ Overall, 87% of patients had a moderate cytolytic activity.
German BFM protocols (Moerike, Jancovic) @ The review of liver biopsies (30% of the cohort)
HCV infection | Completed | Long term clinical course of HCV infection (Fioredda, demonstrated an higher prevalence of cases with moderate
Moser) (stage 0-2) fibrosis.
Osteoporosis/ | Open to Analysis of bone mass in ALL or NHL survivors in @ Previous treatment with antimetabolites or alkylating
Osteonecrosis | recruitment | CCR>18 years of age. Evaluation of risk factors (Frey) agents doesn’t correlate with a more aggressive cytolytic
Booklet for In progress | 20 case reports activity.
hy Flow charts ft f complicati [2 . . .
om;;m o € pa‘l’;"g\','zgﬁnml o compi on (cg fever @Previous radiotherapy to the abdomen ,treatl.nent with
Minimal requirements for follow-up after end of treatment HSCT and younger age at “infection” are associated to an
aggressive ctytolytic activity.
PRQPQSER PRQJECTS
Topics Proposer | Study
Brain abscess Lackrer |Review etiology : imaging and follow-up of
during ALL brain abscess during ALL
treatment
TLR 9 and fungal |Haupt To evaluate prevalence of polymorphisms of
infections TLR (2,4,9) in children with fungal
infections.
Premature ovarian |Persani | To identify seric (FSH, Inhibin B, and

failure

mullerian hormone) and genetic markers
(CYP 3A, 2B6, 2C19) that may predict POF.

ECCCS (European
Conference on
Chitdhood Cancer

Survivors)

Create an European network on CCS.
Include ELTEC in the steering committee.
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Stopping rules
IBFM&EHE
. Safety Monitorin
Information Management and y 9
i 1) SPRT (sequential probability ratio tests)
Methodology Committee (IMMC) oo L sequential P
2)Bayesian Methods X4 X%
Based on the accumulated data
ZHEXY ShARBEEREHYe and the unknown probability of toxic events
g1=alarm toxicity level
HRAE q2=reference toxicity level (historical control)
Pauia De Lorenzo
Guideline for early stopping Data exchange
No of toxic No of pts No of pts Software to support the data exchange between the
events SPRT Bayesian Different database
3 10-11 11-17
4 12-25 18-24 + DataFlux dfPower®
5 26-39 25-31 « Stat/Transfer
6 40-53 32-39
7 54-67 40-47
Data exchange Data exchange

@3 DISC Clinical Data Interchange Standards Consortium

FEUBUTEEROMRIZH T SBERRCFBERRRD T —SE L U287 —
;wl?ﬁ‘lf:mﬂ- T ARCSUICREEXRT OHANLCRARROMRE
ToTLS,

COISCHEIEMBT—4 ERERBT —SOREX AL AN, ARKNLR TN
F-SDRIBLOBREEHR—F T T O—AIWLRNOTFUb T4 — LI
LEDRAERDBRIRRL TS,

19974 KR, 2002F AXKCDISCTN—TRE.

CDISC Leads Harmonization Efforts to Standardize Elements for Data Capture

- i . FDA ~DHMRIZF < TCDICS A

SHERBIZEVTTF 2RO 1-HI, HoW BT+ —LPTr—TvkH ALBID, EHLTHbI3, _—
DR ERCERERRERIZLICRFOBVIGBECMBUOERIL . MEBRT—21N%K, FDA Data Standards Council
RiT. BESEDENELY . FRBELERDOND,
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€ OisC CDISCEEFRAN-T—570—

SDTM: Study Data Tabulation Model
ODM: Operational Data model

sgEme | [eE-rsuely
Jara—n BERBT 5 BEARRARE SOTMT—5
BETF1 [oom)  CRF  |[oom)|CRF m L i
(SDTW) (SDTM) RET—5 1574
EEEREIR F¥atst FRv—itarne FOALZE PSS
Jara—n BFF—9~—2Z ~O R

IO O AW PRI TAD Y
pLy sl om ome e - o L
P

@F: 20 = e vinos e

e
T

Amain femselm v oo NlswskmTew St T (89t Bens WAeyser

wﬂ

Sesent Dot Blamerss T, - - )

CDISC ODMEF—4r5AR—OERALLTANSIEIZEY, Takd—ILIZETS e

EROIREh - HRE T— 4 ERRBONARLE —AOIh ELTHET SN p— ‘;.""

CEDH, F—HALTVIRSDTMERVTHEShODMEB BL TSV AR—beh b, o
o > § A

Setecred Data Element

Public ID:
Verslon:6.0
Long Naine: Patient Gender Category
Shost Name: PT_GENDER_CAT
Preferied duestion Toxt: Gender
Definitton: the classification of the gex or gender roie of the patisnt.|
Warkftew Starws: RELEASED

“alue Damain Details

Public I 2015156
Version: 231
Loug Haine: Patient Gander Category
Shaer Nae: PT_GENDER_CAT
“ontext Hame: CTEP
Definition: classification of the sex or gender role of the patient.
Waoikflew Stats; RELEASED
Datatype: CHARACTER

Uit of Measwe;

[

iptinsa

e e by o s St o ]

Permissible Values . .-
Valae Valwe Meaning  Vakio Mearing Concopt Codow  Vaius Maaning Umciiption o
“An induidusl whe repons balonging 1o the custural gender role distinction of famals

An indiiduzsl whe raports belongieg 10 the Culural gender e dstioction of e

Not known, nat chisaved, nt recorded, of rekssad.

FEMALE  Eamain Gerder
MALE ManGendey  CAEH
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HE: SERR194E6 A 16 H(1)13:00~17:00
BT ENRbEEL S RER Y —HEBA HEEEE R S FHEEER
(BFrE)

13:00~13:36

—fERE 1. (&8 HEE4 D)
Bk HORACERFEFT/NER)

1. /MNRBMEY B IRIZ R 5 RER G TR AR L LI FAYF MRD ORIEELT&
LU TORKRIER
va AR AUNAFEA L B A 2 S
'EAERRFEEFR/NERL, P R E L ER R R

2. 4 color flow cytometry ¥EZ RV =/ NEEMEY L WE A IMKRIZ I3 D Minimal Residual Disease (MRD)
fRAT
EARL KRR, HOMEA, B 5. BomEsL
=ERFNEARFEEE

3. /MR T-ALL & T-NHL i281}% NOTCH1 #{nF DT LEER A B 2%
F BAF L BE HAEES A 3 JKREFS MRS R RS =S,
H® wH!
VR BN NRESR L2 — IRIEE R, 2 R L ER RS TIREEREE .
S/NR A MRFZES.

13:36~14:35
a I

RRIAR Bk +HEBER GRERSIZ EHRER)

“Improving treatment quality in Childhood ALL: Observations from the ALL-BFM trials”
Dr. Martin Schrappe
Professor, Department of Pediatrics, University Medical Center, Schleswig—Holstein,
Campus Kiel, Germany

- /

(UAEE 1043)

14:45~15:09

—fiXEE 2. (RBXK84Hy.HEHEE4MD
ER T ETCRBEXERRESR/NEED

4. /R AML EENREMES/ N A BT B IIRIZIITD WTT DORREBIT FLTI B TR A8
15
WEFEH BRI 7E B SRS ERE T REE =3, THEZ S AR Ak RBH
VRS RS NEER A — MIRIEEAL, 2 AR L ER K FRIEEREIE S,
$/NR AML HL[RITEFIF RS
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/IR AML (normal karyotype)iZ 3375 BAALC DORE RIS L W isoform pattém LT %BEEIZET S
AUBRENE |, BapH— 1, BB R R MEEEE | BORE—RR L PIERER L B FE
WEE B3 K BESALR—RR!

URE R FEEE R 2 NEREE, 2 A L ER K E S TREREER S,
SEERE BN/ NRER LY — MRIEER, C K EE—NER

15:09~15:33

—ixERE 3. (R8I HEE4AR)

BR ZE SEEEERAENIR

AML-05FBE#fF 32 (AML-05-MDF/Reconstitution) :AML-05 7 b2 — VIGHRIZ BT 5 B BEFHE LR R
DR ITT —HA hAN) —% V-7

BRI 3 FRk'. LEIERE BIREN

EZME RN, PAARAT A VK

F FEAGRE I RIE LT/ N Y B iR B ST SE
H BRA
BEBRFENEIR

15:33~16:09
—RERE 4. GRR8yVHEEAD)

10.

Bk di)ll {Z(ESH A Z TR R BT 0 >/ T)

/NAEREMER BIZ 81T DMolecular allelo-karyotyping

IEECiE ERIETL B B2 WA 22 mARCA EE BLE BB NIEE K £H°
VB KFEAEHVNERL, 2B KMk R, SR ER KD TR ERE R,

RIS 21ACCOET 1T A, SBEE R/ NRER 7 —

< A7aT LA ATIZ I VAL AT BBERR AML @%ﬁﬁ&ﬁ%ﬁﬁﬁﬁ&@n?%ﬁ&ﬂ&
B OFERL AR AHE-S K FH LI !

VENL A B A — IR R BT 0V = Ik, Zﬁ%k%%—d\ﬁﬂ
SERKFE N A BB RS NRER A —

Web _EIZABSN TO SRR 73BT — 5 &2 FI R LT REH7E
JLRARSE 2, #)l|{h—? ,
'REARFE - MRNEE PEYLERIZEET RAE - BAR SR At A — Rl N —7

16:10~17:00

- N

BrplFET BE M RH@BEER/NEEREZ—)

[SNP 7L A% = /N ALL @ molecular allelokaryotyping |

IIERFIEA
HRRFRFPRESZNFR 21 42 COE a2 MeHT-HEEd:
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AL 19 SR EAFEE - PR - HRHE A RSB ST A
Cied

11 A3H(1)
B ERSEA T REER A — M BA T R E R EFREFEREE G )

10:00 - 12:00 AIHEE BIL3E

HUHED BRRKFRFGEFZLHER/NRES R £&—
tyiarl (10:00 - 10:40 F% 8 4r,3t3m 2 &) EBf g B

1. SERPEM/IMRERE R BAED 5 T &R FHIMRAT
BlE fele ERbiiEs dRER ¥ — BRIt 7 — 1k - mARFFEE
2. XEGUEFEE GRSy T BIZFHRNT
&I A BKZEGBRE/ AR
3. BHTFEERECNTIBEFEROR
wyriE 1 mE 8T8 B
& EBRFRFGELRIERNER 2
4. —iBME R REHETEIERBED 5 T RIS ERRRNT
g BB SLATRFEZEE/ AR

Tyiar 2 (10:40 - 11:20 F3& 8 43,345 2 4) ER #H %&

5. MEMEFEORIERKEL TD DNA EEEES FORB ST A5
mAR EfR HEERERKERERRERENRR
6. FLIEBMBROD T BEFRIBEEENICE SRR ED S
B Kl RrEERER KERERREERE NS
7. miRNA ZFv=3LI1R A L% D% EARAT :
B E— L HE BEKER?
'BRRFRFRE LR R/ DR E S, B R RE 2T/ NER
8. /NERBMFRRAEIZEDS TEL & TEL-AML1 #{5F B % :
N BEE T+ BRERKFERNRE

a3 (11:20 - 12:00 % 8 43,545 2 &) R R

9. /NRBMmMBHIIZATS apoptosis BEHEDFRER
2R B —ERKEXKFREFZRER/NERZES
10. /NERBIUIRIZEITBY ) LTV A& R IGEER 5y F OERE
hEE et RIRKFEREREZRFER A5 R INHES
11. /NRYASEO S TR _
B B ENRBER L —HFERT B4 - (LIRS
12. 17;19 85 R ALL (28T DEE R F LM02 O RI% B 14 R 5E 71 51 s h
Red EH58 8 K728 =F
LR RN R
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13:00 - 15:30  EEPHE BEEE (1)

1. »HnaEo B Rbriga tBER Y F— B 5=
HEEE 13:00 - 14:00 R BEAR Hi—AR
2. T —HEE(545)) ESRtEA T RER L Y— A
3. REZWQ5 ) SERFRFREZRFERNEREEY BE EA
4. RIEFEFLHEEERQ0 5) AL RERFREEZRHER/NEREEDH LB ¥
5. E#i7xo—7v7KHI(10 47) FRAZEZH/NER FH &
6. HFZHOER{LE MRD RET AT (10 &) HEES/NAEEE ZY— B ®FH
ALL BEJRABR  14:00 - 15:30 ER EWH E54
7. FLIRALLEEERFRER(1557)

MLL03(5%3) FIRRERFREZRHERVNRES AH H—

WA FE(10457) HRARZEEFR/NER B B
8. Ph+ ALLEEFR#AER(15%) B INEERR/NER B
9. ALL R-06#Z(25%7) S NERRRENER I TR
10. ALLEZERABR(3047) iR AW NER BT B
11 A 4 H(H)

BET: ENRbiEL T RER AR T RS EEFRKEREBREG )
8:15-9:15 JPLSGR&ER S
9:30 — 10:00 JPLSG ZES#E :
11. HLHZEB£10%) FIERFREREFZHER/NEEE AH F—
12. CML ZB4£(15 %) #%FEIHERIUEHRILRBENTE CML-07 {IZ-DW\WT
BREZBREEED/NER BEA e
10:00 - 12:00 IBIRPE BESEE(2)

NHL-RIST BEEE#RB  10:00 - 11:00 ER 8% IE{:

13. JREPRZW(1057) ESNREBERE YRR B BT EER MR

14. V> EEERABR(G55)
B-NHLO03 (1043) THERKZEESR/NNEE B BT
B-NHL03 G-CSF (5%7) BERS/NREFR 2 — ik -EER B B
LLB/ALB NHLO03(10%Y) % B AR+ R N R AR A B
. ALCL99/EICNHL (10%3) EixRBEEREZY—/NREER #F i

15. FM-05 EEER3ER (10 43) £ BE—RHTRbk/NREEER ik Bl

FABESEE v 3> 11:00 -12:00

16. AML EEPR38 (60 &) - ESIEREA T RERY VY — B =
AML-05(10 43) E SRR KIRER 2 —/ R &Fn IRk
AML-P05 (15 43) HESHERTRETRNER &8 B
AML-DO05 (35 43) WEERKENER 2B Z
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