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AT BEE R M & (DA BRI IR S 3E)
DN AN F AR UETRIR - BT SL D T sb DHFFE | (Y FBBE)
DNERABRBEOE T An—7 o7 L2 ORHIEERICBE9 2058 ) (EABE)
JEAE S8R S AR FEBh A&
NEAATERRE O QOL & F# ORI LU OBHF o AT AOFESLIZBE T S0 | (7 B

SRR 21 AEEE S 1 [EIE SR - FEAEE - A HEL A RSB T 0T T A
JPLSG & MRS nr I .5

F P SRR 21 4E6 A 19 B ~21 B
AT E LR B & B IER B2 — i (4R B RE)

Bt B4 it B BN PE AR & Rl == (BFE)

6 3 19 H(&) (Bl
BT E SORB A B IE R — i (S8 SRS A 5 )
13:00~15:10  HHIIEISE 1
1. HHEo(10) = G RERES )
JEE % R
2. Ui & (40) St (ENRBEREZ)
1. ALCL99#E (5) s = BT BRERE S —)
2. B-NHLO3#4 (5) BRI (BHmERKT)
3. B-NHL03-GCSF# % (5) i B CGERRT)
4. LLB/ALB-033 % (5) AT (BRI
5. RELRZ T (5) #F gkth (ENIEREEREZ)
6. FOMOMSE, EEILFEDFFEEHRE (15) & okth (EMRBERES YY)
JEE  AfEE—
3. ALL(40) D B (haEka b
4. Phl ALL (20) e (BEmEERRYE)
5. 9.8 ALL(20) B B ERS/NRER )
[-BEM-SG#R25(5) BRI RER SRR
(PRE2043)
15:30~18:00  EPEEEISE 2
JEE /N1 T2t
6. R ALL(@BH) RBX v I/ AT I—FT 47
1. ALL-RO8 B AR B 22 AN TR (BE R N[ BRI Be)
2. ALL-RO08 Ef R FIE KAy (F—a2tZ—, NPO-OSCR)
3. FF¥& T-ALL BERRRABR, 130 AN (BE RN E BRI )
7. PCR-based MRD #F%E (10) oFRk ERERKRT)
8. FCM-based MRD #fF%¢ (10) HOoEE (ZEKRF)
JEE : &g
9. CML (15) g HEy (BEZRRT)
10. JMML (10) B (B RNEEREED)
11. SCT (10) K IE CRUEKRYT)
12. FM-05(10) DR — (4 R — R
13. AML (40) LR (KikERE2—)
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18:30~21:00  JPLSG IREHIEEA &, I ,

(open) PhIALLEBZ, BREALLEES, MWMLEZES, REI7Zan—Ty7EBE

(closed) ALL EB L., VU YHEES, MLERS, OMLEEBS. LCHEHEE,
TIMERS, SCTEER, BELES
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6 H 20 H (+)

(BRI

8:00~9:00

AT ENLIRBEE A R IR T Y — B A B E Y E A (S0 SR R=E

9:00~10:05 JPLSGH&= 1

14.
15.
16.
17.
18.
19.
20,
21.

F A — R 5)
fREEER5)

52 Wi (6)
BEEEERIAOSHY 5 (10)
HLH £ EB+(10)

R IFRIT(10)

LCH ZB+2(10)

TAM EB £ AREEE(10)

(PREA1547)

10
22

23

12

13

24,

25
26
27

13

1 20~12:10 JPLSG#= 2
. B (40)

JPLSGRE B4 (& B FHET)

i B
HHEF (B BERES—)
tE ¥ CGRdERE)
MORF BB RS NEER B2 —)
FEAM—ER (B E B2 —HHEan
AHE— EERP)
LTREZ (fERKE)
FA B (ABEMKSE)
W BFE (BRER/NREREZ—)

JEf /DR B

1. 204 FE MR EE AR 4R L 2 AR RS A\ A1 C— MR A R 1T D R D el 7n & (20)

2. HHFRDOIRBOKT (10)
3. F—Hv L H—DI GG (5)
4. BB TN (5)

. [-BFM-SG, PdL #% (70)
1. E/B, PdL(10)

. B/D(10)

. ALL(15)

. AML (10)

. B¥ ALL (10)

. CML(5)

. ELTEC (5)

. SCT(5)

. NHLC& BHidA)

W00 N O U kW

:10~13:00 BA&

:00~13:40 HEMHIHESE 3

. BEREEORE PR ZET AT A(10)
. BRSO F PR B AT A(10)
. BERMEEOS TP RBET AT (10)

140~13:50 EHBHEEHEI T

/NS ABRRAFFEOE o) B4 2HF%5(10)

AHEOE LK)

HTE T (ESE EFR 2 —F e
MEga &7 (F—&trZ—, NPO-OSCR)
KFIBA (LB A S H2—)

YA = (A RER )
" BEZGUENNLERKRT)
KIG 7 — (BYLFAWFFEER)

B R GO ER R
Wit (S EBRE R 2 —)
BB T (F&R KRk

i A CRBRHT SR )
RESE IE ORHERE)

JE A —BR
B fti— (KBRS E ER 2 —)
YEIL 5A (FEERZEGRGRER)
KES BEESLEFER S —HIER
PR BE(FERBAZ—HHFERT)
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13:50~15:20  JEATL - WL S PEE RIPE=
F—2 IR Tra—T v 5% OFRB] JEE  mEt~TE
(% 15-20 /%83, b W EHBELE)
1. BT 40— 7 v 7 FIROEE — BEE TOMITRIUS OV CUPLSG) A R AR (i i s [e)
2. Delphi IEIC LA EM T A0 —T v 7 IZ B9 AR O A (BEAEE)

AT (B S E ER 2 — W 5erT)

3. NERARBREICBITA HCV Bk EiEHA(a M) RiTFH 288 (B KER KH)
BUDOLSEEDOIFEFE (5% 5 HHER)
1.JPLSG BE#Mi7an—T v/ EB S AHHMTE EERINE SR
2 FEATE FEA BRI (FENL AR E B2 — i 5ERT)
3.4 MEE T R INE YRR
(RER104Y)

15:30~18:00  #6[EJPLSGHFFE S (FFFE3EEK)
EET & REREI— B4 HBREEYEFR (G A FHEEE

15:30~16:15 —REE1 RE1057, FEwdm JEE A ¥

1. [EEMEEBEHEERYE A 5 MML) O AT |
HECRZ/NER ngETiE
B K Cancer Board /INIEELF]
HERESU/NRIERE 24— K BH
2. IT #HFaMIEEIC 36175 ROS A piBESE Noxb DR BLEHEREMEAT )
EN R NEES EAmAR, SERER, g —
3. [T B AL H fHI2 36175 PTEN & PISK-AKT #RB& D& L1 A#AT ]
BE RS NEERY Y —EIEER  f B\ BH

16:15~17:00 —xEEE2 RKK1057, Fawsm JER RSpH—
4. TLCH B¥&% - BRI %$ % Bisphosphonate* COX 1T inhibitor
-JPLSG*LCH ZB&2E7T 77—
HIEERKY &HEK B

5. [ /NEAMEEHVE A MFLE;2DICB1TD AMLI-ETO% &% LOFRBMEO IR )

PB4l N N T LSt 9 AW S B pe NS et AL (5 8
6. TALCLIZITHIIE B #iF D NPM-ALK f#HT |

& BERY AR 20— [T AN, =

17:00~18:00 eI FER M RF
TAMIRFEIE DS FRER VAT T ABHR NS L)
T ERR Sk

St R v AR IR 2 - AT TR AT - B S AT IR b=
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15:30~18:00 ERR214FBE S 1 A B AR S8 S A B R & L BLEE S 3%
BT AT RBRERE X —ISREEB £ -2EE

i B INETCOMEHE LS %O
15 [EF 30 49~
1. FFEEAE(10 59—
15 B 40 45~ JEE A e
2. PedsQL Brain Tumor Module H A&ZERRBI R (30 43)

FORRFR R IGEET L. BRI E1
3. NS AARERE OBRHA PHES QOL O EREIZE 3 DHEMTHFFE (Web FEIC LD —f%

£ EDHEHZOVNT) (20 4))

HROMEEER R Btk

R KFREGFEER#EY EFE
(BB T A A a 10 4y)

16 BF 40 43~ JER i RET
4. PedsQL Cancer Module H ARZERBAFE D= DOFREM L (40 43)
- ENLRRE B —BFRERT ENLE A,
5. 74ua—7 vy 7 AORKNFHEICE T D EORZ (10 4)
TN A 2 —BRERAFSEES WA

6. /NRD 2 RS AHFFEDHE (10 43) R REOME BB/ N RA ARt sHE
(B T4 Al yiay 16 4%)
7. SEEOWREEEED (5 47) HROMERRERNER A Eb R

18:30~20:30  EAFER PR FMBIES AVBKRIT AT EBERISE
BT A BRERE XA REHE F-R2E=E
HFRAERE BAR MR
RIS AR OB - ESIN AT X —BEAR - JIH = (304
TIRBATHEZERE ORE - BEINEERRNER - mRbsTE (15 4)
INERABEOY A7 S EIGHORE - BAERNER - iEERE (15 45)
E#M 7 40 —7 v THET T VRED b ORE - ALRALRIERE - MRE T (156 %)
EMl7+a—7 v THERETARENOORE  HEINESZ CbERE L Z— -
HE @ [RERFA (1545)
Hdw 23 A B EICRB I B/NRBRABEOHEE DR A  EN B ER Y ¥ —HF5ERT -
WARZRIEF (15 4))
HEORER LOREBE  ENREEFE 4 —5ET - AR (15 5)

/:,\
8. A e

(SIS VI (G

@]

18:30~ JPLSGHLE A ix & B S (closed)
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6H 21 B(R) (WRFRRE)
T B SRS 4 R E R 2 — R4 B B E R (5P SRR

8:30~12:00 % 6 [B] JPLSG WF%ES (GEGIRRD)
8:30~10:15 AMLEBR &

SEFIMEL  RBERTH, #lEmcs BE %8 &
1. AML-D05 @YV AZ T uba— W THRFEEITO, BHRBREES TS 1T

FIE AMLM2)D 1451 EERSE 76 Ef
2. APL |Z%14% ATO Offi F 5k BRKXE &R
3. RIERF LY RSV Bifem A L O BIERIR R ET-E ~7=3L 2 AML @ 1 LR BEAEET
4, BfRE AR E#IZ Inflammatory Pseudotumor 24 L 7= AML 01 HAXE B
SEFIH G2 EE KTHE
5. RAS & fL7= APL © 14 Kk EHHEE
6. MLERIESE TRICAHIER A ST LIZ100 A BRIEOAMLO 145 BEK%F  HHEFLH
BEFE 307 EE KTHE
g REZ N —IRAIZMIC BT M el R0 EHEM: — WHERY:  WTF5ME
(tkE15%)

10:30~12:00 VU EEXES
JEGIRBRME  RBRTH RESS MY ERE AEBT

1. (MR8 AFREPICEEVODERIE LI T L X iR R FEB-LBLO— )
REFNR RS RBE/ NS 1A
2. DBR{LIRIER I ER & & - BIE A AR B0E 22 #R08 THL UTzextranodal NK/T—cell
lymphoma, nasal type® 14|
HRRFLITRAER Y Z—/NER KW
3. VREIERH I diffuse large B cell lymphoma (DLBCL) J®—4]
IR RFERGENNER HHEEE
4. {E59REFIC BSBL BEAE RKIBEIC LA MUMLAE % 3 L7z Burkitt U/ NED 14 )
HERKRE: /NRE BREHM
5. [4FCB-NHLO3Z Bha— M H-SETRR L= i B IR 8 Fl D EL |
ZERFELBBRGNER SRR KRR

FRERARRL ENRBEREZ— PJIRT
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B

7 #&th (JPLSGUU/\EZAR)

PROPOSAL FOR A PHASE Ill STUDY
for st L with: LDH > Nx2 (or 500), stage IV and -ALL
treated according to the LMB or BFM schemes

. randomized to receive or not rituximab

Primary objective. does the addition of rituximab increase the
EFS?

eienhl C Patte, EICNHL meeting, Budapest, 22-23 Jan 2009.

SUMMARY on rituximab in aduits

~ In DLBCL:
< 3randomised studies: 2 in elderly
: 1 in *young’” good pc (MinT)
- addition of ritux to CHOP (like) improves outcome
« Effect of rituximab mostly in bcl-2 + and bcl-6 neg pts.

~ In adult Burkitt:
_+ Small historical studies

+ No randomised study except the study goingonin
France (LMB +/- Ritux)

eienhl C Patte, EICNHL meeting, Budapest, 22-23 Jan 2008.

STUDIES ON RITUXIMAB IN CHILDREN

Phase H studies:

- Plan of an European study of rituximab as upfront
phase l'inrelapse. Opened only in France and had to
close because of insufficient accrual.

COG tolerance study of the association COPADM +
Rituximab (group B), Lugano, SIOP, ASH

<" BFM"upfront” pilot study

R-ICE in relapse (COG study), Lugano, published this
month in PBO

eienhl C Patte, EICNHL meeting, Budapest, 22-23 Jan 2009.

BRAINSTORMING in PARIS, Dec 2008

~ Results of the COG ph Il of association of ritux/LMB
-in group B: 48 pts '
Ritux D-2./D0 of COPADM 182, DO CYM 182 = total:.6
Interesting-results: DFS =91%
No increase of toxicity
PK comparable to aduits

- “in'group C: accrual to be finished soon

- Rituximab can be added safely to L MB scheme

ei-nhl C Patte, EICNHL meeting, Budapest, 22-23 Jan 2009.

BRAINSTORMING in PARIS, Dec 2008

» Update of the BFM 2004 study on rituximab upfront window
85 evaluable pts (134 pts)

C Patte, EICNHL meeting, Budapest, 22-23 Jan 2009,

B-NHL BFM Rituximab study design

Enrolled Pts 51/228
B.NHL BFM 04 Stop of rituximab » 4
Rituximabiv =~ X B treatment due to toxicity
375mg/m? SAE 6
day T3 3 4B do~  Gril/iV toxicity 27
Cell lysis syndrome 7
Evatuation of response: extent
of 3 index manifastations of Evaluable Pts 33
tymphoma and BM Responder 18

eJCILh.L EICNHL meeting in Frankfrut, 02/2007 Rituximab (Alfred Reiter) ESRN K DR
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.. BRAINSTORMING in PARIS, Dec 2008

NHL-BFM 95 + B04/ LMBS6 + LMB2001 EFS (4 years}

1.0 \‘

vhioreof the L MBstudios ; 09 0.90, SE=0.01
! the A PENH O and MRD 08 0.88, SE=0.01
; 0.7
0.6
5 05
Results of the pooled data of BFM and LMB (A Auperin and P 04
M: Zimmermann: common database) { o3
- SFCE LMB96 + 2001/03 I
- BFM 95 + BFM 04 i o
until Dec 06 o0 ILog-Rank p= '.49 ' .
And introduction of the results of FABLMBS6 in US and UK to e N-6912 —_— 2 3 O yeurs®
see which is the baseline EFS for a phase llI o Bem gN;m: ,0;:5:;’5)
eienhl C Patte, EICNHL meeting, Budapest, 22-23 Jan 2009. eiznhl C Patte, EICNHL meeting, Budapest, 22-23 Jan 2009.
BFM R3, R4, trt std,
- LMB St il LDH>2N, group C _ . .
T group B-NHLIZ X Binternational ph-Ill studyMi2%
0.50 p Y
0.80 S
070 4
0.60 + - LMBO6%EBEBE
030 T —BFM 95804: 85% - LMB96U 2V SMNEICLDHZ B
os]  —SFOP 96801:87% - 5(~B)DURSTIN—TITNE
0201 —USAUKO96: 81.5% - BU RO UrituximabDBRICKLDRCT
0.10 + - BUROBICH UDOXDHEE (#8) (C&BRCT
0.00 " " } " i - {REBEHT, biologyTZ DiZ(L
0 1 2 3 4 5
At risk Years
—247 208 193 149 91 60 SFOP, BFM, COG, UKCCSG, AIEOPRR ¥ 211F%
—366 315 208 253 168 100 2010F(CHBRBTE
—276 224 218 196 135 85
eienhl C Patte, EICNHL meeting, Budapest, 22-23 Jan 2009. eienhl
ZOHDEER NBUVIEBRHROSEROA O
ALCLO9IC BT 3 FHREF >> ZHEROBHRBIVEE, FEEGR
ALCLICN T DHMBEREAT >> COGE DEHE ?, ICD30HE? BEOBLRL = International StudylC &3
5% « RRUEHA >> JPLSGIC K BWENEIA - UZRVBTFORE - BRI
ZHROBHEVIVEE >> BL, LBLIEBWTHFRICEE - BURIEE > AREERE - Ph-IHisER
Biology Research - BYROE > FROREARL - ﬁ%gﬁ
FHESEOREL B —p - BEBHLE2~-
PET scan >> AENHLICS W CATA BENBIREHE LAV - REOER, TELEOBRE - Biology Research
ALCLYS — Prognostic factors analysis ALCLS9 — Prognostic factors analysis BEogks R h Hospitallc & h; 2
Histological sub-type Country / group  EASARETE el ‘e;?%% mg;én a
P o3
- - Ph-IsE&AD
JPL;%;%;%%EQ - preliminary study?fBl45A IO B

- Biology Research## M7= DR GEBHR
- international field\ORBNRIEHRRE
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10“‘ Infernahonal Meeting
hobl :

For this meeting dedicated to improving the cure rate and
quality of life for children with leukemia, we would like to

share with you this exhibition referring to the history and
culture of our mountains, celebrating the triumph of LIFE

» over death.

N NN S

RS S N N O R T

Pontedilegno - May 5-7, 2009

Ot Anniversary
The Ch"‘,{{“’:ﬂng",h PP:’,}?dd' L39"° 6roup” 1st Session: ALL Induction Failure

Hotel Mirella, 5-7 May 009 LTFU papers
6% May 2009
1st Session: ALL Induction Failure

LTFU papers 1. ALL tnduction Failure
2 Session:  Update Ph+ ALL 44554 ch 104144

Vaccination for varicella in ALL patients SBEET—D—DT— 85 T=551IC DLV TRET:
3rd i Rare cytogenetic subgroups HH(N=53)I310$E £ 470%

(1:19), t{17;19), dic{9;20) FERFREBCR-ABLEMLL, T-ALLERRKE

4" Sessi Results of ALL Tr t- new endpoints needed? ™ Iggfﬁ(mazmwﬁi#liw%

How to transiate phari genetics data into systematic

clinical studies?
7t May 2009 2. LTFU papers ~
sth Session:  Down Syndrome Leukemia Jan 2010“**%1?‘3”:;%

international iIAML21 study -update Deadline: June 1, 2009 to reviewers

CD10-neg, MLL negl/pos, age>1y August 1, 2009 to Leukemia Office

Secondary malignancies
6th Session: Clinical trials of biologically targeted agents in ALL:

From BCR to JAK and beyond
General discussions

2nd Session: Update Ph+ ALL
Vaccination for varicella in ALL patients

31 Session: Rare cytogenetic subgroups
t{1:19), (17;19), dic(9;20)

3. Update Ph+ ALL
Ph+ ALL N=647 (1995-2005), N=478 eligible for analysis

N=326 previous report] 5. t(1;19), {17;19) D& A RUMERIR (1995-2005) Z#H B
( Imagnib in53 cgses), SECARICHEREMLTIZAKRETITRE
CCR: 39% (31% in previous report) X _
Clinical outcome has improved over the last 20 years. 6. dic(9;20) BEFTISXMTIIAEHRE. FRTR?
HSCT yielded a better DFS, but not survival. 20104F9 A E TIHAR
Serve as baseline data to evaluate the impact of TK
inhibitors
R~ 4% Session: Results of ALL Treatment- new
endpoints needed?
a - icella i " )
}ﬁ:f{;‘;&:;‘,’ﬁ{,{?,?;;,’;z’" ALL patients How to translate pharmacogenetics
6 fatal infections occur >1y from diagnosis. data into systematic clinical studies?

(694 pts developed varicella)
USA Ti%. BEME DO IF BRI ERIh TN, B3O
T —TiEooF o #g2ed.
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5th Session: Down Syndrome
International iIAML21 study -update
CD10-neg, MLL neg/pos, age>1y
Secondary malignancies

7. Down-ALL JAK2Z R (XRBK T47/242=19%) A4 B M.
20094F9 B ECICT—4iRH.

8. iAMP21 B8 2726)

9. CD10- & >1y ALLO®R A BINEEERIF (1995-2008)
MLL+/-, Age, WBCTRBAL TRINT 5.

10. SMNEARHR kK¥EE

6t Session: Clinical trials of biologically targeted agents
in ALL: From BCR to JAK and beyond
General discussions

11, COGHMSESPHALLIZHL TPh+ALLTIZE O #EHRORE:
TERARPRERIIESICE, HENEREAIVLDLENE
BIBEORRMNERE, ETIEARELOTArI—LERTS
WENDETHS, (R Pieters)

12.  Pooroutcome ALLIZ3 9 S Targeted Therapy DI REE:
JAK inhibitors, etc.
JAK mutations {JAKT n=3, JAK2 n=16, JAK3 n=1}in 20
of 187 BCR-ABL1-negative high-risk pediatric ALL
(CG Mullighan, et al. PNAS 2009)

REPIL meeting: 20104E10 B SIOP DIl (Bostonifi &8)

JPLSGHSDEME 144
KIBE—(ALL). TR HE(ALL). BFAB(AML), THRFH F(AML).

IMHF B(RID), b EF(RD), 2 ABR(RD). EFTEF(CML).
S ERHIE(SCT). E B A(NHL). B E(B/D). HE D TH(ELTEC).
O {RF(ELTEC). BEE(ALL, E/B). IMMC

{List of I-BFM-SG National Study Group

AlEOP Czech Ped.Hematology (CPH)
BFM-A Hongkong
BFM-G Uruguay
CLCG-EORTC Slovakia
DCOG Serbia
UKCLWP Slovenia
Croatia JPLSG
PPLLSG NOPHO
Hungary Turkey
GATLA Argentine FRALLE
PINDA, Chile Ukraine
INS-Israel

1. Welcome and introduction
2. Minutes of the 19th Annual Meeting in Glasgow
3. Organization of the 20th Annual Meeting (Biondi; Masera)
4. Applicati for bership
a. Greece (Dr. Kosmidis)
b. Spain - SHOP (Dr. Badell, Dr. Rives)
5, Future organization of -BFM-SG
a. Organizational rules
b. Interaction with SIOP (iBFM Symposium 2008 and 2009)
c. Application for a new c« ittee: CML (by Dr. Millot)
d. Proposal to form a Committee for Early Clinical Trials (ECT)
(by Dr. Zwaan, Dr. Kearns)
e, Future format of Annual Meetings
Scientific program: - Closed sessions
- Committee sessions
- Round Table(s)
- Oxford Debate
- Educational lectures

f. Office

6. Position of I.BFM-SG in the context of EU activities
a. Interaction of I-BFM and the Clinical trials group of SIOP-
b. EMEA (C. Peters) .
7. Chairpersons to be nominated (for 2010)

a. Chair of |-BFM M Schrappe

b, Chair, AML committee D Reinhardt
8. Chairpersons to be announced for new term (in 2009)

a. B&D

b. ResDis V Saha

9. 21st Annual Meeting, Turkey (Y. Soycan)
April 23-25, 2010 21th |-BFM-SG meeting at
Maritim Pine Beach Resort, Antalya/ Turkey
April 26.27, 2010 7th Bi-annual I-BFM Leukemia Symposium
10. Future Meetings 2011 Poland
2012 Chile
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20th Annual Meeting of the

8-10 May 2009 - Bergamo, Italy

Koichi Oshima

JPLSG#&£L — 20 JUNE 2009

International BFM Study Group

AIEOP-BFM 2000

AIEOP-BFM ALL 2000

MRD Timepoints
fa 1 b 2 (‘1) (i’)mm
013
1 [ R
sr’a‘mna ‘
..:,‘,,;, Rl. xu
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+
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PREDP)
s
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FR1Y
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=kx

86y

lﬁ’

JAEE S ij: ;

| BMT

' o 1 ) 2 26 29 oy M
} BMsamping  *[,-D Proteol I Phase A vtk DEXA % q ¥

= GosF 1,2 Protecol L Phase A with PRED el mcons o e BT (0l s AU

PONDXM 160 10 mgm' day) PO - B

VCR (15 mgm doser IV i { i i

ONA {30 mg m2 dose) P) I 1 { i

ASP 15000 i m-:dose} Pl [ BN U B A 3

CPM (1000 mgm dose; Pt I I
ARA-C (75 mym* d3sel IV | 1

648 60 m 170 [E—
MTX {12 g 0ose) T ‘ ‘ i ; ‘ l 1
| t 1 [ A ' | | t 1 i
week 1 2 3 4 1 € 7 B 10 13 12
o o "
Day15 FCM

Y A 2 BIOAELEE (5y-EFS)
EFHES
MRD-SR 93% (SE=0.01) (N=1449, events=64) 38%
MRD-MR 79% (SE=0.01) (N=1972, events=262) 40%
MRD-HR 46% (SE=0.04) (N=286, events=?) 6%
*not classifiedi312%

Clinical HR% BV /e BEOday15 FCMAS R D 4 778 (Sy-EFS)

<0.1% = SR =93.1% (SE=2.1)
<10% = MR = 79.1% (SE=3.2)
Z 10% = HR = 45% (SE=10.1)

High risk criteria:

« MRD >10% at TP2, or

« Prednisone Poor-Response, or
» Non-Remission on Day 33, or

» BCR/ABL-positive

+ MLLU/AF4-positive

first randomization

~DEX vs PSL at induction treatment ~
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DEX* PSL; 2Ot

Sy-commulative
. o -OS(Y
Sy-EFS (%) incidence(%) 3y-08(%)
DEX 10mg/m2 84.5 10.5 91.1
PSL 60 mg/m2 80.3 16.4 9t.1
-
DEXX{PSL; BRIBHL R FIHEHLD
S1/82 S3/84
DEX 10mg/m2 84(death,18) 8i(51)
PSL 60 mg/m2 154(31) 103(67)

DEXPSL; BCP-ALLOKE

5y-EFS (%) 5y-08(%)
DEX 10mg/m2 853 92.5
PSL 60 mg/m2 81 93

DEXPSL; TEL/AMLID&ER

Sy-commulative

] 0, i 0
Sy-EFS (%) incidence(%) 3y-08(%)
DEX 10mg/m2 92.1 4 96.1
PSL 60 mg/m2 87.6 2.1 98.9

DEX#PSL; T-ALLE R DER

Sy-EFS (%) Sy-commulative incidence(%)
DEX 10mg/m2 78.8 12.8
PSL 60 mg/m2 73.2 21.6
second randomization
DEXAPSL; T-ALL, PGROER
Sy-commulative
N 0, o )
5y-EFS (%) tacidence(%) 5y-08(%)
DEX 10mg/m?2 90.3 6 92.5
PSL 60 mg/m2 78.9 17.5 82.1
P=0.02
DEX®PSL; T-ALL, PPRO#R
5y-EFS (%) 5y-08(%)
DEX 10mg/m2 58.5 64
PSL 60 mg/m2 63 66
protocol IT Week ! 2 3 4 5 6 7 8 u@am AIEOP-BFM ALL 2000
day 1 8 I5 22 29 36 43 49 o 2 ® [CRONLL
DEX 10mg [ N st i r;xi
VCR 1.Smg A A A A W (, m | L ]
P S B R g ::ﬁl’?;r '3/‘ =yTaL , F Bt
F-Asp 10000U LLLL PR T | —
CPM 1000mg fa] ‘
Ara-C 75mg T T} [ S |
61G 60mg (1D} X g v
MIX it (@) (@) P 1gsam .
Week | 2 3 4 5 -
protocol I :
doy 1 8 15 22 29 . . . . .
DEX somg [T Sy-EFS (%) | Sy-commulative incidence(%)
VCR 15mg A A
pox omg B B protoco) 1 / 90\ 8
LAsp 10000U L LLL protocol H \96 / 3
CPM 500mg [m] S
Ara-C 75mg 1 1 P=0.0071
67G 60mg .
MIXit, (@) [ 3
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AIEOP-BFM ALL 2000

R1 ¢
[ogmeees ™
Leiendr ~
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CCIvd
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i

protocol I X2 & protocol I X1 DARBMIIZIZRS

IO A !

(5] .

- 4 Qi
i Emar
lﬂm

g

AIEOP-BFM ALL 2000 o

1 1 2
5y-EFS (%)
g protocol M1 X3 68
! protocol I X2 63
protocol I X1 67

i1
2o
I(l,“) LS IR
“' l l [ w ]-[ = ( m ];:;H
‘85 o
\Rs’ LY bl ‘
[:
[ BMT
10 12 20 7 26 29 PRIERTLS
{BMsanping  *L-D Protecoi L Phase A wxt DEXA . )y £ot
e 112 Proscesi I Phase A with PRED B oovirnnlirivet-uitirnt i PN

AIEOP-BFM 2008

Induction treatment® AT OARIZDLNT

AIEOP-BFM ALL 20000 first randomizationD &R EHEEZ T,
UTOXSIBAILARTS

*T-ALL, no HR criteria =DEX

*BCP-ALL, TEL/AML1 positive, no HR criteria =PSL
*BCP-ALL, TEL/AMLI negative, no HR criteria =PSL
*HR =PSL

Post induction®D AT BHFICOLT

AIEOP-BFM ALL 20000 REBEAT, UTFOLSITLTVS

*SR => protocol I (X 1)
*MR => protocol I (X 1)

+HR => 3 blocks + protocol I X3

AIEOP-BFM 2008 High Risk Group

AIEOP-BFM ALL 2000
High Risk Group

‘High risk criteria:

+ MRD >10° at TP2, or
« Prednisone Poor-Response, or
Non-Remission on Day 33, or

« BCR/ABL-positive *Onlyif aot treated in EsPhALL
« MLUAFA4-positive

@ Hypodiploidy (<45 chromosomes)

O PCR-MRD risk group classification not feasible and FCM-MRD
in BM on day 15> 10%
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Induction treatment TODNRDRCT
RUBLUBRMEHELTFHBT 20T HMEL T TEL+ERDELE
Low riskZ 3 ZIZDNR 2K X 4K DRCT

FRAMEEEBRSICOLT

=T-ALLTnon-HR ;
WBC<10/A CILMBAAEL (M Tit MTXEGE B M)

WBCZ 1073 QR L) TE12Gy L-asparaginase®) RCT

- £ BITPEG 2500U/m2%{EH

28 1aTlEek

*SR;Ft34

*BPC-ALLOMR; [ Ta® 1R T Da, TbD4E+HEBDCEIORCT

<HR; AIEOP-BFM ALL 20000DHR CL-aspl 2k B P L X —RIGH%68%
= [ LaTO2RIRT [ a, 1 b CHESBIKMIORCT

+High Risk group;
PPROA TIXMBHAL (i Tit MTXZE6ELEIN)
ZOHBIE. 12Gy (T EH)

ALY IC-BFM 2002 : CLASSIFICATION
H H Age 15y and Age<lor =6y 19:22). t4:11). or
Dlﬂg}lOS]S \\%(' - .‘0.300 and ur!:\'B(m>=10J)00 blasts )dS" »=l.:)0°0
ALL_IC 2002 Day 8 blasts d5-1.000 and blasts d8 - 100
i } i
Day 15 NI 2N ML2 ]1\[3 MI23
Day 33 Mi | AR 3 \11 | a2 NMI23
} \[\ \\
* \
Risk groups SR
\HR: ulo SCT
ALL IC-BFM 2002 : TREATMENT AIEOP-BFM2000D &R
Version approved in Hannover on 23.02.2002 (Sy-EFS)
u t 3t ¥ LHOR#E
R xmwl,.u T S DEX 84%
- | R 40, - -
Sy-EFS=74% (SE 0.01) N=5051, events=1000 PSL 80%

SR
as dis 93 wiz
v ¢

| = H M P IIIR R OEEEE
\ SR 83% (N=1344, events=155) MRD-SR 93%
m |ro m T
/l ] I IE:JI I [ ] IR 75% (N=2315, events=424) MRD-MR 79%
HR: AR
on | VA= 4= e HR 56% (N=721, events=270) MRD.HR 46%
:{B: t il I i ] 5P AMIX I H
H L v == ALL-IC 200206 Bl% day15 FCMTRB AL T B&5y-EFS(E.
L e . day15 FCM <01% 95%
°mm. . PERNS—. ! e i e = 0.1%=, <10%  78%
-+ Aioceil PSR Meg’x sab far SRpsdents b BCP-ALL [Aavimbion ’“““"‘ ma ot
i 210% 55%

Véur BCPATL MIN o Mhsd for TALL MTXN Sgulthnd twmvxndh“h!m anh

YR DK (Sy-EFS)
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Randomization
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ALL IC-BFM 2002 : TREATMENT
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ALL IC-BFM 2002 : TREATMENT

Version approved in Hannoves on 23.02.1002

dis 433
dx

AR ¢

ALL IC-BFM 2002 : TREATMENT

\'Em'on apvlv\ ed in Binno\ € o8 23.02.2002

HR; pretocol I % 3 vs HR treatment(f) Sy—EFS 61% \& 62%

w12 :
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Msma,mu m«‘rgu ma o R
of LEOF

I = PAYRTS !
4 %
] m !E:jl |{ w } s3@ MIX |
o
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e | e .
89320 u l - "l l - -
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] 1 .
o y 1o 3104w
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‘mB(P\LL SITN fy e b st fre T-ALL MTX S mithnd
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o X
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ALL-IC 2009

ALL-IC 2009

SR
Dayl5 FCM <0.1%
5y-EFS 95%E 2

MR
Dayl FCM

0.1%S, <10%
5y-EFS 78%8 1

HR
Dayls FCM 210%

5y-EFS 2 %H 1B

VI" I }M~2gJ il I{ MP/MTX
T-ALLIZ5g
=
E] ! MPMTX
A"gmem T-ALLiZ5g
SRl

Augment

SCT
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NOPHO ALL-2008

Event free survival

1.0
0.9-1
ALL-2000
08 ALL92
0.7+ 8691
206+
H 81-85
® 0.5+
3
@ 0.4
Lau \ ens plE s, Sk
0.3
81.85 713 344 056 092
0.24 86-91 937 31¢ 079 2.02
a1m ALL-92 1648 422 077 0.01
’ ALL-2099 TR 157 078 092
0.0 T T T T T T T T T T T 3 T
2 4 5 8 10 12 14 16 18 20 22 24 26

Update March 2008 Time from diagnosis (years)

EFS by ALL2008 risk criteria
777 ALL-2000 patients

104 = SLLTHERish
ol
P
e
284 e B
Pormaciod
Rasisasd
M)
© Y Lemsast

Risk group by:

Lineage and WBG at Dx
Cytogenetics

Day 29 MRD

Cum Survivai

@
s

N freorat] pEFS | Twga
a4 SR M2 37 68y iy
LI

Patients MRD-classified
ai4 030

by
0.3y P<0.0001 flow. and if missing by
20 - 060

SCT | 36 3 034 PCR

EFS SCT-group defined only
wr dav 20 MRN

ALL-2008: 3 treatment stratifications

85% .. SALL. 1.0-17.9years 450, (1.3pre-B. 23 T)
B-hineags™ st stiaticaton T-Il\naaga andéor
WBC<100 WBC 100
Prednisone prephase +

Induction dexametasone
o2s: e — e 455 Dl 85
o stratificaton M MAD ARG © e s 029 M2 AR (6501
MRD andeytogd | g | O29MRD 10> | [DzswaD oo’ | <10? |
=] vie: Hvemrmon !
<Ztamp i ]| nocs4 ¢ e
<107 Qcie2m 1| | NeDK0BS -
SAS3 i 2Ll R
o eten T T " T e (e
3rd stratification 014,
(MAD)
Standard risk intermediate risk High risk
(1Dh (2 0h (block Tx)
55507 DEFS 3 %0+ 31-35% pEFS 08
sC
2.5 years Tx for all patients HR chemo 5.7

57 oEFS 060

NOPHO ALL-2008 = W sosctons 1017 Jrexnnevsns one

CeonCyte pred suscriate | 1) Dt w daunortron axt cyda
11 MTX <

HINMTX wih 11 MTX

MRD timepoinis T wih comensonal arag | DV 9

ser

[=] ‘ [ams] 7 Peoaswgas (1] 01 wo daurorbon amd cyce
By ¥ ¢ R

[

a5

e 1B

3 nl Ir{

HR to1509:

e I

T e e PRt 1) Jow
/@a‘@.....‘.,..r.."....f@ Tvnevaessriseesisinnes ey anliY
o = o e A
R ETETY
«
0 4 s 12 130

Rt 6MP dose increments (25-50-75 mg m? if HOM w.o ANC<0.5 and T<50 N=900-10(

‘R3 PEG-asparaginase 1.000 IU m?at 2 vs 6 weeks inlervals weeks 13-33. N=300-1000

h:) Standard TIT vs DepoCyte pred MTX at 12w intervals x6, N=100-130 I
SUTIa2s M273ordss > 10
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20t |-BFM-SG meeting in Bergamo
AML committee¥R &

200946198 WEEPHIMI&E

HEREHENAPAFRREEREIREPSEH
BEF X#

AML committee

- International BFM Study Group -
(international Pediatric AML Group)

e Chairman: David Webb (2007 - 2010}
« New chairman: Dirk Reinhardt (2010 -}

* Committee members:

U. Creutzig, G. Fleischhack, D. Reinhardt, M. Zimmerman, S. de Graaf, £. de
Bont, M. v/d Heuvel-Eibrink, Ch. M. Zwaan, B. Gibson, D. Grimwade, A. Will, C.
Smith, H. Gadner, M. Fink, M. Dworzak, C. Rizzari, A.M. Testi, F. Locatelli, A.
Biondi, A. Pession, 1. Stary, P. Smisek, E. Magyarosi, C-K. Li, S.H. Ha, B. Stark, H.
Armedariz, }. Quintana, A. Verdeguer, A. Maschan, O. Aleinikova, G. Leverger,
N. Phillipe, Y. Bertrand, H. Hasle, L. Hovi, N. Clausen, J. Feusner, ). Gregory, 1.
Perethesis, A. Gamis, B, Razzouk, R.C. Ribeiro, F. Smith, G.1.L. Kaspers, P.M.
Kearns, T. Taga, D. Tomizawa

+ 2Bl Dmeeting (I-BFM & ASH)

AML committee
- clinical therapeutic studies -

o HFEAML
- Relapsed AML 2001/01, closed in April 15t/2009
- Relapsed AML 2009/01 (nearly finalised)

« Down syndrome ML 2006 (open in Germany, submitted to
IRB’s in other countries)

* ICC APL 01 (close to be open in italy, submitted to IRB's in
other countries)

* New agents
- Dasatinib study (on going)
- PKC412 (close to be open)
- clofarabine combination {DNX-CLARA, close to be open)
- under discussion: Bortezomib, CXCR4 antibody

AML committee
- clinical “data only” projects -

s monosomy 7/7q- study (Hasle et al., Blood 2007)

» MLL gene rearrangements (Balgobind et al,,
Blood in press)

» t(8;21) subgroups (currently collecting data)
s DS-ML {currently collecting data)
s 1(8;16) subgroups (recent proposal)

AML committee
- other projects & discussions -

* Myeloid disorders in DS
- GATA1 diagnostics in newborns & infants
- TMD prevention
- TGFbeta in liver & marrow fibrosis

* SCT in poorly responding AML

* Biological studies
- Instability of mutations between initial & relapse samples of
childhood AML
- CEBPA mutations and methylation
- Copy number variations
- G-CSF isoforms IV & clinical source of pediatric AML
- micro RNA

International relapsed AML studies

HBFM-SG T F for and y AML, triat AML 200101

Reinduction

Consolidation

oft study

Stem Cell Transplantation

Early relapsefrefractory/etc
1. MSD

2. MUD
3. autol fhapio-identical

intensive
of 5CT
ow
ensive
Late retapse
CR 1. MSD
2. MUD
FLAG 4 3

FLAG
+ONX

~‘ Off study

-BFMI-SG

VY University Medical Center Amsterdam
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International Pediatric AML Group
- Relapsed AML 2001/01 -

As of 1 April 2009:

625 patients registered, 495 eligible and
evaluable

334 randomised patients now have data
on BM day 28

Co-P.1.: Ursula Creutzig
Martin Zimmermann

L]

I-BFM-SG

VU University Medical Center Amsterdam

International Pediatric AML Group
- Relapsed AML 2001/01 -

» Analysis on 495 eligible and evaluable patients:

BFM-G 168 CPH 17
EORTC 91 NOPHO 15
Moscow-Minsk 59 Israel 10
DCOG 55 St. Jude 7
AIEOP 23 GATLA 4
BFM-A 22 Hong Kong 4
MRC 20

13 groups, more than 20 countries, more than 200 centers!

Clinical and cellbiological features as expected; 56% early relapses

I-BFM-SG

VU Univessity Medical Center Amsterdam

Relapsed AML 2001/01 Relapsed AML 2001/01 -10/2008 Survival (4 years)
. . 1.0
495 eligible and evaluable patients: treatment response 05
overall 0.8
>20% BM blasts d. “28” (if known) 24% 07
Death <day “28” 1.3% 0.6
p 05
Early death overall 6%
: 0.4 0.33, SE=0.02
Non-response 32% § 0.3
H
CR rate 62% g 02
0.1
Death in CR 7% 0.0 . . .
0 1 2 3 4 5 6 7
years
|-BFM-SG VU University Medicat Center Amstesdam — All Patients {N7AQ%,.292.axentskicon
Relapsed AML 2001/01 -10/2008 Survival (4 years) Relapsed AML 2001/01 -10/2008 Survival (4 years)
1.0 1.0
0.9 0.9
0.8 0.8
g'; 0.7 0.64, SE=0.07
R 0'5 0.6
PO N
04 p 05
0.4
5 0.3 5
§ 0.2 % 0.3
: H 0.26, SE=0.03
i oo Log-Rank p = <.0001 ; 02
‘00 v v v v v ‘01
0 1 2 3 4 5 6 7 Log-Rank p = <.0001
years 0.0 T + T v T T
— Late relapse BM 28<=20 0.50, SE=0.04 (N=195, 85 events) 0 1 2 3 4 5 yoars
— Late relapse BM 28> 20 0.19, SE=0.07 (N= 39, 28 events) —— 48:24)/inv{16) (N= 76, 21 events)
— Early relapse BM 28<=20 0.35, SE=0.05 (N=130, 69 events) other {NFI56,244a8R0S )

Early relapse BM B33 Y SEE 99 (N= 64, 61 events)
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Relapsed AML 2001/01 Relapse -7/2007 Late Relapses only Surv.4yrs
1.0

0.9

0.8

0.7

0.6

p 05

0.45, SE=0.04

04
. 0.30, SE=0.12
g 03
3
i 0.2
oot Log-Rank p = .16
og-Rankp =.
0.0 T 9 v v T '
0 1 2 3 4 5 6 7
years
No allo SCT 1 CR (N=144, 74 events)
— Allog. SCT 1. GRN7 13 12.0vents) I-BEM-SG

Relapsed AML 2001
All randomized patients with data on BM day 28
Main study endpoint!

BM day 28>20%

All no yes
N N % | N | %

All
334] 249] 754 85} 25

Treatment assigned

FLAG alone 171} 18| 69} 531 31 11%
FLAG+DNX 163 131] 80| 32| 20
P=0.017

CR rate 8% higher with FLAG + DNX

VU University Medical Center Amsterdam

Relapsed AML 2001/01

« Grade llI/IV toxicity first course, with vs w/o DNX
— general condition: 31 vs 30%
— hematological: 87-97 vs 88-98%
- infection: 39 vs 34%
~ fever: 20 vs 15%
— nausea: 21 vs 22%
— vomiting: 8 vs 8%
~ stomatitis: 9 vs 9%
— Diarrea: 5 vs 5%
— Elevated ALT/AST: 7 vs 6%
~ Bilirubin: 3 vs 5%
— ali other, including cardiotoxicity: less than 5%

None of the differences is statistically (or clinically) significant

1-BFM-SG VU University Medical Center Amsterdam

Standard arm

Study Pediatric Relapsed AML 2009/01
Best arm relapsed >20% blusts:/'

S

< FLAG plus Go CR consohdano
Day “28” » S20% » (4 5 mg/m?)
69\ BMA blasts n a"d scr

Phase I/II studies

...... Very early death
Best arm plus: CCR
E; death
GO (4.5 mg/m?) ‘ arly dea
N th in CCR
Experimental arm Death in
VU University Medical Center Amsterdam !"B FM'SG

Novel prognostic subgroups in childhood
11g23/MLL-rearranged acute myeloid
leukemia: results of an international
retrospective study

Brian Balgobind, MD
Erasmus MC- Sophia Children’s Hospital
Rotterdam - The Netherlands

"

-1 | BR A S} M1 L

International retrospective 11q23/MtL-rearranged AML study

Clinical outcome data of 756 children with 11923 or MLi-rearranged
pediatric AML from 11 collaborative study groups from 15 countries.

|
l 1 l

conventional conventional cytogenetics molecular
cytogenetics molecular screening screening
N=376 N=348 N=32
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