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—FRALLE/LAME, NOPHO, BFM, SHOP, CO&, MRC/DCRI, ATIEOP, 5t

AML M3 <18years of age
PML/RARa positivity

SR; WBC<10 (x1079) HR: WBC10 (x10°9)

Induction
ATRA + IDA

Induction

ro CR; ATRA+ 7 | ATRA + DA
arsenic trioxide

e

Consolidation 2 courses Consalidation 3 courses
-ATRA + IDA -ATRA + IDA
-ATRA + HD-CA + mitox -ATRA + HD-CA + mitox
/ ~ATRA + HD-CA + IDA
n CRm;
-3rd course (HQ) CRm; maintenance(2yr) -~

ATRA + 6-MP + MTX

@ \ no CRm; arsenic trioxide

Internatinal collaboration® %

{M.G. Valsecchi)

+ Only modest improvement ’ "
]—" Large” samples
* Rare subgroups
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Criteria of Response &
Other Definitions in AML

{U. Creuzig)

* Cheson BD, et al. J Clin Oncol 1590: 8: 813-819
+ Cheson BD, et al. J Clin Oncol 2003; 21: 4642-4649
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: Response Criteria in AML

Time of Newtrophils 84 blarts | Other
Entyrion {uL) {#L) {%)
Early 7-10days Na NA <8
freatmant after
assessient | therapy
Morphologic | Varies by NA NA <5 Flow cytonatey
heuke mia- protacel EMD
froe state
Morphologic | Varies by > 1,000 »100,000 |5 Tranzfusion EMD
R protocol
Cytogenetic | Varies by 21,000 »100.000 [+ 5 Cytogenetics-
R pratocal normal, EMD
Molecular (R | Varies by 21,000 100,000 [45 Maolecular-negative,
EMD
Partial Varies by » 1,000 »100,000 |>500r Blashs5% if Amr
Remission protocol rod pes.
to 5-25
BFM »80x10™9
STCORH: »5m10™9
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Resistant disease
Chair: G. Henze
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Definition of §1-84 in ALL-REZ Trials

non-T ALL T ALL
Extra- BM BM Extra- | BM BM
med. comb. isol. med. | comb. | isol.
Very carly
| 52| S4 | s4 | s2| 4| s
Earty
s coom| S2 | S2 | 3 | s2| sS4 s
Late
eom | SU | S2 | S2 | Sl |s4|ss

Risk stratification in CNS relapse of ALL
according to the EUREAL CNS- database
: Stackelberg

* Metaanalysis: Austria, Belgium, Czechia, France,
Germany, Isracl, Netherlands, Skandinavia

« Isolated CNS relapse :291
Combined CNS relapse: 277
« Prognostic factors:  Age at initial diagnosis
Time point of relapse
T-cell phenotype

EFS rate of isolated CNS relapse (%)

Age<6years | Age 26 years
Very early . RN
(£ 18 m) 236 SXARHE
Early e i
57 g o
(18>, <30 m) L
Late
30m) 64 76

[: HR: EFS rate £ 40%

EUREAL CNS- metaanalysisdDE &8

» Isolated CNS relapsel=#L Tallo.fauto, SCT vs
chemofradiotherapy alone THEZLEL

« Isolated CNS relapsel 235Uy Teranio vs
craniospinal irradiation CHEZHL

« Chemotherapy# ITBMOMRDA<1 04 Lo F=
isolated CNS relapseDHREEFIIL, auto. SCTAHS
B, (AIEOP)

Relapse of T-ALL; Experience of
the ALL-REZ BFM Study Group

: Henze

« ALL2ED$520% A T-ALL
o 83-96°OMIZT-ALLOE &I mMERAHY
» TAALLOBEFTHEIZZWLED

@ male, @ age>10 y, @ very early, @extramedullary

+ FiklLPre T-ALL>> mature T -ALLM ?
« Bif. cortical T-ALLASHS N R




Treatment outcome: B precursor ALL vs T-ALL

Treatment outcome of relapsed T-ALL
according to protocol

0S (%) | EFS (%) protocol EFS (%)
B precursor ALL 42 34 BFM 10-14
T-ALL 20 17 COALL 24
other 38
P<0.01
« BRBIZIEfrst lineDEME N ER
»  BFMTII9—16—18—36%(2002)LR LL TS,
» BFM®OBRFALIXISCTORIR A
EFS rate of relapsed T-ALL I—?FS rat:c of rela].ased T-ALL according to
time point and site of relapse
Time point of - TREI70%T
elopse | |EFSC@)| | Site of refapse |EFS (%)
Isolated bone | Combined Isolated
Very early 13 Isolated bone s marrow | bone marrow | extrameduilary
(£18m) marrow Very early
Early 2 Combined bone | ($18m) 8 n 1
(18>, <30 m) marrow Early
Late 42 Isolated 14 (18>, <30m) 12 12 40
Z30m) extramedullary Late
¢ 30m) 31 25 58

Treatment outcome of relapsed T-ALL

according to therapy
Therapy EFS rate (%)
Chemotherapy/ 10
Radiotherapy
SCT 43
Matched family donor 23
Matched unrelated
donor 53
Mismatched family 50
unrelated donor
Autologons BMT 56

EFS rate of relapsed T-ALL according to
time point , site of relapse and therapy

Total VE/E Late
IEM relapse 45 37 58
CT/RT 41 40 3/7
SCT 48 32 4/5
BM relapse 31 29 37
CTRT 6 0 11
SCT 41 35 65




AIEOP LLA 2000 — ALL-BFM 2000

Risk group Total (%) |SKR (%) MR (%) [HR {%)
Patients eligible | 2364 750 (29.3) | 1413 (35.0)[401 __(15.6)
I—BFM —SG*E%—’ 04 CR 2517 (98.2) | 750 (100) | 1381 (91386 (96.3)
Death in induction |41 (Le) |o 12 (23) |9 22
Non-responders L 02 |0 0 5 a2
ALLI' nterfant 99 2517 750 138§ 3836
CCR 23 @™ @15z 935 1303 (75
| BM. bt (36} 13 (04) 49 (3.5) |38 (2.8)
CNS 19 (@08 |3 ©a (10 ©on s (L6)
T lepsel Testis 3 ©ou [o 3 ©2) o
FEM1646A128 BM+CNS |5 oy [ 0. |3 02 i1 (©3)
BM+Testis |4 02 |1 EE wn [ (0.3)
Cther 7 ©3) [0 3 02 [2 16)
RiuskEmEeTERER 2 — ERE= Death in CCR 4 @2n |s on (18 13t (80
Lost to follow up 2 (G1) 1 (1) 31 {03).
2 matignancy 8 ©3) |6 08 |1 ©1) 1 (0.3)
MRD study was carried out in 1890 patients (74.0%) INTERFANT 99
AIEOP, BFM, COALL, CWPGH, DCLSG, DFCI, EORTC-CLCG,
ALL-BFMB95 risk criteria FRALLE, I-BFM-SG, NOPHO, SJCRH, UKCCSG
SR(%) MR(%) | HR(%) |Total(%) <%> SE: /Goon [induction ] [3taran] [ ocTann | Mimemsact 13 | Mimt? |
MRD SR | 325(42)| 425(55) | 28(4) 775(100)<41.0> P [vimaram | [Msiamasnce 18 M3 ]
nisene
risk Respoase
iteria; MR| 276(29) | 554(59) | 115(12) |945(100)<50.0>
criteria 29 (59) (12) (100) at > roor [reewees] Coctamm J(R Y mmemmeis | oy
HR| 18(11) | 56(34) |98(56) |167(100) <B.8> \MM‘;J_“_’J
total| 619(33) | 1035(55)] 236(13) |1890(100)<100> e s
Weeks | 56 1012 19 2] n 63 & 104
INTERFANT 99: -Induction- INTERFANT 99: -MARAM-
i 8 | PRED-Responsct®
. g e (S
DEXA podv. smgnlia I R HO-MYX  pi(ab)  Syri [ ] ]
VCR v Limg/ni/d ! I ! o "
DNR  piflh) 3omg/ni/d ] MTX+Pred LT l \lv
ARAC pi30') TSmgmiid NIRRTy g ” "
LASP Lk Spooudid | R HD-ARAC pi (3b)  3g/ni/1Zhr i
ARA-C+Pred LT. ¢ . LASP piih mw"fwf.l...jn..l.r;.fn...!‘.ll.l.l
MTX+Pred LT. d i y i Day 1 ' 18 n M
M O i Q o]
[T EIVITPL VS PN Y PPN Week 6 ! s 9 10
P d ¥ 3 ? ¥




INTERFANT 99: -OCTADD-

DEXA podiv. Smpmid [

TG pe.  Smgidd | 10

VCR v Lsmgrd | i | |
DNR  pi{th) omgni | | 1 H
ARA-C iv, Smyg/rdid AR L R R e R 11 I1E

CPM  pi{lh) 500mg/mi ] I
ARA-C+Pred LT l |
w0
Loeeebion e e Lo Lo
Dy 1 L 1" H] » N il 4
Wed 12 13 " 5 31 14 19

INTERFANT 99: -VIMARAM-

VCR  iv. Ismgrdid ) | | I

MP po.  mgrba  L— ]

HD-MTX pif24h) Sgirl

MTX+Pred LT.
HD-ARA-C p.l.  3g/ni/12bes i HI!
L-ASP piflh) 50000/ | gy © l 1
Day 1 ¢ 1§ 2 "
Week 21 P 23 2 2
Doy I Day 8:

INTERFANT 99: -Maintenance 1A/1B-

DEXA pofiv. Smpmd [ 3 0
VCR  iv tSmgimt 11 " 1"
MTX+Pred LT l l
ARA-C+Pred LT i
MP  pao. 50mg/mt C ?
MTX  po.  20mg/md [P OO
VP-16 p.i(zh) 120mg/nl (1A only) 1 Ti 1l
ARAC pifth) 1gnt  {1Aoniy) |} I I
MO
| ENURETE I PEUTE PRI | FTRUIN SV LIV

Week 24021 wH 541 L) 153 3662

INTERFANT 99: -Maintenance 2 -

This protacol ends 104 weeks
after initial diagnosis

6MI'||.o.50m|l1‘i{ !
MIX po 20mynt | | | | P |} | 1] 0| |

T T O R A A T A A A |
1

Moo
Week JOM9) 3 4 % 6 7 3 ¢ 0 on R MW

INTERFANT99

Registered patients: N = 345 (on study: N=331)

SR (=PGR) | HR (=PFR)

Entered patients 220 (66.5%) | 106 (320%)
M/F 1057118 511735
Age < 6m 9% (437 | 54 (51.0%)
<10x104 121 (55.0%) 4 27 (254%)
WBC
>30x104 34 (154%) | 52 (49.1%)
B-lineage, CDLO(H)| 76 (34.6%) | 24 (226%)
Marker
B-lineage, CD10(-) | 133 (60.4%) | 64  {604%)
T 2 09%) | 4 (3.8%)
CNS(+) 13 (5% [N (104%)

*MLL rearrangement analyzed in 258/331(77.9%)
*Rearrangement was found in 207/258(80.2%)

SR HR
MLL 139 67
rearranged
t(4;11) 78 31




-CR SR: 214/218 (98.2%)

Prognostic factor (1)

HR: 91/103 (88.3%) n 2y EFS | P-value
-Relapse SR: 50/208 (24%) including 36 BM relapse M 154 51.2%
HR: Chemo 28/52(53%) Sex g 167 | seav | ¢
BMT  13/39(33%) =
52 .30
Median months from 15t CR to relapse o 2 37 JDA 0.003
BM 7m(0-34) Age 3-5m 76 36% |
BM-+other 14m(6-25) 6-8m 84 636% 1 1050
Median months from relapse to death 29m 89 74.0% )
BM 3 <10x10% 147 67.4%
BM+other 4 10x10%-
-2y EFS SR 60%, WBC 30x10¢ 90 55.5% 0.036
HR 40% >30x104 84 26.4%
Prognostic factor (2)
n 2y-EFS | P-value Qutcome after relapse in Interfant 99
cDI0 pos. ki ”'6:”’ 94 relapses: 53 PGR and 41 PPR
neg. 194 | 415% Median time from 1CR to relapse: 8 mo
1 107 | 425% Death from relapse: so far 7 pts
Hq23 etherMLL | 95 38.8% 0.017 Median time from refapse to death: 4 (0-28) mo
ney. 50 87.4%
prednisone | PGR 214 59.3% 0.145 Phase /Il PKC412 in relapse/ refractory MLL leukemia
5 PPR 97 402% ’
fesponse 2: FLT3 is overexpressed in MLL rearranged ALL
Ml BL | 6%% FLT-ITD 0/35 in infant ALL
BM dayl5 M2 58 61.5% Point mutation  1/35 in infant ALL
M3 30 48.4%

COG: Program for New Agents and Innovative Therapy
Institutional level: Phase I/l development of an agents
l
COG Developmental Therapies
Phase | Consortium: 21 Centers
NC! Pediatric branch
2 Centers in Canada
Phase Il Research:  group-aid {243 centers)

Childhood Cancer Drug Development Process
letter of intent (institution, industry)
scientific control
CTEP
full protocol
specific disease committee fiason
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European Intergroup Co-operation on Childhood Non-Hodgkin lymphoma
EEARKFAEFHMREH
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2004.06.12

EICNHL meeting - Agenda

Thursday April 1%, 2004
9h30-16h : Biological studies Chairman: A Rosolen
16h-18h : Lymphoblastic Lymphoma Chairman : A. Reiter

Friday April 2%, 2004

Sh-11h: B-NHL Chairman : C. Patte
11h30-13h30 : ALCL Chairman : L. Brugitres
14h30-15h30 : Problems of data exchange and data management
15h30 — 17h : EICNHL organisation Chairman : A. Reiter

Fédération Nationale des Centres de Lutte contre le Cancer,
104 rue de Tolbiac - 75013 PARIS.

ALCL99 ALCL99
Registration and Randomizations Pathology Data
ALCL99 - Accrual rate
00 ] Local pathelogy report: 259/299 (87%)
— Regstraton ; 400 "';"“’ Patholegy review: 209/299 (70%)
pres v Sxpecled 60 ptsiyear L International review: 200/299 {67%)
— R2 randomisation e
g —— A1 randonisaton 299 patients
S + Expecied 54 ptsiyear i National review according to the country
® . -+ Expacied 34 ptajysar
g 200 Country/Group Reviewed/Total
z . BFM 79193 (85%)
il B g 129 patients in R2 SFOP 51/68 (75%)
AIEQP 34/38 (89%)
e o et d o o o Uk 3330%)
0120212004 Apan (100%)
ALCL99 ALCLY9
, . Patient Safe
International Review ty

v Overall slides reviewed for 200 patients (67%)

v Confirmation of the diagnosis of ALCL for 182 pts
55% common-type

Change of subtype for 67 pts !

v Rejection of the diagnosis of ALCL for 17 pts
6 Hodgkin lymphoma
4 ALK- other NHL: 1 B-NHL, 3 T-NHL

Four toxic deaths on protocol treatment

¥ Septic shock after course 1

¥ Pulmonary and gastro-intestinzl bleeding on day-4 of prephase
v Aspergilus infection after course 1

v Macrophage activation syndroeme occurring 1 month after the
end of protocol treatment

One toxic death not related to protocol treatment
v Gastro-intestinal bleeding after chemotherapy for a 3rd relapse

24 non-lethal SAE have been reported




ALCLYY
Outcome
Follow-up updated for 243/283 alive patients
Median follow-up = 16.7 months (range 0 to 3.9 years)
53 events

¥ 49 progression/relapse
v 5 toxic deaths

= 11 deaths

The second interim analysis is planned for June 2004

EICNHL meeting

ALCLOLIN D EE

Clinical Studies

Lympheblastic lymphoma
EURO 02 study
BFM90, BFMISERCER R (FRERARLL)
(1) prednisolon vs dexamethasonMrandomization

(2) MR (R M) oEl

B-NHL
Rituximab: phase 11 study?, phase 11T study?
Mediastinal LBCL

ALCL relapse protocol
EICNHL meeting
ALCL relapse study ALCP99}J.51~Q R
Bioclogical Studies
SFOP,BFMERHANOBREOEMN Thursday April 1%, 2004
I N Survival Death of NHL TRM ?Vh?ﬁ-lﬁh: Blo!a_g‘:nl studics Chairman: A Rosolen R Padova)
SFOP 35 34 14 7 gﬂﬁ fﬁ‘.ﬁ"&’iﬁ:ﬁ NHL e Poiret md(gw”)
ogenets ulty i iatric NEEL i X Ftessen!
BFM 80 43 39 6 gmmz,tgsr;ﬁmii mﬂa;:'md;?mﬁ :‘:.b}'ﬁ":nwi(:%mh;upm)
Biology of B-cell NHL M. Raphacl {Paris)

SFOPMETEI4M : 171 20dCR,, 173 2ndCRELEE

BRGLENERINFESNSRMNEE

v

Prognostic factor OB - BR R OH MM

Biological studics in Burkitt's Iymphomas and ALCL
Biological aspects of Lymphoblastic Lymphoma

Analysis of TCR 1atus in T-ALL compared to LBL and ALCL
Lunch interval

W. Wocssamnn ((Flessen)
B. Burkhardt {(Glessen)
E. Macinayre {Paris)

Minimal Residual Disease in B-cell NHL and ALCL K. Busch {Glessen)
Molecular characterization and MRID shudics in Burkilt's hmphoma L. Mussolin {Padova)
T and B-cell response to ALK in patients with ALK.positive ALCL K. Pulford ((hcfors}

Prospective anah-sis of Minimal BM nfiltration in ALCL A Rosalen (Pocknva)

General Discussion
Conclusions
EICNHL meeting EICNHL meeting
Biological Studies
4 B Omemo S BCLEAETH S EET T RGAL BARLEM DAL
ERot4—it

Cytogenetics of pediatric B-NHL 1. Wlodarska
LMBY 8421 1420 S B R RRTHRIE 25618 (22%)
BLIZEH SEE MR Lsimple
DLBCLIZ &Ly Tidcomplex & hyperdiploid A $8%

1(8q24)A%35%I 2B 5t (adbut TlE<10%)

Minimal BM Infiltration in ALCL A. Rosolen
38 RT-PCRIZEYALK-NPMEMEAHELSEhf-ALCLIA
Minimal disseminated di (MDD) in BM: 17/30 (57%)

MDDERIE | T DEFS 41.8%. BIE 3R DEFS 100%

" Biological studies®session (322 SEBE KL P24 04K
BLDOT—IORENEL NS

FBXRIZFLCO2O L= HEOMN? ]
[ALCLISIZIT 200 MM B BRI T D)
I TPedatric OncologistOtraininglLEIREL DM 7 )
BEW%
REBEERER sty ZB 0T DL EBILRE
ALY F—2 b 5—A R
W& (ARR) (LY TEIHAR
=17 3
PR ILMBIGE R TR - 2 AT BT 1 14800
wEs
“Biological Studies™ TO XX O E (LHEE TIIAEL
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13:40~13:50
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LTRVIIFN
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15:15~15:30
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—fREE3. (RFRK6m. HEE3 D)
9. Anthracycline (DXR. IDR, THP)) M hiREEBIFE & topoisomerase ll IO HEIE
HEEH Y., REH?
RERERANER V. R KREY
1 0. real-time PCR#E% FV 7= WT1 mRNA 5 X UVMLL @{aFEIE ¥ A 5 mRNA E il X 280k
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BTV, THE—P, JPLSC LR ANBRERS
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11.70—%A bA M) —EIZISMRD DERIZEFFFROGPCRIEORDOVIZFIATE DN ?
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16:06~16:35 FER KEER
—REE4. (RER67. BE3H)
1 3. TPMT B FERIRI )~ TR IEDREST
F gkth BT WBHIMZ /ERRERIR
BHERBREEST/ DR 2=
fEEME (BE 1540, HESD)
14. =427 07 LAERONRBIIEIZIT 505
BofE—D e TEED W O/EY, K £ZHY
FRURZASEIRP ZETIEE o 2 =", R ER RS THRERARSE?, HERT
WNRESE 72—

16:35~17:05 B SEEE=
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BRI R MR ET e
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7285, 12:40~13: 00 (BBFHEIM) 12T, 2EESL B = L9,
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TEL : 052-951-1111(EX.2775) FAX : 052-963-5503
e-mail : plsg@nrh.hosp.go.pp
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1. DNAZESUISREEIZIITS ATM 327 FARRROMEA
FRERERAA MR Ling Chen, FRERZE, KBHER
2. SHERERESMFEICRITS pI5 PR FOIY Ve 2T T AT O R
I PNEI N /Nt —, AVIER, ITF—3k
3. /NEAMRIZBT SRR B 250
ESIAA o F— 5 T Wk HET
4,  AMLO9 Fobo— L BEHEFIZITS FLTS S FREDRT
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