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To the editor:

Treatment outcome in infant acute lymphoblastic leukemia

We read with interest the paper of Biglmann et alon prednisone Outcome according to presenting features in infant ALL treated

(PDN) response as the strongest predictor value of outcomeffj EORTC protocol #58881

infant acute lymphoblastic leukemia (ALL). n EFS (%) HRT Pvalue
Between June 1989 and November 1998, 60 (3.1%) infanige
among 1963 children less than 18 years of age, were registeredLess than 6 mo 34 30 1.7 13
and treated according to the Children Leukemia Coopera- Atleast6émo 26 56
tive Group-European Organization for Research and TredBC (x10%uL)
ment of Cancer (CLCG-EORTC) protocol 58881. Patients were owerthan25 9 80 1
Lower than 100 16 57 4.1 <.001

stratified according to the same risk factor (RF) as defined in

Dordelmann et als papérRF < 0.8 assigned them to the bre d/:itsljis:el?jsponse % 26 1o
low risk (LR) group, and RFE 0.8 to the standard risk (SR)_ Good (<1000/L) 28 48 1 02
group. Patients with prednisolone poor response (PPR), With oo 1000/ 21 29 21
t(9;22) or t(4;11) and/or not in remission (marrow blast§yr feature
< 5%) on day 35 were assigned to the very high risk group no 19 64 1 .01
(VHR). Yes 41 27 2.8
Protocol CLCG-EORTC 58881 was very similar to the protocdinmunophenotype
ALL-BFM86 except for the following points: (1) prednisolone  €D10- 39 29 3.7 02
instead of prednisone and additional It MTX were used during ©P10*+ n 79 1
induction, (2) protocol Il was given to all LR and SR patients, (3) chsa+ 18 5 23 03
VHR patients, after induction, received 9 blocks of multi- CD34f 2 %6 !
Cytogenetics

agents chemotherapy, followed by conventional maintenance for 1 T(@:11) Yes 26 23 25 o1
year. In addition, a proportion of the patients were randomized to No 23 63

receive the following: (1) eitheErwinia or E coli asparaginase
(all ALL patients in induction and consolidation) (2) HD MTX fri‘;ez’;rgfztf;rc‘g‘r’na"ﬂr;fﬁi::’::{jérankO/E i method
versus Ara-C plus HD MTX during interval therapy (standard risk ’
patients) (3) pulses of 6 MP IV during maintenance therapy (all

patients). In contrast with Berlin-Frankfurt-Mster (BFM)

protocol, no patient received prophylactic or therapeutic cranial

irradiation.
% 100 T t ——
P -
r 9 1 | -
b
4 ] . "
g 80 I,
1 |
;7 L
; I
Y 60 i S P e —— A
WBC
50 L N O
9 1
40 I 16 6
i 35 27 >=100 -
30 - H
t 1 Logrank P < 0.001 (trend)
20 [ dersd
10
Figure 1. Probability of EFS for infants with ALL, according to T T T T T T T T - (years)

white blood cell (WBC) counts at diagnosis. 0 1 2 3 4 5 6 7 8 9

20z dunr g0 uo 3senb Aq Jpd'62.2/1 LG€991/62.2/8/56/pd-Bl01E/PO0|qABU"SUOHEDIIGNYSE//:d}Y WOy papeojumog


https://crossmark.crossref.org/dialog/?doi=10.1182/blood.V95.8.2729&domain=pdf&date_stamp=2000-04-15

2730 CORRESPONDENCE BLOOD, 15 APRIL 2000 « VOLUME 95, NUMBER 8

% 100 Figure 2. Probability of EFS for infants with ALL presenting
PPR pts by CD10 poor prednisolone response (PPR), according to their CD10
20 N O expression.
17 12 CD10- _—

2 1 CDh1o+ -
70

e — GO M T
®
i=3

60

50

40

30

(years)

The overall event free survival (EFS) rate at 4 years in the 60 AlinaFerster, Yves Benoit, Nadine Francotte, Marie-Franc , oise Dresse,
ALL infants treated with the same protocol was 41%. Univariate Anne W“e’)’\r/loec"' Emma“‘;e' F"OléVii’- Agt"i”e ThYSSv'JI’ atrick Lutz,
analysi of prognostic factors s given in the Table. Age below 6 /2" e Canoe oo Fre st
months had no significant influence on EFS, but white blood cell | ,ia Norton, Alain Robert, Jacques Otten, Etienne Vilmer,

(WBC) counts of at least 108 10%/uL, PPR, presence of very high  Noel Philippe, Christine Waterkeyn, and Stefan Suciu

risk features, immunophenotype (CD10Oor CD34+) had a For the Children Leukemia Cooperative Group—EORTC

significative negative influence on EFS. The leucocyte count had Pediatric Hemato-oncology 4 .

the most important impact. The EFS of infants with initial H"”’ta’lu”"’“;rs,”a”e des Enfants Reine Fabiola

leucocyte count lower than 108 1C%/uL was 65%, which is Brussels, Belgium
comparable to that of older children with initial leucocyte count

between 10 and 108 10G%uL (Figure 1).

In contrast with the ALL-BFM results, the EFS of the 17 PPR
infants with CD16- ALL was 29% (Figure 2), whereas in the References
Germany study, none of these infants survived. The differente Dérdelmann M, Reiter A, Borkhardt A, et al. Prednisone response is the stron-

i H _ gest predictor of treatment outcome in infant acute lymphoblastic leukemia.
bet\lilveen tEeIZ stuc;l:es mlgh”t be trleatmen_t r_?lategl.h obal EES of Blood, 1980:84:1208-1217,
evertheless, the overall results are similar with a global 9 Thyss A, Suciu S, Bertrand Y, et al. Systemic effect of intrathecal Methotrexate

41%. Of note is that the proportion of infants with CDdGnd during the initial phase of treatment of childhood acute lymphoblastic leukemia.
steroid good response (PGR) respectively was higher in the BFM The European Organization for Research and Treatment of Cancer Children’s
study than in the EORTC 58881 trial: 40% versus 22% for CD10  L°/®"® Cooperaiue Graup. 4 ¢in oneel WATISIgsstnss,
rist W, Pullen J, Boyett J, et al. Clinical and biologic features predict a poor
0 0
and_ 74/0_ versus 6'4%‘) for PGR. Propably, the percema_ge of VﬁR prognosis in acute lymphoid leukemias in infants: a pediatric oncology group
patients is higher in the EORTC series, as the proportion of PPR study. Blood. 1986;67:135-140.
was higher, due to the late administration of the It MTX. 4. Chessells JM, Eden OB, Bailey CC, Lilleyman JS, Richards SM. Acute lympho-
; i i blastic leukaemia in infancy: experience in MRC UKALL trials. Report from the
_The nl'_lmb_er of pafients was small in b_0th Stl-JdIES (althoth Medical Research Council Working Party on Childhood Leukaemia. Leukemia.
twice as high in the BFM study), and conclusions with regard to the 1994:8:1275-1279.
relation weight of different prognostic features should not bg& puicH, Behm FG, Downing JR, et al. 1123/MLL rearrangement confers a
accepted without qualification. Results of the ongoing international poor prognosis in infants with acute lymphoblastic leukemia. J Clin Oncol.
protocol Interfant 99 will be essential to a refined ranking of the 1994;12:909-915. ) ] )
. ic f d furth . ﬁ Ferster A, Bertrand Y, Benoit Y, et al. Improved survival for acute lymphoblastic
most |mportan.t pr.OQn(.JStIC actors and to further progress in the leukaemia in infancy: the experience of EORTC-childhood Leukaemia Coop-
treatment of this high-risk groujp? erative Group. Br J Haematol. 1994;86:287-290.

Response:

Early response in infant ALL determines prognosis

We are pleased that our study on prognostic factors in infant actite a substantial proportion of infants. Because antileukemic
lymphoblastic leukemia (ALL) during BFM trialprovoked some treatment itself is a well-known prognostic factor, this may
discussion as indicated by Ferster et al's letter. We think their datignificantly influence the prognostic value of clinical or biologic
may give some important additional information regarding thieature On the one hand, patients treated under the CLCG-
prognostic value of certain clinical and biologic features in infarEORTC protocol 58881 were stratified according to the same risk
ALL. But in our opinion, their results are neither new norfeatures, namely, tumor cell burden (BFM risk factor) and predni-
inconsistent with our results. They also do not substantiallone response. But in contrast to BFM, the translocation t(4;11)
question the findings and conclusions of our study. qualified for treatment in the highest-risk group (VHR in EORTC),
In contrast to Ferster et al's statement, we think that the EORTad this may explain the much higher percentage of VHR patients

used both different treatment stratification and different treatmentthe EORTC series as compared to our study also (68% vs 26%).
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