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CenarioAtual da LLAPediatrica
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Table 1. Patient Characteristics and Treatment Results From Selected Clinical Trials

5-Year Curmulative Rate

Mo. of  Age Range T-Cell of Isolated CNS
Study Group Years of Study Patients (years) ALL (%) Relapse (% * SE)

AIEOP-95 1995-2000 1,743 0-18 11 1.2+203
BFh-95 1995-1999 2,163 0-18 13 1.8 +0.3
CoalL-97 1997-2003 6687 1-18 14 40+ 0.8
COG 2000-2005 7,153 0-21 7 MA

DCOG9 1997-2004 859 1-18 11 2606
DFCI 00-01 2000-2004 492 1-18 11 MA

EORTC-CLG 1998-2008 1,847 1-18 15.2 1.7+£03
IC-BFM 2002 2002-2007 5,060 1-18 13.3 1.9 =01
JCCLSG ALL 2000 2000-2004 305 1-15 9.8 02 +0.1
Ma-Spore ALL 2003 2002-2011 556 0-18 8.8 1.4

MRC LUKALL 2003 2003-2011 3,126 1-25 12 1.9+06
NOPHO-2000 2002-2007 1,023 1-15 11 2706
SJCRH XV 2000-2007 498 1-18 15 27+0.8
TPOG 1993-2010 152 0-18 7.2 1.4 +1.0

5-Year EFS
(% = SE)
75910
786+09
78717
MA
BOB+1.4
BO.O =2
B27+09
T4 =1
787+24
BOB =35
B7.3+1.4
794 +15
B7.3+29
B4.2 = 3.0

5-Year COverall

Survival (% = SE) Reference
85.5 £ 0.8 Conter et al’
87.0+ 0.7 Moricke et al®
854+ 1.4 Escherich et al®
904 + 0.5 Hunger et al®
86.4 +1.2 Veerman et al®

91 +1 Vrooman et al®
HO.7 + 0.7 Domenech et al”

H2 +1 Stary et al®
89.2+18 Yamaji et al®
80.2 = 2.7 Yeoh et al™
9M6+1.2 Vara et al?
291+ 1.1 Schmiegelow et al'?
935+19 Pui et al'®
90.2 +24 Liu et al'*

JCO 2015
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QuandolndicarTMO ?

oHSCT should therefore be considefedpatientsin
whom this procedure is likelp resultin superior long
term diseasdree survivalDFS) when compared with
other therapeutic modalitie’s

Principles and Practice
of Pediatric Oncology, 6th edition



TMOem LLAPediatrica
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De guem estamosfalando?

ﬁa Outcome by New Risk Group Definitions
g oy B-precursor ALL

Low Risk (n=544)
Standard Risk (n=1471)

8

High Risk (n=880)

=
E
8 60
2
o

Very High Risk (n=78)

Risk Group 4 Yr EFS (%) SE (%
Low 91.5% 1.6

Standard 82.1% . |
High 72.9% 2.1
Very High 313.6%

4
Years Followed

Carrol WL, 2005



Risk and responséased classification of childhooddBecursor acute
lymphoblastic leukemia: a combined analysis of prognostic markers from the
t SRAFINRO hyO2z2f23¢é& DNRdzLJ 6t hDUO |

1.00

Event-Free Survival Probability

Kirk R. SchultD. Jeanette PulleiHarland N. Sathezt al

et Low Risk (n=555)

p—
‘“—--—-----

High Risk (n=912)

Falhalndutoria

Very High Risk (n=72) | Hipodiploidia< 44cr
Pht+/bcr-abl

Low Risk Std Risk High Risk
0 1 4&yEFS .92(SE.0) 82 (SE .01) J3 (SE .01) 29 (SE 05)

Blood. 2007;109:92835
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Nearhaploid and lowhypodiploidacute lymphoblastic leukemia:
two distinct subtypes with consistently poor prognosis

A Caridtipo< 40cromossomogsdistribuiciobimodal
A Nearhaploide: 24¢ 30cr ( media 5a)

A Lowhipodiploide: 31¢ 39cr (em criancamecessitade
Investigacaonut p 53 familiar)( media 11, 5 a)

A AlteracBemasviasRAS, TK, RB1, IKZF3, IKZF2

A & lisinot clear whether hematopoietic stem cell
transplantation in CR1 is beneficial in néaploid and low
hypodiploidALL."

Blood. 2017;129(4)



Transplant Outcomes for Children wittypodiploidAcute
Lymphoblastic Leukemia
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Figure 1.

The 5-year probability of overall survival by chromosome number and adjusted for discase

status at transplantation and transplantation penod

BiolBlood Marrow Transplan015; 21(7)



Outcome of children witlmypodiploid ALL treated with
risk-directed therapy based on MRD levels
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MRD negative

Probability
r

Mumber st risk
MRD negative 14 14 12 1212 1010 9 ¢ 7 1

2 3
Allpatients 20 20 16 16 16 1312 10 8 8 6 3 1
MRDpositve 6 6 68 4 4 4 3 2 1 1 1

Blood 2015:126



Early TFcell precursoleukaemia a subtype of very higinisk
acutelymphoblasticleukaemia( 11-12% populacao pediatrica)
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Figure §: Kaplan-Meier plots of overall survival (A, D). event-free survival (B, E). and the cumulative incidence of remission failure or haematological relapse
{C. F}in patients with typical T- ly mphoblastic leukaemia [ T-ALL: red) versus early T-cell precursor (ETP}-ALL (blue) treated on either 5t Jude (A-C) or AIEQP
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CoustarSmithet al, LancetOncol2009
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Outcome for children and young people with Eargell
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precursor acute lymphoblastleukaemiareated on a
contemporary protocol, UKALL 2003
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British Journal oHaematology2014; 166



Outcome for children and young people with Eargell
precursor acute lymphoblastleukaemiareated on a
contemporary protocol, UKALL 2003

Summary

We investigated the outcome for children and young people with Early T-precursor
acute lymphoblastic leukaemia (ETP-ALL), a recently described poor prognosis sub-
group of T-ALL, treated on a contemporary protocol, UKALL 2003. After a median
follow-up of 4 years and 10 months, the ETP sub-group, representing 16% of T-
ALL patients, had non-significantly inferior 5-year event-free survival (76-7% vs.
84-6%, P = 0-2) and overall survival (82-4% wvs. 90-9%, P = 0-1), and a higher
relapse rate (18-6% vs. 9-6%, P = 0-1) compared to typical T-ALL. ETP-ALL has an
intermediate risk outcome, which does not warrant experimental treatment or first

remission allogeneic transplant for the group universally.

British Journal oHaematology2014; 166
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Outcomes after Induction Failure in Childhodxtute

Lymphoblastic Leukemia

Martin SchrappeM.D., Stephen P. Hunger, M.BhingHonPui M.D.,
et al.
N Engld Med 2012;366

14 cooperative study groups between 1985 &a@D0

44.017pts ¢ 1041 ( 2,4%)
"Pediatric ALL with induction failure is highly heterogeneods




Outcomesafter Induction Failure in Childhood
Acute Lymphoblastic Leukemia
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Outcomes after Induction Failure in Childhood
Acute Lymphoblasticeukemia
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Outcomes after Induction Failure in Childhood
Acute Lymphoblastic Leukemia
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Outcomes after Induction Failure in Childhood
Acute Lymphoblastic Leukemia

Pacientesom LLA T

100 -
S~
. B+
£ 704
2 &0-
s Orther types of allogeneic SCT
- 3l [ 4528% [N=139, 21 deaths]
= 404 oy
= Matched related donor SCT
g 30 - 4049% (N=132 19 deaths)
204 Chemaotherapy vs. all types Chemotherapy only
jp-  of allogeneic SCT, 26:4% [N =97, 72 deaths)
P=0.06 by Mantel—-Byar method
I:I' | | | | | | 1 1 | |
0 1 2 3 = 5 b 7 & 9 10
VWoamrr mfnr MO remmneie

N Engld Med2012;366



DoencaResiduaMinimaé o maisimportante
determinanteprognostic®
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Doenca Residual Minima € o mais importante
determinante prognostico?

Total XV: Risk Classification Schema

B-lineage T-lineage
oo o J yceox i1
&age 110 9.9 years, Age 210 years,

DNA index 21.16, or CNS leukemia,
TEL-AMLT Testicular leukemia,

:

earrangen
t(1; 19V E2A-PEXT
<45 chromosomes

i |
m 0.01%to 1% ? 0.01% to <1%

Pui et al. Lancet Oncology 2:597-607, 2001



Clinical Utility of Sequential Minimal Residual Disease Measurements in the

Context of Riskbased Therapy in Childhood Acute Lymphoblastic Leukemia:
a Prospectivestudy

St Jude Total Therapy XV study
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LancetOncol 2015 April ; 16(4)



Molecular response to treatment redefines all prognostic factors in children
and adolescents with-Bell precursor acute lymphoblastic leukemia:
results in 3184 patients of the AIEBIFM ALL 2000 study
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Figure 1. Event-free survival {A) and cumulative incidence of relapse (B)
according to PCR-MRD classification in 3184 pB-ALL patients.

Conter et al. Blood 15(16), 2010



Late MRD response determines relapse risk overall and in subsets of childhaxsdl T
ALL: results of the AIEGBFMALL 2000 study
Blood 2011
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Figure 5. Cumulative incidence of relapse in 464 T-ALL patients by MRD levels
at TP2.




ESTUDOS NOPKOL92 and AL12000
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