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O CANCER INFANTOJUVENIL NO BRASIL

POPULACAD INFANTOJUVENIL (0 - 19 ANOS) E ESTIMATIVA
DE INCIDENCIA ANUAL DE CANCER NAS REGIOES.

2021 NCA 2049

Estimativa de novos casos

sameemes Norte
srasi. 8,460 Uk ik :
Taxa bruta: 138 44/milhio - . e
s
-/'- // ’ 4 Bl b4
Pooulacso ~ / e esrordeste
infantcjuvend // 18.556.4385;
Novas casos 7 . Sesesessese $,2190
glontro-Oeste ¥ ;e
84 797.7075
Srreuyew
3 .
640 F udeste .
3 : 23195 158548
e r~+
r 4
23(3.690
po s
1333383800
3 x a
»:7.887.041
SERIE TEMPORAL DE MORTALIDADE POR CANCER
INFANTOJUVENIL, SEGUNDO REGIOES, BRASILE jee 1.310
ESTADOS UNIDOS * -
por | milhdo de criancas ¢ adolescentes 20 2018 ®
2in GSes sty Mortalciale 202 3
SEER. Akrkonar Cancey Sutime. 2001
&0
55
50
45
40
s
30
R G T
e e e
S 2 g & B a0 =003 ¥V 0 L 0 o
EEg2isesgggRacirrErc

ATENDIMENTO INFANTOJUVENIL :c: 2020

NUMERO DE SERVICOS RAZAO DE MEDICOS . COBERTURA
HABILITADOS EM . ONCOLOGISTAS PEDIATRICOS | DE ATENGAO
ONCOLOGIA PEDIATRICA | POR1MILHAO DE CRIANGAS BASICA
EADOLESCENTES .
‘1‘ e . NN
) (N ° Y
i.r b," : GGIL]

srasit: 5, 2/milhdao - srasi. 76,08%

N2k 330 NCAED 0% SeTaCs 02 3eTOiP. « B9.9% do el de medicos

. .
o ONCOIRLISLES pedilircos alendes noSUS «

Q3
#% 3/milhio
& 73.62%

05
## 2,3/milhdo

% 72,96%

Desiderata

Feete Pooatea® D150 oe TNRQ0DE DS 2071, Cazastn Naciiral de Datatelocimemo d¢ Salcke Sacretara de Aergls

https://desiderata.org.br/panorama-da-oncologia-pediatrica-no-brasil/



& uicc IJC

global cancer control International Journal of Cancer

Cancer incidence among children and adolescents in Brazil:

first report of 14 population-based cancer registries Diagn < 19 anos N° de casos
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Porio Alegre (1998-2002)
Population coverage: 2,085,802 Jan (2000- 2004)

Average number of sourcesper case: 10 Population coverage: 183,172 I4 .
R e 1 umores Hepaticos

S0 Paulo (1998.2002)

Campinas (1991-1995) Population coverage: 16,911,673

Population coverage:1,570,885 Average number of sourcesper case: NA
Average number of sourcesper cage; 1 0 O a (]

Int. J. Cancer: 126, 715-720 (2010) © 2009 UICC



* Leucemias 25%-35%
* Leucemia linfoide aguda 75%

e Estimativa leucemia linfoide aguda < 19 anos:
 3.200 criancas diagnosticadas com LLA /ano no Brasil

Estimativa 2018: incidéncia de cancer no Brasil / Instituto Nacional de Cancer
José Alencar Gomes da Silva. Coordenacao de Prevencao e Vigilancia. - Rio de
Janeiro: INCA, 2017.
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Problemas

Things may go wrong today,
let it go. Keep moving
forward in the direction of
your dreams.

GOOD MORNING!

MINIMALISTQUOTES.COM
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Sinais de alerta na LLA

* Leucostase

* Obstrucao de vias aéreas superiores
e Sindrome de lise tumoral

* Infeccoes, sangramentos

* Morte indutoria

* Contaminacao liquorica

* Falha indutoria

* Recidiva da doenca

* Efeitos tardios graves
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Prognosis of acute lymphoblastic leukemia

Disease and response to therapy



Prognosis of acute lymphoblastic leukemia

Disease and response to therapy

* Diagnosis
v education, basic healthcare, general practitioners, pediatricians,
hematologists

* Chemotherapy
v’ availability and quality

* Supportive care
v diagnosis and treatment of infections and other complications

* Hematopoietic stem cell transplantation
v’ total body irradiation

e Cellular therapies
* Long term follow-up
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Sobrevida livre de eventos vs resposta QT <>

Table 5. 5-Year Survival Outcomes Among Patients With Concordant in Remission, Discordant, and
Concordant Not in Remission End-of-Induction Bone Marrow MRD Levels?

Outcome M1/MRD <5% P value® M1/MRD >5% P value® M2/MRD >5%

Event-free survival rates:
B-ALL, overall 87.1% + 0.4% (n=7,682) <.0001 59.1% + 6.5% (n=66) .009 39.1% £ 7.9% (n=40)
B-ALL, SR 90.8% =+ 0.4% (n = 5,000) .25 85.9% £ 7.6% (n=22) . 76.2% = 15.2% (n=9)

B-ALL, HR  80%+ 0.9% (n=2,682) <.0001 44.9% +8.3% (n=44) . 29% + 8.2% (n = 31)
T-ALL 87.6% + 1.5% (n = 1,303) .01 80.3% + 7.3% (n=97) .13 62.7% + 13.5% (n = 40)

https://www.ncbi.nlm.nih.gov/books/NBK65763/ ‘




*NCl standard: 1 year to <10 years with WBC <50,000/puL (}SlleMAZS

FatO res d e ri SCO *NCI high risk: 210 years and/or WBC >50,000/pL

Table 10. Characteristics of High-Risk B-ALL Patients

NCI Risk Age CNS and/or Cytogenetics Bone marrow Bone marrow

Group (y) Testicular Pretreatment MRD EOI MRD EOC
Leukemia
SR <10 Yes® Any Anyb <1%°
SR <10 No >24 hours? Any® <1%°

Any Any® <0.01% N/A
Any Any® <0.01% N/A
HR <10 No >24 hours? Any® <0.01% N/A
HR <10 No <24 hours4 Neutra <0.01% N/A

HR Any Any Any Any® >0.01% <0.01%
https://www.ncbi.nlm.nih.gov/books/NBK65763/ ‘ -




LLA de alto risco

* Paciente e |KZF1P'Y5: delecdo simultanea do IKZF e
° |dade: <1le>10anos CDKNZA, CDKNZB, PAX5, PAR1 (Sem
.. . delecao ERG) e DRM inducao+
* Uso prévio de corticoide

* Sindrome Down - se del IKZF1 (20-35%) e/ou * Rearranjo KMT2A - t{v;11023.3)
BCR:ABL1-like * Fusao TCF3:PBX1 -t(1;19)(g23;p13.3)

 Fusdao TCF3:HLF-t(17;19)(g22;p13)

 Hipodiploidia < 44 - LiFraumeni

* JAMP21: amplificacao intracromossomica
do gene RUNX1

 Amplificacao PAX5

Tratamento em protocolo clinico e aderéncia

* Doenca
* lLeucometria
* Doenga extra-medular: SNC > testiculo
* Imunofendtipo
* Caridtipo/Biologia Molecular
* BCR:ABL1+-t(9;22)(q34.1;911.2); Ph+

* BCR:ABL1-like (Ph-like) *hispénicos * Resposta: Citometria, TCR VDJ, NGS5
35-50% alteracio CRLF2  Pre-fase de corticoide (D8)
50% com variantes JAK * Precoce (D15 ou D19)
 Delecao IKZF1 (frequente com Ph+ ou Ph-  Fiminducao (D33 ou D49)
like ou alteragao CRLF2), principalmente *  Fim consolidacdo (semana 12)
se delecao também 22q11.22 (beneficio >
manutencao)

https://www.ncbi.nlm.nih.gov/books/NBK65763/



Sobrevida x
Participacao em
Protocolos

Dr Waldir Pereira

Taxa de Sobrevida da LLA em criangas no RGS (1980-2008) de acordo ¢/ o regime terapéutico
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Pereira, Waldir Veiga. Aspectos epidemicldgicos, biotipologia e evolugdo do tratamento da leucemis linfocitice aguda na infancia
adolescéncia no Rio Grande do Sul. Tesa Universidade de 580 Paule (Doutorado) 2010, p.188



Protocolos de Tratamento de LLA

BFM — desenvolvido pelo Grupo Europeu Berlim-Frankfurt-Munster

2. St. Jude (Total Therapy) — desenvolvido pelo St. Jude Children’s
Research Hospital

3. RelLA —LLA de Recife

GBTLI — Grupo Brasileiro para o Tratamento da Leucemia Linfoide
Aguda na Infancia




GBTLI 2021 — coordenacao

Mecneide Lins Maria Lucia Lee




Contatos Para Duvidas de
Submissao e Insercao de dados
Email: gbtli2021@gmail.com
Ana: 11 96643-8944
Danielle: 81 99239-7318
Leticia: 11 99205-2540

20 (2,4%) sem info
N- 933 com info

® Precursor B

® T derivada 995 CASOS REGISTRADOS
42 PACIENTES EXCLUIDOS

10 erro de estratificacdao

8 Recrutado antes da data de inicio do
protocolo

8 outras doengas

8 toxicidade

. 3 obito antes do tratamento
1(0,8%) sem info 3 violagdo

N- 120 com info 2 retirada de TCLE

= PH+

X e —
N @
¢
GBTLI-LLA Precursor B
5%

6 (0,7%) sem info
25(3,2%) NR
N- 758 com info

OBITOS: 53

26 6bito indutdério (2,6%)
15 ébito pés 1 RCC (1,5%)
9 obito registrados pos falha/recidiva

= LA Comum
= LLA

» Pré-B

«ce (0,9%)
u Pro-B 3 obito antes do inicio do tratamento
Rétulos de Linha |~ Contagem de Risco provisério (0,3%)
Alto risco 336
Baixo risco 315 N
Risco intermediario 131 Thank youd
SEM INFO 7 E AGRADECEMOS O EMPENHO DE

Total Geral 789 | TODOS NO REGISTRO DOS CASOS!



Slide provided by Dr.
Sebastian Galeano;
LABMT/WBMT database
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) Slide provided by Dr.
k{ Sebastian Galeano;

= Indications HCT pediatrics 2022 LASMT/WBMT database

allo HCT auto HCT

1a AID: 1: 0% 1b

Irih Dis Met; 10; 1% Other NMD: &: 1% Dther; 1; 0% ., AML; B; 4% _— Other Leuk; 1; 0%
Der: 3; 0% AlD: 13; B%

PID; B1; 0%

. PCD: 1: 0%
AML: 143: 165 HG, 1, 0%

HIG: 45; 5% Other solid tumor;
35 17%
HD: 53: 26%
BMF: 166; 18% Ewing; 5 2% —__
Neuroblastoma; 2: 0%
Other LPD: 1; 0% WHL, 7, 3%
Germ cell Tumonr: id;
MHL: 7: 1% ALL: 378 41% —
HD: 9: 1%
MPN: 2 0%
MDS: P6: 3%
Meurablastioma; B8,
Mher LEI.Ib.; 15, T CHL; 18; 2% 3%

LABMT ACTIVITY SURVEY. Data not published.



Slide provided by Dr.

K\{ Sebastian Galeano;

= Indications HCT adults 2022 LABMI/WBMT dtabese

allo HCT auto HCT

2a oh
HG: 12 1% PID: 1; 0 Inh Cvis Met; 3; 0% Other MMD: 3 0%
_ Oher: 2: 0% Other NMD: 3 0o Othen ;0% apmp- 32; 10— AL 0% opher Leuk: 8; 0%
BMF. 143, 8% PID: 1: 0% R —— CLL: 2 0% -
Other LPD; 1; 0% - 250, &% e .2
Germ cell Wmorn, 59; 2% MDS 3 0%
MHL; 55; 3%
. , Mawmablagtoma; 3; 0%
HD; 74; 4% Pr—
PCD; B; 1% Other LPD; 9; 0%
CLL: 12; 1%
NHL; 715; 18%
MPN; 55; 3%
MDS; 174; 10%
PCD; Z243; 5T
Other Leuk; 33; 2%
HD: 574; 16%
CML: 85 5%
ALL: 520; 30%

LABMT ACTIVITY SURVEY. Data not published.
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Slide provided by Dr.
Sebastian Galeano;

Donor source for allo HCT 2019-2022  wsmywsmrdatavase

Haploidentical

Matched sibling

— -Unrelated donor
2019 2020 021 20022
s [ 3111 HLA-I MIRD [PB + BA) s F 3 HLA nion id (haplo) (FB + BM)
e IR O (P + B CB [Fam = UR)

LABMT ACTIVITY SURVEY. Data not published.
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Data provided by Helen
Baldomero for the EBMT25

Donor Sources for HCT in ALL Worldwide

Haploidentical

Unrelated donor

/ Matched sibling

Umbilical Cord

2010 2011

Blood

2012 2013 2014 2015 2016 2017 2018 2019 2020



Data provided by Helen
Baldomero for the EBMT25

Stem Cell Source in MSD HCT for ALL

1800 Peripheral

1600 Blood

1400
1200
1000

800

600

400 \/\/\/\ Bone Marrow

200 Cord Blood

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020



Data provided by Helen
Baldomero for the EBMT25

Stem Cell Source in URD HCT for ALL

2000 Peripheral

1800 Blood

1600
1400
1200
1000

800

_—
500 /\ Cord Blood
\

N
400 Bone Marrow

200

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020



Imunoterapia?

v’ CD3-CD19 bite

v' CD22-calicheamicina
TMQO?

CAR-T?
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