Il Simp osio Internacional
de Onco -Hematologia

12,1314 :.%030

<

Hotel Pullman Sao Paulo Vila Olimpia




oncCa

ONCOLOGICO

Por que o resultado do BCR/ABL ndo tem
um valor de referéncia?
F positivo ou negativo?
Como entender?
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O que € BCR ABL?




Como ocorre a formacao do BCR ABL
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Anatomia Molecular do Gene BCR-ABL1
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Como identificar o
BCR ABL?
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Historico da evolucao da monitorizacao da LMC

Metade do século XIX LMC entidade diferenciada das demais leucemias
Em 1960 identificado o cromossoma Philadelphia

Nos 30 anos seguintes monitoramento por mensuracao do numero de
metafases Ph positivas

Inicio do PCR qualitativo para BCR ABL para evidéncia da existéncia ou
auséncia do transcrito

PCR em primeiro passo e em segundo passo (Nested) pra amplificacao e
aumento da sensibilidade

1993 Nick Cross iniciou o uso do PCR quantitativo relacdo de BCR-ABL/ABL
2003 Hughes introduziu o conceito de reducao logaritmica

2005 Betesda NIH — inicio do uso de IS na liberacao de resultados do RT
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1895821/

Entendendo o PCR




PCR - Reacao em Cadeia da Polimerase
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Reacao em Cadela da Polimerase (PCR)

Fase unica
1) Qualitativo
Duas fases (“nested”)
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Anatomia Molecular do Gene BCR-ABL1
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PCR QUALITATIVO
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REA(;AO DA POLIMERASE EM CADEIA
“nested”

b3-a2
b2-a2
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Reacao em Cadela da Polimerase (PCR)

Fase unica
1) Qualitativo
Duas fases (“nested”)

2) Quantitativo
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PCR QUANTITATIVO

Morm. Fluoro. e ————————

Threshold

‘40 Cycle

Il Simpésio Internacional

de Onco-Hematologia
12,1314 15550

Hotel Pullman Sao Paulo Vila Olimpia

Cortesia Dr. Israel Bendict



Por que o monitoramento é tao
importante?
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Objetivos do Tratamento
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Adapted from Kaeda J, et al. Acta Haematol. 2002;107:64-75.
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Definicoes das Respostas na LMC

Diagndstico
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Os objetivos do tratamento tem se tornado
mais ambiciosos ao longo do tempo

Goals of Treatment

7

DDODD

Time on Treatment

CHR, complete hematologic response;

CCyR, complete cytogenetic response;

MMR, major molecular response, 3-log reduction from IRIS baseline (15),
MR4, MR4-, 4-log / 4.5 log reduction from IRIS baseline (IS)

TFR, treatment free remission, maintenance of MMR without therapy
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Resposta otima ao tratamento com TKI

3 months 6 months 12 months

Diagnosis
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PCyR and/or
r:’ BCR-ABL' < 10%

MMR
! BCR-ABL" £ 0.1%

1. Baccarani M, et al. Blood. 2013;122(6):872-884;

2. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in
Oncology. Chronic Myelogenous Leukemia. V1.2015
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Reducao precoce leva a resposta profunda com
o tempo




Reducao precoce leva a resposta profunda com
o tempo

PFS OS
BCR-ABL<10% 94% (93-98) 96% (85-99)
BCR-ABL>10% 79% (57-87) 86% (57-99)

Marinetal, JCO 2012;30:232-8;
Hanfstein et al, Leukemia 2012;26:2096-2102;
Jabbour et al, Blood 2013;

Hughes et al, Blood 2013;
Brummendorf et al, Blood 2012;120:ASH abst.69;

Jain et al, Blood 2013;121:4867-74




Reducao precoce leva a resposta profunda com

o tempo
MR4.5
BCR-ABL< or > 10% at 3 months * 41% - 5.7% at 4 yrs
MMR at 3-6 months * 83% - 69% at 5 yrs

*Branford et al., Blood 2014
*Hehlmann et al, JCO 2014




Leukemia
https://doi.org/10.1038/s41375-020-0776-2
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Chronic myelogenous leukemia

European LeukemiaNet 2020 recommendations for treating chronic
myeloid leukemia
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Escore de Resposta Molecular

MMR MR’ MRS MR’
Minimum sum of reference gene 10,000 ABL1* 10,000 ABLI 32.000 ABL1 100,000 ABLI
transcripts 24,000 GUSB® 24.000 GUSB 77.000 GUSB 240,000 GUSB
BCR-ABLI transcript level on the IS"  <0.1% <0.01% <0.0032%  <0.001%

“Minimal sensitivity for accurate quantification.
"International Scale, IS.
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Leukemia Net 2013 Critérios de resposta

-High risk,
Diagnosis -CCA/Ph+
(Major route)

Ph+ <35% and/or Ph+ 36%-95% and/or No CHR and/or
BCR-ABL <10% BCR-ABL >10% Ph+ >95%

3 months

Ph+ 0% and/or Ph+ 1%—35% and/or Ph+ >35% and/or
BCR-ABL <1% BCR-ABL 1%-10% BCR-ABL >10%

BCR-ABL Ph+ >0% and/or
_ <0 1°
12 months BCR-ABL <£0.1% 50.1%—1% BCR-ABL >1%

BCR-ABL <0.1% g?:/-Af; BCR-ABL >1%
. (¢ (3]

6 months

Any time
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Leukemia Net 2020 Critérios de resposta

Optimal Warning Failure

Baseline  NA High-risk ACA, high-risk ELTS score § NA

3months  <10%  >10%

6 months  <1% >1-10% >10%

12 months <0.1%  >0.1-1% >1%

Any time <0.1% >0.1-1% >1%, resistance mutations, high-risk ACA

loss of <0.1% (MMR)*

For patients aiming at TFR, the optimal response (at any time) is BCR-ABL1 <0.01% (MR™).

A change of treatment may be considered if MMR is not reached by 36-48 months.

VA not applicable, Z
survival score.

1 additional chromosome abnormalities m F CElls, U 10U ong term
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