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Conflitos de Interesse

De acordo com a resolucao do Conselho Federal de Medicina n® 1595/2000 e Resolucao da
Diretoria Colegiada da ANVISA n® 96/2008, eu declaro que:

* Pesquisa Clinica- Como investigador: Novartis, Janssen-Cilag.

* Apresentacoes cientificas - Como palestrante: Johnson&Johnson, Bristol-Myers-Squibb,
Novartis, Merck, Abbvie, Roche, Amgen, Pfizer, Astellas, Beigene, Servier, GSK, Teva, Astra-
Zeneca

* Atividades de Consultoria — Como membro de Advisory Boards: Johnson&Johnson, Bristol-
Myers-Squibb, Novartis, Merck, Abbvie, Roche, Amgen, Pfizer, Astellas, Beigene, Servier, GSK,
Astra-Zeneca, Teva, Knight Industries

* Declaro nao ter acoes em bolsa de valores das empresas supracitadas.
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Topicos

Quem vai paraTMO ?
* DRM como bussola terapéutica

* Como aprofundar aresposta pré TMO




<>SINTOMA25

..... Soljo?: INSTITUCIONAL

QUEM VAI PARA TMO ?
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Risco Toxicidade/Complicacoes

LR e

Idade >45 anos HCT-CI 2 3 (cardio, hepatico, renal...) Infeccao ativa Suporte social/logistico limitado

4




Risco Recidiva/Refratariedade LLA

Alteracoes
Genéticas

—/
| —
\/

DRM -Doenca
Residual Mensuravel
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Recidiva precoce
ou refratariedade




Prognostico e Alteracées Genetico-

Moleculares
Risco Alteragao Citogenética
Favoravel * Hiperdiploidia alta (51-65 crom.)
* Del(9q)
* Mutacao NOTCH1/FBXW?7 (em LLA-T)
Intermediario Todas as outras
Desfavoravel * 1(9;22)(q34;q911)

« t(4;11)(q21;923)

* Hipodiploidia baixa (30-39 crom.)
* Quase Triploide (60-78 crom.)

e Car. Complexo (5+ alteragoes)

* Delegao IKZF1 (em LLA-B)

* LLA Ph-like

Modificado de Moorman AV et al, Blood 2007



Delecao do IKZF1 e prognostico em LLA-B
Ph-negativo em adultos
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== [KZF1 deletion

PAX5 alteration
0.2 4 = Cyto standard risk
== Cyto high risk

Relapse-Free Survival
(probability)

Cyto fail/NK
I I I I I
0 2 4 6 8 10

Time From Diagnosis (years)
No. at risk
IKZF1 deletion 82 33 21 6 3 2
PAX5 alteration 36 26 18 11 8 5
Cyto standard risk 443 226 164 124 93 71
Cyto high risk 67 20 12 8 7 6
Cyto fail/NK 241 118 78 61 47 32

Moorman AV et al, J Clin Oncol 2012



Clinica e Prognostico

B Overall Survival B
100
90_ 100 1
30— h mi=m NON-Ph-like ALL (n = 207)
. . . —_ Ph-like ALL (n = 133)
— o
§ 704 Children, high risk é 75
2 604 ©
& Adolescents =
504 =
[y} -
2 404 = 50 -+
g dul 2
30+ Y t =
7 o oung aaults E
L 251
109 p<0.001 o
0 I I I I 1
0 2 4 6 8 10 P <.001
1 1 1 1 1
Years 0 2 4 6 8 10
No. at Risk Time Since Diagnosis (years)
Children, high 105 101 85 61 37 13 .
il No. at risk:
Adolescents 76 63 53 28 1 4 Non-Ph-like ALL 207 162 127 107 80 60 51 37 29 20 14
Young adults 41 20 12 4 Ph-like ALL 133 82 49 40 23 17 16 12 9 5 3

Roberts K et al, N Engl J Med 2014; Roberts K et al, J Clin Oncol 2017
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DRM COMO BUSSOLA
TERAPEUTICA
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DRM o que mede e porque importa ?

O que mede Por que importa

Diagnéstico:

Defini¢ao: clone leucémico residual < limite Prognostico: MRD + pré-TMO triplica risco de
morfoldgico (---) recidiva (HR = 3,26) e dobra mortalidade (HR
=~ 1,98) (Shen Z et al, BMC Cancer 2018)

1012-1010 células

Remissao morfologica

(<5 % blasts) Métodos & sensibilidades
=109 células e Citometria de fluxo 8-cores > 107 Decisao terapéutica: MRD dirige uso de
e RT-gPCR (BCR-ABL1, Ig/TCR) > 107° Blina/Ino/CAR-T/TKI-blina antes do TMO
Citometria ; -6
B Fioss * NGS (amplicon, UMI) = 10
~=10°células Janela de oportunidade:
e Cut-offs criticos: 107* (FCM) e 107® (NGS) converter MRD + > MRD - < 4-6 sem antes
18_5 do condicionamento
Sl Pontos de coleta recomendados: Sobrevida global 2 anos:
\\ NGS /“‘ pods-inducao, pré-TMO, D+30, +90, +180 MRD - = 70-80 % vs MRD + = 40-50 %
Siozen :

(=10" células)




Meta-analise

Figure 2. Estimated Survival Curves for Patient Groups With ALL

A | EFS for pediatric ALL: 20 studies with 11249 patients

1.0
no MRD
0.75=
z
=
o 0.50-
]
2 - MR
§ —_—
0.254 =
HR, 0.23 (95% BCI, 0.18-0.28)
0 T T T T T T T 1
o 2 4 b 8 10 12 14 16
Time, y
"C| EFS for adult ALL: 16 studies with 2065 patients
L0+
0.754 no MRD
= \
E
=
o
& 0.504
g
a _ MRD
0.25= — —
HR, 0.28 (95% BCl, 0.24-0.33)
DI T T T T T T T 1
o 2 4 b 8 10 12 14 16

Time, y

[B] 0sfor pediatric ALL: 5 studies with 2876 patients

1.0
\ no MRD
0.75=
£
=2
0 — MRD
& 0.50-
=
2
3
0.25-
HR, 0.28 (95% BCI, 0.19-0.41)
O T T T T T T T !
0 2 4 [ 3 10 12 14 16
Time, y
[D] 0S for adult ALL: 5 studies with 806 patients
1.0
0757 no MAD
= \
E
2
(=3
& 0.504
2
A MRD
0.25-
HR, 0.28 (95% BCI, 0.20-0.39)
:]I T T T T T T T 1
0 2 4 B 3 10 12 14 16

Adaptado de Berry D et al. JAMA Oncol. 2017; 3:e170580

MRD/DRM, doenga residual minima.

Berry D et al. JAMA Oncol. 2017; 3:e170580

39 publicagdes (13.637 pacientes)

* 16 estudos adultos (2.076 pacientes)
* 20 pediatricos (11.249 patients)

* 3 mistos (312 pacientes)

Os resultados sao consistentes entre as
terapias, métodos, tempos de
avaliacao de DRM, niveis de corte e
subtipos da doenca.
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DRM pos inducao como guia para indicar TMO <> ik iy
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0 1 2 3 4 5
years
# atrisk
MRD1<10-3,n0 SCT 170 67 46 36 27 13
MRD1<10-3,SCT 0 80 53 37 23 12
MRD1>=10-3,n0 SCT 98 27 19 14 5 3
MRD1>=10-3,SCT 0 54 34 23 16 1
--------- MRD1<10-3, no SCT sewwwwses MRD1<10-3, SCT

MRD1>=10-3, no SCT MRD1>=10-3, SCT




Profundidade da resposta pré-TMO = sobrevida <>SINTOMA25
pos-TMO |

Probability of RFS Probability of OS
1.0 o 1.0 - :
3-Year RFS 3-Year OS
0.8 61% vs 34% 0.8 4 68% vs 40%
: 2 :
€ 064 MRD-
MRD- o : (N =94)
(N = 94) =
=
g 047 MRD+
@) (N =59)
MRD+
0.2 - (N = 59) 0.2 -
O'O I I 1 I I 1 O'O I I I I I 1
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years After HSCT Years After HSCT

Adaptado de Bar M, et al. Leuk Res Treatment. 2014;2014:421723.
aptado de Bar M, et al. Leuk Res Treatmen CR1 =90, CR2 = 58, >CR2 = 12

MRD status not influenced by adjusting for CR status (P =0.70)

CR1, primeira remisséo completa; CR2, segunda remissdo completa; HSCT, transplante de medulla 6ssea; MRD, doenca residual minima; OS, sobrevida global; RFS, sobrevida livre de recaida.

Bar M, et al. Leuk Res Treatment. 2014;2014:421723.
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Resumindo Indicagao TMO 5
 |ldade, comorbidades = escolha condicionamento, doador

* Risco genético-molecular = principal parametro no
momento diagnostico

 Doencaresidual minima/mensuravel = principal parametro
global de prognodstico e indicacao de TMO

 DRM - principal parametro otimizavel
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COMO OTIMIZAR RESPOSTA
PRE TMO ?
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Cenarios Clinicos e
* Genetica HR + DRM-negativo em 12 remissao

* Genética qualquer + DRM-positivo em remissao morfologica
* 12recidiva morfoldégica ou primariamente refratario

* Multiplas recidivas

* LLA Ph-positivo




LLA-B Genética HR + DRM-negativa <pSINTOMA2S

CLINICAL TRIALS AND OBSERVATIONS

Chemotherapy or allogeneic transplantation in high-risk
Philadelphia chromosome-negative adult
lymphoblastic leukemia

Registered (n=399)

l—) Excluded (n=51)

Induction-1 (n=348)

Failure (n=43)
—
Toxicity death (n=16)

v v v v

CR and MRD <0.1%, 220/289 (76%) CR and MRD NA, 3/289 (1%) CR and MRD=0.1%, 66/289 (23%) No CR, n=43 (12%)

Inadequate follow-up (n=3) €———

Inadequate follow-up (n=2)

Y
Allocated by ITT to Early Consolidation C1+C2+C3 Allocated by ITT to Induction-2 + Allo-HSCT
(n=218) (n=106)

Received allocated intervention (h=217)
Did not receive allocation intervention (moved to
Induction-2 + Allo-HSCT) (n=1)

Received allocated intervention (n=99)
Did not receive allocation intervention
(moved to early consolidation) (n=7)

Ribera JM et al, Blood 2021 ‘
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LLA-B Genetica HR + DRM-negativa it -
C
1.0 4
—— Allo-HSCT
—— Cons+Maint
0.8 -
% 0 “Our results show that avoiding allo-HSCT does not
= hamper the outcomes of HR Ph-negative adult ALL
= patients up to 60 years with adequate MRD
3 0.4- response dfter induction and consolidation.”
3
0.2
0.0 4 P<0.001
0 2 4 6
Years after induction-1
Number at risk
Allo-HSCT 106 34 19 3
Cons+Maint 218 97 44 14

Ribera JM et al, Blood 2021 ‘
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LLA-B Genética HR + DRM-negativa

Anti-CD3 antibody Anti-CD19 antibody

g Blinatumomab %
\\(a;tu;cmg BITE®)

Effector: normal T cell Target: B-precursor ALL cell
(eomembrane CD3e)

Adapted from Bassan R. Blood. 2012;120:5094-5095.
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LLA-B Genética HR + DRM-negativa «SSiToMAz5

A Overall Survival among Patients with MRD-Negative Status

100
90+
o  80- Blinatumomab
3 70-
£ 60-
o  50- by
E” 40- ——++=+ Chemotherapy only
=
S 30-
(]
& 20- :
Hazard ratio for death, 0.41 (95% Cl, 0.23-0.73)
104 P=0.002 by log-rank test
0 1 | | | I | |
0 12 24 36 43 60 72 34
Months since Randomization in Step 3
No. at Risk
Blinatumomab 112 106 99 65 41 19 8 1
Chemotherapy only 112 96 85 53 28 15 5 0

Litzow MR et al, N Engl J Med 2024 ‘
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LLA-B Genética HR + DRM-negativa

Figure S8. Kaplan-Meier estimate of overall survival for the patients with unfavorable
combined molecular risk by treatment arm

1.001

0.751
=
5
@©
o
[e] T
a y-
— 0.501 - :‘
g Treatment Arm W
2 . Blinatumomab Arm ] "“"'r
A =t Chemotherapy Only S b i S

0.251

Hazard ratio 0.39, 95% CI| 0.19-0.78
0.00+
0 12 24 36 48 60 72 84
Months from Step 3 randomization
Number at risk
Blinatumomab Arm 50 47 41 25 17 B 2 0
Chemotherapy Only 45 37 32 17 8 4 1 0

Litzow MR et al, N Engl J Med 2024 ‘
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LLA-B Genetica HR + DRM-negativa ¥ oy
Flgu re 2 Bhina Receiwved
1.00 A1 --_.---_M‘ /4 CyCleS == 1 or 2 Cycles
““h* -'L“-H-‘M-“"—&----M_-_’.-_j_(:_yc_le_s_-_-t--d-
0.75- ,
=
= 1-2 cycles
3
4
- 0.50+
)
=
&
i
| [ ¥p]
0.25-
Log rank p—value=0.076
Landmark analysis was used, where time 0 is 9 months post step 3 randomization (the time that patients were
supposed to complete 4 cycles of blina). Four pts who died within 9 months post step 3 randomization were
o.oo4 excluded from this analysis. Potential bias that pts who get 4 cycles do better than those getting 1-2 cycles.
0 12 24 36 48 60 72 84
Months from 9 Months Post Step 3 randomization
Number at risk
1 or 2 Cycles 40 36 23 12 6 o) 0 0
4 Cycles 63 61 41 30 14 7 2 o)

Ludger SM et al, ASH 2023 ‘
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LLA-B Genética HR + DRM-negativa

* TMO em 12 remissao parece nao ser necessario

 Ressalvas 2 qualidade DRM, momentos de avaliagao 2
ideal pos inducao e pos consolidacao

* Usode blinatumomabe em 12 remissao com DRM-negativo
- otimizar sobrevida

* Precisa4ciclos de blinatumomabe se nao for para TMO

e Manteria TMO: IKZF1-mutado, TP53-mutado, KMT2A
rearranjado (embora forte correlacao com DRM-pos)




LLA-B Genética Qualquer + DRM-positiva em <>S|N1'0MA2
P ~N P e sohc{‘?f S Bucionn Eduacke
remissdo morfologica ¥

Prednisone 100 mg IV within 1 hour of treatment start

Screening
and Enroliment Treatment Cycle 1 Treatment Cycles 24
Local MRD assessment > 10-3 with Blinatumomab Blinatumomab
minimum sensitivity 10~ 15 pg/m?/d clV infusion for 4 15 pg/m?2/d clV infusion for 4 30-day 2.year 5-y¢.ear
N weeks N weeks N <afet —  efficac survival
Central laboratory confirmation Y y follow-up
. . follow-up follow-up*
Treatment-free period of Treatment-free period of Q6M
Intrathecal prophylaxis* 2 weeks’ 2 weeks’

Allogeneic HSCT for suitable patients after = 1 treatment cycle, per
investigator recommendation

Gokbuget N et al, Blood 2018 ‘



LLA-B Genética Qualquer + DRM-positiva em &, SINTOMA2S
remissao morfologica ¥ b

Primary Endpoint Efficacy Set

|
n/N | % (95% Exact Cl)
Overall 82/103 - —o— 80 (71-87)
MRD Level at Baseline '
>103t0 < 107 40/51 - —— 78 (6589
>102to < 10" 36/43 - —— 84 (69-93
>10"to <1 6/9 - : -— J 67 (30-93
Relapse History |
CR1 55/66 - - 83 (72-91)
CR2/3 27/37 A —— 78 (60-90)
Gender !
Female 35/43 - —i— 81 (67-92
Male 47/60 - - 78 (6688
Age, Years :
> 65 1113 - = i 85 (55-98
55-65 17/23 - — ?4 52-90
35-54 25/35 - _—— 1 (54-85)
18-34 29/32 - . I-|—I—II 91 (75-98)
0 50 100

Complete MRD Response Rate, % (95% CI)

Gokbuget N et al, Blood 2018 ‘




Numero de pacientes

LLA-B Genética Qualquer + DRM-positiva em <>SINTOMA25

remissao morfologica

Eventos Adversos Nao Neuroldgicos = Grau 3 (N=116)

16+ [ Grau 3
I Grau 4

Numero de pacientes
|-|

SO|'10 a uuuuuuuuuuuuuuuuuuu

Erm——

Sindrome de Liberagéo de Citocinas (Ciclo 1)

2 l I
0
Grau 1 Grau 2 Grau 3 Grau 4

Gravidade
Todos os 4 eventos ocorreram no 12 ciclo de tratamento

Gokbuget N et al, Blood 2018 ‘




LLA-B Genética Qualquer + DRM-positiva em <>SINTOMA25

remissao morfologica

=)}

Numero de pacientes
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Eventos Neuroldgicos Grau 3-4 com Blinatumomab (N=116)

Grau 3
s Grau 4

AN

L @
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K0 1&(9
o°°
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2
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Evento

Gokbuget N et al, Blood 2018 ‘
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LLA-B Genética Qualquer + DRM-positiva e

* Paciente em remissao poés-quimioterapia mas com DRM-
positiva > MANDATORIO uso de blinatumomabe para
erradicar DRM pré TMO

e Momento do blinatumomabe - ainda nao é claro =2
provavelmente pos consolidacao

 1-2ciclos apenas sao necessarios para erradicacao DRM 2
se 4 ciclos melhoram o resultado para pacientes que irao
para TMO - nao é claro




LLA-B Recidiva Morfologica ou Refratario 1°r°

Nucleus

Intemalizati(y
) Tumor cell
AY 00
Q
Endosomew;radation

Lysosome

== Ozogamicin

Linker

- - Anti-CD22 mAb

Inotuzumab ozogamicin

<>SINTOMA25

90,00%
80,00%
70,00%
60,00%
50,00%
40,00%
30,00%
20,00%

10,00%

0,00%
Taxa de Resposta Completa

M Inotuzumab = Quimioterapia Convencional

Kantarjian H et al, NEJM 2016



LLA-B Recidiva Morfologica ou Refratario 1°r°

B Progression-free Survival

Standard-therapy group

Hazard ratio, 0.45 (97.5% Cl, 0.34-0.61)

P<0.001

(70 . R "SRR ——————————————

Inotuzumab ozogamicin group

1.0
8 09
=
.5 0.8
@ 0.7
o
?qog 0.6
o e
Sa 044
£ 58
g 0.2-
s 0.1
0.0
0
No. at Risk
Inotuzumab 164
ozogamicin
group
Standard-therapy 162
group

5 10 15
Months

12 28 16

24 6 2

C Overall Survival

)% SR

Standard-therapy group

s

Hazard ratio, 0.77 (97.5% Cl, 0.58—-1.03)
P=0.04

Inotuzumab ozogamicin group

SINTOMA25
sohé'if Htucon qbi“p‘::'qif'e

1.0+
$ 099
g 0.8
2 074
[y}
5 0.64
>
O
G
; 0.4
= 0.3
o)
_‘é 0.2+
a 0.14
0.0
0
No. at Risk
Inotuzumab 164
ozogamicin
group

Standard-therapy 162
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20
Months

24

25

13

Kantarjian H et al, NEJM 2016 ‘
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LLA-B Recidiva Morfologica ou Refratario 1°r°

Most patients who achieved CR/CRi with inotuzumab ozogamicin did so at the end of Cycle 1!

Cycle 1 Cycle 2

73 3 24

64/88 patients 21/88 patients
3—4 weeks 4 weeks

Cycle 3

3%

3/88 patients
4 weeks

%

Incidence of SOS by cycle after follow-up HSCT

Cycle 1: Cycle 2: Cycle 3: Cycles 4-6:
8.3% (1/12) 18.5% (5/27) 23.1% (6/26) 41.7% (5/12)

Kantarjian H et al, NEJM 2016 ‘
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LLA-B Recidiva Morfologica ou Refratario 1°r°

SAE = Grau 3: Inotuzumab vs Tratamento Padrao

50 Inotuzumab (%)
_ mm SOC (%)
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Evento adverso grave

Kantarjian H et al, NEJM 2016 ‘ -
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how

Inotuzumabe é melhor escolha para resgate de doenca
recidiva/refratariedade morfologica

* RiscoVOD
 Evitar mais que 2 ciclos de Ino (pouca vantagem
terapéutica)
 Evitar duplo alquilante
* Diminuirdose ?

Evitar Ino em paciente com alteracao enzimas hepaticas
e/ou bilirrubina




Inotuzumabe X Blinatumomabe:
pros, contras e quando usar

Inotuzumabe Blinatumomabe

v~ Alta taxa de v Erradica DRM em
resposta (= 80 %) 80-96%

v Eficaz em doenga + ‘. Neurotox/CRS T quando

extramedular carga tumoral alta

v 1. VOD p4s-TMO v ‘v Menor eficacia se
>11% (2 2 ciclos) blastos = 50%
| L
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Resumo — quando Usar Ino vs Blina

* Usar Ino para controle doenca morfologicamente ativa

 Consolidar apés 1 ciclo de Ino com Blina 2 erradica DRM e
prepara para TMO

 Usa os pontos fortes das duas drogas - controle doenca
macro e erradicacao DRM

* Diminui toxicidade das duas drogas = diminui risco VOD (1
ciclo) e CRS (pouca carga tumoral)
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Multiplas Recidivas

CAR T-cell Therapy

Remove blood from | ¢ - 1<;r sell Make CAR T cells in the lab
patienttogetTcells| ¢ =
o Wf Insert gene for CAR
gt R
\ T cell
7 (wesgm ¢

; " Chimeric antigen

receptor (CAR)
¥
P Kb/
CART cells bind to cancer // \ CART cell 7GRS e
cells and kill them | | &
\‘ / ﬂw
\{ f \ ‘\\ =)
3' e 4 X k ppen
, LY -nﬁ.. //J \\
#W Cancer cell // \\
' f \ i Grow millions of
z ,é,< : p | L / CART cells
7 ’M: 5; Y \',y( “f ‘ (
Yo 16 / ? /\
ookt ) \|
1 | / \J‘ "v
sk, Infuse CAR T cells
2 L Cancercell - into patient
% oA X /) |




Multiplas Recidivas

KTE-X19 for relapsed or refractory adult B-cell acute
lymphoblastic leukaemia: phase 2 results of the single-arm,

open-label, multicentre ZUMA-3 study

Percentual de pacientes (%)

Resposta ao Brexu-Cel em LLA B-cell R/R (n = 55)

56 %

Categoria de resposta

100+

90

Percentual de pacientes (%)

201

10t

Shah BD et al, Lancet 2021 ‘
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701
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50

40}

301
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Erm——

Taxa de MRD em pacientes tratados com Brexu-Cel

Todos tratados
(n = 55)

mun MRD negativo
mm MRD nao-negativo

Respondedores
(n = 39)
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[ ] [ ] [ ]
Multiplas Recidivas N
C D
Median relapse-free survival Median overall survival
(95% Cl), months (95% Cl), months
— Patients with CR or CRi (n=39) 14-2 (11-6-NE) — Patients with CR or CRi (n=39) NR (16-2-NE)
— Patients without CR or CRi (n=16)  0-0 (NE-NE) — Patients without CR or CRi (n=16)  2-4 (0-7-NE)
— All treated patients (N=55) 11-6 (2-7-15.5) — Alltreated patients (N=55) 18.2 (15-9-NE)
1(}(}—4(5)%%—b 100
g 80 80
E <
c 60— 2 60
A e
S .0 | 2 o
o >
3 204 ® S 5
(=4
OCtr—T——7T 7T 7T 7T T T T T T T T T T T T T 1 O+—7T 7T T T T T 1T T T 7T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 012 3 45 6 7 8 9 101112 13 14 1516 17 158 19 20 21 22 23
Number at risk Time since KTE-X19 infusion (months) Time since KTE-X19 infusion (months)
CRorCRi 39 39 33 24 22 22 18 17 17 17 17 16 12 7 7 6 3 3 0O 393939393838383836323232292423191613 6 2 2 2 1 0
MoCRor(CRi 16 0 0 0o 0 O O O O O O 0 OO O 0 O 0 0 %610 9 5 5 g 5 5 6 4 3 3 2 2 2111100000
Treated population 55 39 33 24 22 22 18 17 17 17 17 16 11 7 7 6 3 3 0O G5 4948 44 4343 4343 41363535312625201714 7 2 2 2 1 0O

Shah BD et al, Lancet 2021 ‘
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Multiplas Recidivas

Incidencia de Eventos Adversos com Brexu-Cel
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Percentual de pacientes (%)
N
o

Shah BD et al, Lancet 2021 -
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Multiplas Recidivas

* Uso de CAR-T Cell para atingir RC com DRM-negativa ¢é a
melhor opcao nesse cenario

* Ressalvas
« Tisa-Cel aprovado apenas paraidade até 25 anos
* Brexu-Cel ainda nao disponivel no Brasil

* Toxicidade substancial qto maior a carga tumoral

* Necessidade de TMO p6s CAR-T Cell = alguns estudos
sugerem maior probabilidade de sobrevida longo prazo




Ph+ ALL: ECOG/MRC Study

100
p= < .00001
75
b}
>
; 50 43% Imatinib
29 25% Pre-imatinib
0

1 2 3
Time (years)

Fielding AK et al, ASH 2010



Hyper-CVAD + Ponatinib

All patients
Complete response*® 65/65 (100%)
Major molecular response 7476 (97%)
Complete molecular response 63/76(83%)
Minimal residval disease flow negativityt FA/75 (99%)
Early death 0

Data are n/M (%). *11 patients were already in complete remission at start.

tOne patient with no sample.

Table 2: Best overall response

A
100+
80
E l_‘_‘_‘u“_‘-‘-‘_“-'_u_l_l_l_l_l_l
= 60
£
B
I 40
Z
20
0 T T T T T T
(4] 12 24 36 48 &0 72 8’4
Number at risk 76 55 40 30 27 17 4 1]
(number censored) (0) (10) (21) (28) (31) (40) (52) (55)

Jabbour E et al, Lancet Haematol 2018



Dasatinib + Blinatumomab em LLA Ph-positivo

18 meses
e SG 95%
e DFS 88%

* DFS Inferior — IKZF1 Plus (Del IKZF1 + CDKN2A

ou CDKN2B, PAX5 ou ambos)

Mutacoes BCR-ABL1 - 6 pacientes

* Aumento de DRM em na inducao

* Todas essas mutacoes eliminadas pelo Blina

24 pacientes seguiram para TCH

Foa R, et al. Dasatinib-Blinatumomab for Ph-Positive Acute Lymphoblastic Leukemia in Adults.

N Engl J Med. 2020 Oct 22;383(17):1613-1623. doi: 10.1056/NEJM0a2016272

A Disease-free Survival

———#—+

P=0.03

100
s _
< X 754
Y
QU w
5§
_35 50
= 5
“ o
T =
22 254
-:_-E'B
a.
0
0

No. at Risk

No IKZF1 21
IKZF1 alone 13
IKZF1plus 11

T T T |
6 12 18 24

Months since Complete Hematologic Response (Day 85)

20 13 5
12 6 1
7 6 5



Ponatinib + Blinatumomab em LLA Ph-positivo

Kantarjian H et al, J Clin Oncol 2024

Desfechos Hematolégicos (n = 39) CMR (n = 54)
95 % 83 %

Negatividade de MRD por NGS/ClonoSEQ
100 28 %

80|

60 -

Percentual de pacientes (%)
Percentual de pacientes (%)

201

CRi Early death Bs cic Overall

(n =22) (n =45)



LLA Ph-positivo
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h (‘7? Retfruciona,

Uso combinado de TKI com quimioterapia 2 melhores
resultados

Mais recentemente 2 esquemas chemo-free 2 apenas TKI +
Blinatumomab

Superioridade a esquemas convencionais de Quimio + TKI
ainda nao comprovada

DRM pode ajudar a decidir guiar quem vai para TMO




Resumo Estratégias Ponte para TMO

Estratégia

Resposta e controle DRM

Toxicidade

(}SINTOMAZS

SOhO(?:

Melhor uso

B Blinatumomab
L Inotuzumab
L Ponatinib + Blina

B CAR-T (brexu-cel)

MRD-neg 78-80 %

MRD-neg = 60 %

MRD-neg 96 % (Ph*)

MRD-neg 98 % (em
respondedores)

Neurotox G23=10%
CRS leve

Risco SOS/VOD 29 % >
wash-out 2 4-6 sem

Chemo-free
Vasculopatia <5 %

CRS G 23 24 % * ICANS 25 %

Erradicar DRM-pos e
consolidar DRM-neg

Controle doenca refrataria
ou recidivada (12 linha)

LLA Ph-positivo 12 linha

LLA com multiplas recidivas
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Otimizacao TMO - Detalhes extras

 Controle adequado SNC =2 12+ ITs de profilaxia

* TMO na 12 RC (max. 22 RC) DRM-negativo

 Condicionamento > baseado em TBI - 800 cGy bons
resultados em 12 RC

e Monitorar DRM no p6s TMO

* Manutencao:
* TKIlparaLLA Ph+
* Considerar Blinae DLI em LLA Ph-neg se aumento DRM
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3 Mandamentos do TMO na LLA

@ DRM decide: trate até <10~ (ideal <10~°)

2 pPonte certa: Ino = macro; Blina = DRM:; CAR-T = refratario
multiplo

¢ Personalize p6s-TMO: condicionamento & manutencdo
guiados por DRM/comorbidade/alteracdes geneticas
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Obrigado!

Fabio Pires

fabiopss@gmail.com
@fabiopss (X/Twitter)
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