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e Leucemia Linfoide Aguda (LLA) Age-Adjusted and Age-Specific
. Cancer Incidence Rates for
corresponde a 1/3 das neoplasias Patients Aged 014 Vears
pediatricas e 78,6% das leucemias {AEER 2009 2013)
B Leukemia
H CNS
. ~ h
e Embora as taxas de remissédo ek i
completa com quimioterapia inicial = eurobiastome
sejam altas (80-95%), MiBope:
] ] W Epithelial
aproximadamente 20% dos pacientes = Germ cel
W Retinoblastoma
pediatricos com LLA recaem m Liver
m Other

Pasquini et al. Rev Med (S&o Paulo), 2022
Laetsch, Yanik, Boyer and Rheingold. Blood Advances, 2022
NCI, 2022
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e Leucemia Linfoide Aguda (LLA) recidivada: quarta causa mais frequente de cancer na
infancia, com incidéncia de 9,3 casos/milhao criancas/ano

e NUmero significativo de recidivas ocorre em pacientes que nao sao caracterizados inicialmente
com aspectos desfavoraveis

e Taxas de segunda remissao sao prejudicadas pelos altos indices de morte indutoria
decorrentes da alta morbidade associada

Sun W et al. Leukemia. 2018
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e Caracteristicas iniciais que configuram sinais de alerta em LLA:
o |dade <1 anoe > 10 anos
o Leucometria inicial > 50 mil/mm3

o Envolvimento do Sistema Nervoso Central (SNC) e
outros sitios extramedulares

o Citogenética de alto risco

Laetsch, Yanik, Boyer and Rheingold. Blood Advances, 2022
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e Caracteristicas iniciais que configuram sinais de alerta em LLA:

Cancer Genome

o ldade <1 anoe > 10 anos B-ALL:

* Hyperdiploidy>50 chromosomes

» 1(12;21)(p13;q922) ETV6-RUNX1 fusion
* Trisomies 4 & 10

T-ALL:

o Leucometria inicial > 50 mil/mm3 + NOTCH1/FBXW7 mutations

B-ALL:

* ZNF384-related gene fusions

* DUX4- and ERG-deregulated

« 1(1;19)(q23;p13) TCF3-PBX1 fusion
T-ALL:

* PTEN inactivation

* MLL rearrangement

Low

o Envolvimento do Sistema Nervoso Central (SNC) e
outros sitios extramedulares

INTERMEDIATE

B-AI.L
o Cltog en et| ca d e a|t0 risco :ﬁiiﬁ);f:l:ﬂellli?a chromosome (Ph) with BCR-ABL1
* 11923 MLL (KMT2A) rearrangements
* intrachromosomal amplification of chromosome 21
* Hypodiploidy <44 chromosomes
* |KZF1 mutations
* TP53 mutations

MEF2D-related gene fusions

T-ALL:
* Early T-cell precursor

HIGH RISK

Laetsch, Yanik, Boyer and Rheingold. Blood Advances, 2022
Heikamp EB, Pui CH. J Peds, 2018
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e Comportamentos da doenca que inferem maior risco de falha as terapéuticas convencionais:
o Doenca primaria refrataria: medula 6ssea M2 ou M3 apos a inducéo

o Persisténcia de Doenca Residual Mensuravel (DRM): DRM >0,01% ao final da consolidacéo
em pacientes de alto risco

o Recaida: as precoces (<36 meses do diagnostico) sao consideradas de maior risco

Laetsch, Yanik, Boyer and Rheingold. Blood Advances, 2022



Introducao <>SINTOMA25

who®

e O transplante alogénico de células-tronco hematopoiéticas aumenta de forma significativa a
sobrevida de pacientes de alto risco, porem ha alguns obstaculos:

o A doenca precisa estar em remissao
o E necessario um doador de medula compativel, disponivel e adequado

o E necessario que o paciente tenha performance-status adequado para receber um regime de
condicionamento mieloablativo, preferencialmente com radioterapia corporal total (TBI)

o Tratamento prévio com Blinatumomab? Se recebeu, qual foi a resposta?

o Tempo para ter acesso ao TMO (ou ao CAR T) é crucial!

Laetsch, Yanik, Boyer and Rheingold. Blood Advances, 2022



IndicacOes de Transplante alogénico de
celulas-tronco hematopoiéticas - TCTH

TABLE 1: HSCT indications for pediatric ALL

(}SI%LOM:{ZS

HSCT indications for pediatric ALL in first remission:

ALL diagnosed before 6 months of age associated with MLL (KMT2A) rearrangement and with other risk factors, such as
hyperleukocytosis (> 300,000/mm3) and non-response to corticosteroids.

Children who fail induction therapy (M2/M3 marrow), except if hyperdiploid ALL and age less than 6 years.

The current evidence does not support the use of HSCT in first remission for children with Ph+ (Bcr/Abl) ALL and hypodiploidy
who have a good response to chemotherapy (CT).

HSCT is indicated for B- or T-cell ALL in first remission in patients with an MRD equal to or greater than 10-3, or 0.1%, by the end
of the consolidation phase (i.e., after approximately 12 weeks of treatment)

HSCT indications for pediatric ALL in second remission:

Early bone marrow (BM) relapse of B-cell ALL (< 36 months after first remission). In late BM or extramedullary relapse of B-cell
ALL, CT and HSCT exhibit similar results, so HSCT should be preferred, except in cases with persisting MRD positivity.

Early isolated extramedullary relapse of B-cell ALL (< 18 months of first remission).

Any, early or late, medullary, or extramedullary, relapse of T-cell ALL.

IConsenso SBTMO 2021|
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Tratamento de pacientes pediatricos e adultos jovens atée e incluindo 25
anos de idade:

LLA de precursor B com refratariedade primaria

LLA de precursor B em recidiva refrataria

LLA de precursor B a partir da segunda recidiva

LLA de precursor B em recidiva apos TCTH alogénico
Pacientes com LLA de precursor B de muito alto risco que tém indicacao
de TCTH porém nao sao elegiveis por razdoes medicas

The EBMT/EHA CAR-T Cell Handbook, 20









TCTH - busca por doador <>s|mom25

e Probabilidade de encontrar doador:

O O O

o Doador familiar HLA compativel O
em 30 - 40% dos pacientes

o REDOME: no Brasil chance de 1

em 100 mil _ , | _ | nd
Latino Asian American African American Multi-Racial
S , ) 55% 60% 75% 75%
O Doador hapIOIdentICO. d'SponlveI Cannot find a Cannot find a Cannot find a Cannot find a
matching donor matching donor matching donor matching donor

guase universalmente

www.giftolife.org
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Pre- and post-transplant minimal residual disease predicts
relapse occurrence in children with acute lymphoblastic <>SINTOMA25

leukaemia
Relapse by pre-HSCT MRD

(B) 100 - (all patients)
P Gray test P < 0.001
Q) pos <1x 10-2vs. neg: HR 2.90 (95% CI1 1.39 -6.05); P = 0.004
-0 pas = 1x 10-3vs. neg: HR 6.97 (35% C1 3.01 -16.13); P < 0.001
o
i 0.75 4
S22 MRD pos = 1 x 10~ 73% (56-94)
3
2 MRD pos < 1 x 10-3: 50% (37 -67)
= 0.50 ,
R=
[
=
©
2 0251 MRD neg: 20% (11-35)
=3
Q MRD neg: N=51, E=10
MRD pos < 1x10% N =46; E =22
= —
0.00 _ __MRD pos : 1x107° L N=22. E=16
_ 0 2 4 6 8 10 , |
Numl:m{ruf I:E't"“"lE at "::- Years aﬂer HSCT LOV|Sa et al. BJH, 2018
MRD neg 51 (0) 38 (4) 31 (10) 27 (14) 18 (24) 3 (38)
MRD pos < 1x 10 46 (0) 18 (8) 15 (10) 13 (11) 6 (18) 2(22)
MRD pos =1x 107 22 (0) 4 (2) 3(3) 3(3) 24 0 (&)



Effect of blinatumomab vs
chemotherapy on event-free
survival among children with
high-risk first-relapse b-cell

acute lymphoblastic leukemia:

a randomized clinical trial

Morte por qualquer causa:

15% Blina x 30% QT

JAMA 2021; 325 ( 9): 843-854
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TBIl versus QT para TCTH em LLA <>$|NTOMA25

Intention-to-Treat Population Modified As-Treated Population MAT
1.0 4 1.0 4
o)
i M_i ﬂ_g-tﬁﬁ?&ﬁ\—h v 2% TBI
5 0s- — v 9% QT
= o TBl vs. TREO: P=.0041 e 1.
O 0.2 1 0.2 BU vs. Treo: P= 6152 ReC|d|Va 2a
1 I | 1 1 1 1 1 1 I 0
0 1 2 3 4 5 0 1 2 3 4 5 J 12 A) TBI
Years Years v 33% QT
At risk 212 173 1056 Bh 27 194 161 97 B 75
201 145 gh a7 17 86 72 28 13 B
80 67 d4 23 11
Patients Ewal. Daaths 2-yaar OS5 Patients Ewval. Deaths 2-yaar 0OS SG @ 2 a n OS :
TEI Mz 200 15 0.97 (0.86-0.95) THI 194 194 19 037 {0.85-0.94)
CHC 201 200 49 0.75 (0.67-40.817) BU 96 96 22 0.77 {0.66-0.85) J 9 1% TB I
TREQ S0 80 20 0.77 {0.65-0.85)
v 77% QT

FIG 2. Primary end point: Overall survival. BU, busulfan; CHC, chemo-conditioning; CIR, cumulative incidence of relapse; EFS,
event-free survival: OS, overall survival; TBL total body iradiation; TREQ, trecsulfan: TRM, treatment-related mortality. _a



Transplante alogénico de células-tronco
hematopoiéticas - TCTH SSMNTOMS25
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Fig. 1 Cumulative Incidence of long-term effects. Cumulative malignant neoplasia and (f) alteration of the pulmonary function
incidence of (a) growth alteration, (b) alteration of the gonadal func- according to the conditioning regimen. TBI total body irradiation BU
tion (¢) alteration of the thyroid function (d) cataract (e) secondary busulfan iv or oral, 95% CI interval of confidence at 95%, n events.

Saglio et al. BMT, 2019
“ T




Survival after Allogeneic HCTs for Acute Lymphoblastic Leukemia (ALL),
Using Matched Donors, Age <18 Years, in the U.S., 2010-2020

TCTHem LLA <18 anos <>S|NTOMA25

be

Survival after Allogeneic HCTs for Acute Lymphoblastic Leukemia (ALL),

100 1

80 1

Probability, %

201

Matched Related Donor

60 1

40 1

CR1 (n=296) PO

4
L -
- H ___________
g [PEESCEE T R TS
e — —
CR2+ (n=459)
Relapse/Never in CR (n=37)

Years

' CIBM J—B Abbreviation — CR: Complete remission.
£ PARROW TRANSPLANT RESEARCH

Probability, %

100 1
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40 1

20 1

Using Mismatched Donors, Age <18 Years, in the U.S., 2010-2020

Haplo Donor

Matched Unrelated Donor

80 1

Mismatched Unrelated Donor

p=0.0086 1007 p<0.0001 100 p=0.1195
CR1 (n=300) J i
e ¥ 801 %= CR1 (n=124) 80 1
ﬂ\—‘ "l o
R e e s X i g R 1 s ——
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a | —, Relapse/Never in CR (n=20) a | l_Relapse/Never in CR (n=16)
20 20 1
T T T T T T T T T T 0 T T T T T T T T T T 0 k T T T T T T T T T
1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5
Years Years Years
C | B M T R Abbreviation — CR: Complete remission; Haplo: 22 HLA antigen mismatch; MMUD: Mismatched unrelated donor <7/8 HLA
86 CONTIR POR BITRRNATIONAL BLOCD allele match, excluding CB.
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© Lo (@ o co nusin Leucaférese: células T sao coletadas

‘ f ‘ h Transducéo genéticas das celulas T ex vivo

{ g TN \ com um vetor lentivirus codificando o receptor

O crenoteray anti-CD19

e b | ootpod—t Ceélulas CAR-T sofrem expansao ex vivo
e l][] i Bead removal : .
9 ottt T ¥ com beads magnéticos
‘ expansion LR
Y - g N Quimioterapia linfodepletora administrada
s Ig"'g'
® - | ® ) . ~ 7
b ~ v antes da infusao das células CAR-T

* Cefuky reprogr ) a0 2 W9 9P are conducied 2f 3 oel processing iy

Infusao das células CAR-T no paciente

Terapia Ponte



ELIANA - 5 Years Follow-up update
__ Efficacy (n=79)

I’i ORR: « 82% (CR: 62%+Cri: 20%) in patients who achieved BOR
' within 3 mo by IRC

- 98% of patients who achieved remission were MRD-

| RES - (<0.01) at Month 3 RFS for Patients With a CR/CRi within
3 months

5-year RFS: 44%
Median RFS: 43 months

80

60

40— Censoring Times 0
Responders (N=65) =

Probability (%) of event free

Number of Events (n)
20+ Responders: 33¢

Kaplan-Meier medians
_| Responders: 43 Months, 95% CI [12, NE]

1 T T T T T 1 T T T T 1 1 T T T T T T T 1 T
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 863
Time (Months)
Number of patients still at risk

65 56 48 40 39 35 34 33 31 31 30 29 26 25 24 22 18 17 15 14 1 0

Post tisagenlecleucel infusion, 25% of patients underwent alloSCT (in remission/after relapse: 14%/10%)
Median time to B-cell recovery was 39 months in responders

Rives et al. EHA, 2022



Imunofenotipo da LLA

. Blinatumomab
Daratumurmab

Conventional CAR T cells Isatuxemab

(e.g., CO16, CD22. and TSLPR)
\\\\ //(\ Alermtuzumab

) 2 /
A B N e
Bispecific CAR T cells (bi-cistronic) \ P = /
(e.9.. CD19/CD22) Cb,/
C4 :
i | B-AL
=t ] ! | an \ 2
| ' }CQ‘. ‘

" CART celis{e.g. CD1a, COS, and CD7)

, 8 ‘
e o
@ U Basilixdimag
Inotuzumab
Epratuzumab

Bispecific CAR T cells (tandem)
(eg., CO16/CO22)

ozogamicin

Rauximab
Obinutuzumab

(}SINTOMAZS

LLA B derivada:
85% dos casos em
pediatria

LLA T derivada: 10-
15% dos casos em
pediatria

Tasian et al. Cancer, 20
Inaba and Pui. J. Clin. Med. 2021



CAR T e doenca extramedular <>$|NTOMA25

wcho®
104 Relapse free survival
b
0.8 EMD . (%)
£ No 24 (88.9)
= 06-
[5=] .
-‘g Yes 3(11.1)
E 04 — L
g Doenca extramedular: remissédo completa em apenas 11%
0.21 .
non ONS EM Pu et al. Scand J Immunol. 2024
0.0 { = BMonly p=0.92 . ;
0 3 6 9 12 15 18 21 24 27 o 10,
Months post infusion 5002 = g
At risk S003 T 70-
CNS 3 2Y 20 15 14 b 3 2 004 § gg
EM 10 10 7 5 4 2] 2 2 S005 m 1st CAR-T @ 40:
BMonly 111 86 67 54 42 28 24 14 S006 = 2 CART -
5006 -Hremato;;ow'eticstemcell s 204
5008 = Relapse = 13'
n =184 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 4 8 12 16 20 24 28
Time (mo) Time (mo)

55 extramedular relapses (CNS =40) : .
8 pacientes com doenca extramedular: todos remitiram,

Fabrizio et al. Blood Advances, 2022 3 recidivaram. 8/8 vivos

Wang X e cols. Cancer Res Treat. 2



CAR T e leucemia em SNC & SINTOMA25

scho® bp
g National Cancer 027
ELIANA™ CASSIOPEIA® CHOP Humanized CAR-T® i PLAT-02" CHP959®
Tisagenlecleucel! Tisagenlecleuce! huCART19 In_Stm-‘te Seattle Children’s Hospital Murine CAR-T19
NCT 02435849 NCT03876769 NCT03792633 Anti-CD19 CAR GOI9r GAR=T NCT01626495
NCTO01593696 NCT02028455
Age Age Age Age Age Age
> 3 years at screening 1 to 25 years at 110 29 years al screening 110 30 years 12 1o 27 years and 110 24 years
and = 21 years screening = : = = z 10 kg in weight
at diagnosis Prior Therapies Prior Therapies Prior Therapies ‘ : Prior Thesaples
Prior Therapies COHORTA COHORT B i/r B-ALL with = 1 Prior Therapies Inaligible for alloSCT:
Prior Therapies De novo NCI HR B-ALL le B-ALL: rr B-ALL: standard chemotherapy Confirmed recurrence iz :
who received first-line ) ' and 1 salvage regimen defined as = 0.01% disease Age
rir B-ALL: treatment and are MRD Newly diagnosed Previously treated with in the marrow or isolated Comarbid disease
=0.01% at EOC NCI HR B-ALL B-cell-directed Either ineligible, refused, or ; ; )
: : : = extramedullary disease Conlraindications 30
2 2 BM relapse ) . with induction failure engineered cell therapy: has disease activity that following alloSCT k
Prior induction and . | ing alio TBl-based conditioning
Any BM relapse 2 6 months coneliekn First BM relapse at « Partial response or no prohibits alloSCT Por
after alloSCT if chemotherapy allowed: < 36 months response to prior cell 2 LGN 9 ooy
there is no active GVHD : - ther Patients with a history No prior history Prior SCT
firstdine subjects: 5 3 2 2 relapse ey of alloSCT are eligible of alloSCT:
Primary refractory blocks of standard Any relapse 2 4 montl » CD19+ relapse after if > 100 days post-ransplant & Declines alloSCT
of TKI B-ALL (defined as 4-drug ,  Demonstrated early R e with or without e T
Cebeairsicalad ek i induction, augmented Refractory disease’ (< 6 months from ~ andifno longer taking extramedullary disease y relapse aller prior
il G kol BFM consolidation, and Ineligble for alloSCT infusion) B-cell recovery mnf\unossot.ppred ssive agents If irst relapse
interim maintenance with ting loss of orz a ior to ; y :
AloSCT high-dose MT) ma:% c:s - dlnyia? 2 o.(:'i;a:r ;p’::;steqt MRD CNS Disease
: B With CNS disease if
- Primary refractory responsive 1o therapy
Disease Burden Exclusion Criteria CNS Disease CNS Disease ""glsnfd?;;;""
BM with =2 5% Iynpﬁobhsts Patignts with Ph+ ALL and Patients with prior or current history of CNS3 disease Absence of neurologic alloSCT
by morphologic prior TKI therapy are will be eligible if CNS disease is responsive to therapy symploms suggestive of
assessment at screening excluded sy ke mia

Laetsch et w




B cell recovery and MRD - prognosis <&, SINTOMA25

by

HR (95% CI) P
B-cell recovery 4.50 (2.03-9.97) <0.001
C HR (95% CI) P
Month 3 NGS-MRD status B 100
MRD =0 — — 0.80
MRD > 0 12.0 (2.87-50.0) <0.001 §
£ 0.60
B-cell recovery 1.27 (0.33-4.79) 0.7 & -
“E 0.40
D . 0.20
1.0 ] — MHD = U, B'CE" ap|aSIﬂ 0.00 4 — Norecovery — M3 — M6 — M9 — M12
— MRD > 0, B-cell aplasia I~ 2 2 3 5% 12 1 =5 =
D_B | — MHD - D, B_ce" recovery Months after infusion
- i — MRD > 0, B-cell recovery c
E 1.00
T 0.6 -
'8 z 075+
=
E 0.4 1 S 0.50
W
02 - 3 0.25
Time of B-cell aplasia
000 -+~ M3 —+ M6 -+ M9 -+ M2
0.0 1 0 3 6 © 12 15 18 21 24 27 30 33 36 30 42 45 48

! ! Number at risk Months after infusion

I
D 1 0 20 30 40 Time of B-c:ell aplasia

M3 90 90 74 64 54 47 42 39 28 25 24 20 15

Mc.nths after in‘fusion M6 68 68 68 59 51 45 41 38 28 25 24 20 15

M9 57 57 57 57 51 45 41 38 28 25 24 20 15
M12 50 50 50 50 50 44 40 37 27 24 23 19 14

Pulsipher et al. Blood CanﬂWCO
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Blinatumomab Nonresponse and High-Disease Burden
Are Associated With Inferior Outcomes After CD19-CAR

for B-ALL
1.00
—— Blina-CR
0.75 — —— Blina-No CR
—— Mo Blina
L 0.50 —
0.25 —
+ Censored
T T T T
0 20 49 80 80
Time {months)
Ma. at risk:
Blina-CR 43 18 4 1
Elina-No CR 34 4 1 1
Ma Blina 343 143 45 16

1.00 = Blina-CR
= Blina-No CR
0.75 = —— Mo Blina
L 950 4
0.25 —
+ Censored
T T T T
0 20 40 60 B8O
Time {months)
Ma. at risk:
Blina-CR 39 12 4 1 0
Elina-No CR 21 4 1 1 0
Mo Blina 317 143 48 16 1

n =420
Mediana idade 12,7
anos

1.00 —— Blina-CR
= Blina-No CR
— 0.75 + —— Mo Blina
o
=
2 0.50 -
=
)
0.25 —
+ Censored
T T T T
0 20 40 60 80
Time {months)
MNe, at risk:
Blina-CR 43 23 6 1
Elina-No CR 34 11 3 1
Mo Blina 343 138 66 23

Myers et al. JCO. 2021
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Chimeric Antigen Receptor T-Cell
Therapy in Paediatric B-Celli
Precursor Acute Lymphoblastic
Leukaemia: Curative Treatment
Option or Bridge to Transplant?

Jochen Buechner™, Ignazio Caruana?, Annette Kiinkele?3, Susana Rives?,
Kim Vettenranta®, Peter Bader®, Christina Peters’8, André Baruchel® and
Friso G. Calkoen°



LOW RISK

Favourable CAR-T course

— HSCT not recommended
Patient must meet all criteria;
= Age =] year
No KMT2A rearrangement
Mo blinatumomak or inotuzumakb
oZogamicin pre-treatment
roduct
Infused wi rade MRD [1-5%)
MRD negative* at day 28 (by PCR
or NGS)

BCA lasting beyond & months

FIGURE 5 | Proposed approach to HSCT consolidation after CAR-T for pasdiafric patients and AYA with BCP-ALL based on treatment- and disease-related risk
factors for relapse. *MRAD positivity defined at = 0.01%. ALC, area under the curve; AYA, adolescent and young adult; BCA, B-cell aplasia; CAR-T, chimenc antigen
receptor T-cell therapy; FCM, flow cytometry; HSCT, haematopoistic stem cell fransplantation; KMT2A, ysine methyltransferase 24; MRD, minimal residual disease;
MGS, next-generation sequencing; OCOS, out of specification; PCR, polymerase chain reaction.

Buechner et al. Frontiers in Pediatrics, 2022



LOW RISK INTERMEDIATE RISK

Favourable CAR-T course "Ambiguous" risk profile
— HSCT not recommended - role of consolidative HSCT unclear
Patient must meet all criteria; If patient meets =1 criterion:
= Age =] year High blast count at infusion

No KMT2A rearrangement TR53 mutation
Mo blinatumomalb or inotuzumakb Other high-risk cytogenetic subgroup
ozogamicin pre-treatment Pre-treatment with blinatumomakhb or

duct inotuzumab ozogamicin
Infused wi de MRD [1-5%) 005 product
MRD negative* at day 28 (by PCR Suboptimal pharmacodynamics:
or NG5 o ‘Low’ expansion or ‘reduced” AUC
BCA lasting beyond & months o Loss of BCA 3—6 months post infusion
Product not tisagenlecleucel

Suggested approach
* Unclear: see Figure 6 for a proposed
approach

e Further data (retrospective/
prospective) are necessary to evaluate
the role of consolidative HSCT

FIGURE 5 | Proposed approach to HSCT consolidation after CAR-T for pasdiafric patients and AYA with BCP-ALL based on treatment- and disease-related risk
factors for relapse. *MRAD positivity defined at = 0.01%. ALC, area under the curve; AYA, adolescent and young adult; BCA, B-cell aplasia; CAR-T, chimenc antigen
receptor T-cell therapy; FCM, flow cytometry; HSCT, haematopoistic stem cell fransplantation; KMT2A, ysine methyltransferase 24; MRD, minimal residual disease;
MGS, next-generation sequencing; OCOS, out of specification; PCR, polymerase chain reaction.
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Ambigous risk

Mo
B-cell aplasia for >6 months?
Yes .
alternatively
Monitor MRD B-cell aplasia for >3 months
Yes No
) No ) . :
Salvage therapy available?* Consider HSCT", or CAR-T re-infusion

Yes
"Heasonable salvage therapy: no prior
Monitor MRD use of intensive chemotherapy, no prior
use of inotuzumab ozogamicin
*account for recent HSCT
*at any level by any method

Consider HSCT in case of MRD positivity®
(repeated measurement)

FIGURE 6 | Follow-up guidance after CAR-T for paediatric patients and AYA with BCP-ALL and an “ambiguous risk profile” (see Figure 5 for criteria for an ambiguous
risk profile).

Buechner et al. Frontiers in Pediatrics, 2022



Favourable CAR-T course

— HSCT not recommended
Patient must meet all criteria:

= Age =] year
No KMT2A rearrangement
Mo blinatumomab or inctuzumab
oZogamicin pre-treatment

Tisagenlecleuce

Infused with

"Ambiguous" risk profile

- role of consolidative HSCT unclear
If patient meets =1 criterion:

High blast count at infusion

TP53 mutation

Other high-risk cytogenetic subgroup
Pre-treatment with blinatumomab or
inotuzumab ozogamicin

005 product

Unfavorable CAR-T course

— HSCT recommended
If patient meets =1 criterion:
MRD positive® at day 28 (by FCM
or PCR) OR
NGS5-MRD positive at 23 manths
Any MRD re- earance in bone

Marrow

Early loss of BCA [at <3 months)

MRD negative® at day 28 (by PCR Suboptimal pharmacodynamics:

ar NGS) o ‘Low’ expansion or ‘reduced” AUC

BCA lasting beyond & months o Loss of BCA 3—6 months post infusion
Product not tisagenlecleucel

Suggested approach Suggested approach
® Unclear: see Figure 6 for a proposed s Offer/discuss consolidative
approach HSCT
e Further data (retrospective/ s Consider CAR-T re-infusion if
prospective) are necessary to evaluate recent H5CT
the role of consolidative HSCT

FIGURE 5 | Proposed approach to HSCT consolidation after CAR-T for pasdiafric patients and AYA with BCP-ALL based on treatment- and disease-related risk
factors for relapse. *MRAD positivity defined at = 0.01%. ALC, area under the curve; AYA, adolescent and young adult; BCA, B-cell aplasia; CAR-T, chimenc antigen
receptor T-cell therapy; FCM, flow cytometry; HSCT, haematopoistic stem cell fransplantation; KMT2A, ysine methyltransferase 24; MRD, minimal residual disease;
MGS, next-generation sequencing; OCOS, out of specification; PCR, polymerase chain reaction.

Buechner et al. Frontiers in Pediatrics, 2022
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Conclusoes &, SINTOMA2s

A decisao entre a terapia com células CAR T e o TCTH no tratamento da LLA de alto
risco ou recidivada/refrataria € complexa e deve ser individualizada

A estratificacao de risco precisa e 0 monitoramento da DRM sao cruciais para guiar as
decisOes terapéuticas e melhorar os resultados para esses pacientes

A terapia com células CAR T e altamente eficaz para alcancar remissao em pacientes
refratarios, podendo ser uma ponte para o transplante ou uma terapia definitiva

O TCTH alogénico continua sendo uma modalidade importante para a consolidacao e
para o aproveitamento do efeito do enxerto contra a leucemia

A sequéncia ideal e a combinacéo dessas terapias ainda estdo sendo definidas




~Y
Conclusoes &, SINTOMA2S
S i
LLA B alto risco em remissao
e Sem TCTH prévio —> TCTH
e Performance-status adequado
Blinatumomab* (remissao) » TCTH
LLA B alto risco refrataria
—» TCTH
CART -_—

— Watch and wait

LLA B alto risco + recidiva apos —> CART

TCTH

*Atencdo a carga tumoral!




S
2 VTN

<>SINTOMA25

Obrigado!

victor.zecchin@bp.org.br
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