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Indications for allogeneic transplants (2008-2019; n=1.604)
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614. ACUTE LYMPHOBLASTIC LEUKEMIA: THERAPY,
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SINTOMA24 Indicacoes de Transplante alo
—5ohS¥ e bpi: células-tronco hematopoiética

TABLE 1: HSCT indications for pediatric ALL

nico de
TCTH

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 extramedaullary, relapse of T-cell ALL.
Consenso SBTMO 2021
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Indicacoes atuais de Car T Cells®™

Tratamento de pacientes pediatricos e adultos jovens até e
incluindo 25 anos de idade:

LA O
LA C
LA O

LA C

S
S
S
S

orecursor B com refratariedade primaria
orecursor B em recidiva refrataria
orecursor B a partir da segunda recidiva

orecursor 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 razoes
médicas

The EBMT/EHA CAR-T Cell Handbook, 2022
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e Curto tempo de seguimento:
O Efeitos colaterais a longo prazo ainda pouco conhecidos -
mais comuns:
m Aplasia de células B
m Hipogamaglobulinemia

The EBMT/EHA CAR-T Cell Handbook, 2022
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- Doenca em remissao ou nao (refrataria)

- SO LLA B derivada: por eno
- Possibilidade de uso de TB

uanto!
(idade, RXT prévia, performance)

- Doador disponivel para TC”
- Transplante prévio ou nao

'H?

- Doenca extramedular (em SNC principalmente)

- Blastos sdo CD19+? Blinatumomab prévio?

- Paciente aguenta esperar manufatura de CAR T?

- Disponibilidade de acesso ao CAR-T ou nao?

Existe uma diferenca entre o ideal e o real - nao adianta querer

algo se é intangivel!






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

* 82% (CR: 62%+Cri: 20%) in patients who achieved BOR within 3

| ORR: mo by IRC
* 98% of patients who achieved remission were
" RFS MRD- (<0.01) at Month 3 _ _ .
oo RFS for Patients With a CR/CRi

within 3 months

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

404 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]

0

T T T 1 T T T T T T T 1 1 T T T T T T T 1 T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 B3
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



B cell recovery and MRD - prognosis
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Pulsipher et al. Blood Cancer Discovery, 2022
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41 38 28 25 24 20 15 7 5 2 1
40 37 27 24 23 19 14 6 4 2 1



Transplante apos CAR T

» 13% dos pacientes foram submetidos ao transplante * Apenas 13% dos
« Nao houve diferenca na sobrevida global pacientes receberam
transplante durante
Sobrevida Global em 13,1 Meses no ELIANA (NEJM), N=75 a remissao apds o
T - Kymriah® sem
e - nenhuma melhoria
@ 8- 90% na SG
o N . de probabilidade de
- sobrevida para pacientes 0
E 5 60 sem censurapparapTCTH no d76 %o 1 * Os dados de 5G
=S Més 6 e probabilidade de d
S0 sobrevida par$ TaﬁlentlsﬂsAseB evem ser
g8 o —Emumnng e e interpretados com
E Numero de eventos CaUteIa em um
20—+ ™ Sem censura no TCT, n=19 d d b
Megi%rr?agec?esuKtaaplnaonTl\%'ienr,_:n7eses (IC de 95%) eStu O e rago
Sem censura no TCT, 19,1 (15,2, EN) ’ .
0 Colm censura noTCIT,19,1 (15,2, EN). ! . . ! . . . . . un|c0' uma vez que a
0 2 4 6 8 10 12 14 16 18 20 22 significéncia
N° de pacientes em risco Tempo (Meses) eStatI'Stlca é
SemcensuranoTCT 75 72 64 58 55 40 30 20 12 8 2 0 .
Com censurano TCT 75 72 60 48 45 31 21 15 9 7 2 0 d escon h eC|da

Maude SL et al. N Engl J Med. 2018;378(5):439-448. 7



S|NTOMA24 Pre- and post-transPIant. mlnlma! residual disease pred.lcts
| relapse occurrence in children with acute lymphoblastic

om0 » ]
leukaemia
DRM pré TMO — RQ-PCR

Event-free survival by pre-HSCT MRD Event-free survival by pre-HSCT MRD

(C) 100 'i (CR1 patients) (D) 100 (CR2 patients)
| MRD neg: 78% (62-94)
5 R MRD neg: 70% (49-90) = n
X R
- = Overall Log-Rank P < 0.001
o) 3. Ye)
& MRD pos <1 x 10-%: 63% (41-85) 3 pos: < 1x 10-3vs. neg: HR 5.10 (95% C11.94 -13.39); P = 0.001
2 <2 - 2 , e y ;
> 050 . > 0501 pos = 1x 10 vs. neg: HR 652 (95% C12.41 -17.63); P < 0.001
2= MRD Neg: N=20; E=6 =
2 MRD Pos <1x10-%: N=19; E=7 2
_8 MRD Pos 21x10% N= 4; E=4 _8
e T MRD pos 2 1 x 103 25% (4 -46
O 025 Overall Log-Rank P < 0.001 & 025 I B A )
pos <1 x 10-3vs. neg: HR 1.29 (95% C10.43 -3.86); P = 0.643 MRD pos <1 x 10-3: 24% (3-45)
pos 21x10-3vs. neg. HR 75.69 (95% Ci741 '773.12); P < 0.001 MRD neg: N=29: E= 6
MRD pos <1x10-% N=20; E=14
MRD pos 2 1 x 103 0% MRD pos 21x10-3: N=16; E=12
0.00 o — . . Y 0.00 e . . : .
0 2 4 6 8 10 0 2 4 6 8 10
Number of patients at risk: Years after HSCT Number of patients at risk: Years after HSCT
(number censored) (number censored)
MRD Neg 20 (0) 13 (1) 10 (4) 10 (4) 7(7) 1(13) MRD Neg 29 (0) 23 (2) 20 (4) 16 (7) 10 (13) 2(21)
MRD Pos < 1x 10 19(0) 12(1) 9(3) a(3) 5(7) 2(10) MRD Pos <1 x 103 20 (0) 5(2) 5(2) 3(3) 1(5) 0(8)
MRD Pos 21x 102 4(0) 0(0) 0(0) 0(0) 0(0) 0(0) MRD Pos 21x 10 16 (0) 4(0) 3(1) 3(1) 2(2) 0(4)

SLE — 12 remissao:
- DRM negativo 70%
- DRM positivo < 102 63%
- DRM positivo > 1073 zero
Lovisa et al. BJH, 2018



SINTOMA24 Transplante alogénico de célul onco

e b hematopoiéticas - TCTH

d b 100% C 100%
100% P 0.45 ' P=014 P=0.48
8 e Deficit N=614 8 g% Disfuncao N= 640 & so% Disfungao N =643
c ¥, . ’ . .
g crescimento 5 gonadal T tireoideana
2 60% g 60% g 60%
k= - = . ) _ BU BU
BU o 41% (28-61) N: 449 n: 97 o
2 . TBI = 40% | onen | : : TBI £ 40% TBI
% 40% 29%, {20_43) N: 425 n- 44 Lg / 20%0 |,1 5-30) M:191 n: 30 = 18% {13-26} MN: 450 n: 54
o v M- . £ f E of (7. . .
E 0o | 18% (10-31)N: 189 n: 13 5 20% 5 20% 12% (7-20) N: 193 n: 18
[ F = . B J—
0% e i 0% | 0% =" : - : .
0 1000 2000 3000 4000 5000 6000 0 1000 2000 3000 4000 5000 6000 0 1000 2000 3000 4000 5000 6000
Days Days Days
d 100% P <0.001 € 100% P=o0.019 f 100% : x P-03
: : ® - ~ Disfuncéo '
8 Catarata N =639 S 405 Segunda N =637 @ N= 639
S 80% & ) 2 80% pulmonar
8 R neoplasia g
2 60% = 60% 2 60%
é . BU .g BU ; BU
T 40% | 24% (16-34) N: 448 n: 65 TBI 2 40%  1g% (9-38) N: 445 n: 12 TBI & 40% | 6% (4-9) N: 444 n: 25 T8l
£ 4% (2-10) N: 191 n: & = 0% N: 182 n: 0 = 8% (4-13) N: 190 n: 14
S 20 e — O 20% 5 20%
0% i . - : 0% - — - : 0% —=— -
0 1000 2000 3000 4000 5000 6000 0 1000 2000 3000 4000 5000 6000 0 1000 2000 3000 4000 5000 6000
Days Days Days
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



Risk of benign meningioma after childhood cancer in

<>SINTOMA24

—h® o bpi the DCOG-LATER cohort: contributions of radiation
dose, exposed cranial volume, and age
A
14 1
— —— Cranial radiotherapy (including TBI)
Mo cranial radiotherapy ——
— 127 r
2 —
@ 10 - 3
7
T
g
-
E
Q ...rr
2 -
0 '__l'-'_._.__r_.-—._. T T T T I_l
5 10 15 20 25 30 35 40
Time since childhood cancer diagnosis (years)
No at risk
Cranial radiotherapy (includingTBl) 632 856 998 903 702 B42 278 79
MNo cranial radiotherapy 3388 3826 3677 2698 1833 1055 557 241

Kok et al. Neuro-Oncology, 2018



(}SINTOM¢24 TBIl versus QT para TCTH em ’EA

Intention-to-Treat Population Modified As-Treated Population MAT
1.0 4 1.0 -
0
s ﬁi B v 2%TB!
I )
5 06+ 0.6 - — \/ 9/) QT
= P = 0025
E 0.4 1 2. 0001 0.4 4 TEl vs. BU: P = 00089
=~ - TBI v. TREO: P = 0041 .
O 0.2 0.2- BU vs. Treo: P= 6152 Recidiva 23
I I 1 1 1 1 1 I I 1 0
0 1 2 3 4 5 0 1 2 3 4 5 J 12 A) TBI
0
Years Years v 33% QT
At sk 212 173 105 Bh 27 194 161 97 B1 25
201 145 Eb 47 17 g8 72 28 19 b
a0 67 44 27 Lkl
Patients Ewal. Deaths 2-yaar OS5 Patients Ewval. Deaths 2-yaar OS5 SG @ 2 a n OS :
T8I 212 209 19 0.97 (0.86-0.95) TEI 104 194 19 0.9 {0.85-0.94)

CHC m E-EID 19 075 (0.670.81) BU 96 36 22 0.77 {0.66-0.85) J 9 1% TBI
TREQ 90 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,
avent-free survival; OS, overall survival; TBI, total body irradiation; TREO, trecsulfan; TRM, treatment-related mortality. Peters et al. JCO, 2020
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, | LA B derivada:
Conventional CAR T cells
(e.g.CO!Q.CO??.amTSLPR) 85% dOS Ca_SOS em
pediatria

G : o =
Bispecfic CAR T cells (ba-cistronic) \ p = T

i cnisieey ‘b/ By / LLA T derivada: 10-
- ' B, | ' 15% dos casos em

CD1a 1 "
| } pediatria
\ T-ALL on
' \ / cos CART celis {e.g.. CD1a, COS, and CD7)
\‘\‘ ‘ ~
' l/l“. y \\
Bispecific CAR T cells (tandem) |
(e.9., CO19/CO22) . 8
e o
@ U Basilidmay
Inotuzumab
0ZOgamIcin
| Rauximab Tasian et al. Cancer, 2015
Epratuzumab Obmutuzumab

Inaba and Pui. J. Clin. Med. 2021



<>S":‘L?MA24 Por que é dificil construir CAR T contra FEA T derivada?

e Ainda nao fol identificado um antigeno alvo especifico contra blastos T

e Devido a necessidade de identificar um antigeno presente nos blastos e
também nos linfocitos T normais, as celulas CAR T poderiam induzir ao
fratricidio (células CAR T matando outras células CAR T)

e Linfopenia T prolongada é uma condicao incompativel com a vida,
necessitando resgate com transplante alogénico

e Risco de contaminacao do produto de leucoaférese com células
tumorais

e [uturo: uso de células NK para gerar celulas CAR T? CAR T alogénico?



$|NT°M6?4 CAR T e leucemia em SNC

National Cancer

<

PLAT-02" CHP959®

ELIANA™ CASSIOPEIA® CHOP Humanized CAR-T® o : ;
Tisagenlecleucel Tisagenlecleuce! huCART19 Institute Seattle Children’s Hospital B pMyrine CAR-T19
NCT 02435849 NCT03876769 NCT03792633 Anti-CD19 CAR GON9r GAR=T NCT01626495
NCTO01593696 NCT02028455
Age Age Age Age Age Age
2 3 years at screening 1 to 25 years at 110 29 years at screening 110 30 years 12 to 27 years and 110 24 years
and £ 21 years screening = = T = 2 10 kg in weight
al diagnosis Prior Therapies Prior Therapies Prior Therapies Prior Therapies
Prior Therapies COHORT B frB-ALL with > | e 1o inelgible for alloSCT:
Prior Therapies De novo NCI HR B-ALL ofr B-ALL: rir B-ALL: standard chemotherapy Confirmed recurrence DR i
who received first-line ) ‘ and 1 salvage regimen defined as = 0.01% disease Age
dr B-ALL: treatment and are MRD Newty diagnosed Previously treated with in the marrow or isolated Comorid disease
=0.01% at EOC NCI HR B-ALL B-cell-directed Either ineligible, refused, or extramedull disease d .
= 2 BM relapse ~ - inoared cel tharapy: i ivi Y Contraindications to
: with induction failure eng py has disease activity that following alloSCT ‘
Prior induction and hibits alloSCT ng alio TBl-based conditioning
Any BM relapse = 6 months coneiiiietion First BM refapse at + Partial response of no poa
after alloSCT if chemotherapy allowed: < 36 months response to prior cell . 4 ort g
there is no active GVHD . Sl ther. Patients with a history No prior history Prior SCT
‘ firstdine subjects: 5 3 2 2 relapse "y of alloSCT are eligible of alloSCT:
Primary refractory blocks of standard Any relapse 2 4 months » CD19+ relapse after if 2 100 days post-ransplant = Declines alloSCT
Ph+ with 2 failed lines chemotherapy for firstdine after alloSCT prior cell therapy : : » 3 ! 2nd or greater relapse,
B-ALL {defined if there is no active GVHD,
of TKI ( 4-drug " * Demonstrated early ; with orwithout T T E] 1
Contraindicated for TKI induction, augmented Refractory disease ( 6 months from - and ifno longer taking inipdiits)iisome y relap p
il R oy 'BFM consolidation, and Ingligible for alloSCT infusion) B-cell recovery iMmmunos uppressive agents 7 -
g' dl:SgTr = 'm:@"zon:nmmm sugges "”’%‘2: of Yorse ﬁiﬁ'ﬁeﬁ"' o 2 0.01% persistent MRD CNS Disease
neere s 2 5
e A et With CNS disease if
Primary refractory responsive 1o therapy
Disease Burden Exclusion Criteria CNS Disease CNS Disease ""g?f:;;:;"d
BM with 2 5% lynpt?obhsts Patiepts 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 e ke mis

Laetsch et al. Blood Reviews. 2021



Durable Remissions in Children with Relapsed/Refractory
<>SI§$°MA24 ALL Treated with T Cells Engineered Witﬁ*’é CD19-
Targeted Chimeric Antigen Receptor (CTL019)

« 53 pacientes 4-24 anos (mediana 11 anos)
* 50 remissOes completas = 94% / 45 pacientes com DRM < 0,01%

 Mediana de acompanhamento: 10 meses (1-39)
-> 29 se mantinham em remissao

-> sobrevida livre de eventos = 70% em 6 meses, 45% em 12
meses

-> sobrevida global = 78% em 12 meses
» 46/47 pacientes tinham CAR-T detectavel no liquor

Grupp. Blood (2015) 126(23):681



<>S|NT°MA24 CAR T e doenca extramedular r

e SOl'] ST ucIoNAL w
A 10 Overall survival A 10 Relapse free survival
0.8 - 0.8 1
= =
Z 06 g 06:
= £
S s I | I—
< 04 g 0.4
E =
0.24 — 1on-CNS EM 0.2 1 = non-CNS EM
— CNS — CNS
0.0 { == BM only p=0.41 0.0 { = BMonly p=0.92
0 3 6 9 19 15 18 921 924 97 0O 3 6 9 12 15 18 21 24 27
r Months post infusion
At rick Months post infusion At risk
CNS 40 36 28 923 20 12 9 6 4 9 Cgﬁ ?3 fg 25? 155 T g g g
EM 15 12 9 7 6 5 3 2 1 1 BMonly111 86 67 54 42 928 24 14
BMonly 1290 109 93 81 57 39 32 19 7 1

n=184
55 extramedular relapses (CNS =40) Fabrizio et al. Blood Advances, 2022



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 0
Elina-No CR 34 4 1 1 0
Ma Blina 343 143 43 16 1

1.00 = Blina-CR
= Blina-No CR
0.75 = —— Mo Blina
L 9.50 -
0.25 —
+ Censored
T T T T
0 20 40 60 B0
Time {months)
Ma. at risk:
Blina-CR 39 123 4 1 0
Elina-No CR 21 4 1 1 0
Ma Blina 317 143 48 16 1

n =420
Mediana idade 12,7
anos

1.00 —— Blina-CR
= Blina-No CR
— 0.75 H —— Mo Elina
o
=
E 0.50
=
(s}
0.25
+ Censured
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
Na Blina 343 188 66 23 1

DRM negativo <0.0001

Myers et al. JCO. 2021



<>S|NT°MA24 Cadeia de producdo CAR T

(1 O ) Vostied T-col inusion

4

T

/ O cremotnerapy

Antibody-coated

- 0 0% €
<] Bead removal
" © oot activtion |
transduction’ Modified T-cell

expansion’

Y 0% \3\\ | :g::;.

* Cofuky reprogrameing and £ waes sapension are conducied 2f 3 el processing bty

Terapia Ponte

"

dy

1. Leucaférese: células T sao coletadas
2.Transducgao genéticas das células T ex vivo com
um vetor lentivirus codificando o receptor anti-

CD19

3.Células CAR-T sofrem expansao ex vivo com
beads magnéticos

4.Quimioterapia linfodepletora administrada
antes da infusao das células CAR-T

5.Infusao das células CAR-T no paciente



REVIEW

} fantiers published: 25 January 2022
in PediatriCS doi: 10.3389/fped.2021.784024

Chimeric Antigen Receptor T-Celi
Therapy in Paediatric B-Cell
Precursor Acute Lymphoblastic
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LOW RISK

Favourable CAR-T course

— HSCT not recommended
Patient must meet all criteria:
= Age =] year
No KMT2A rearrangement
Mo blinatumomab 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 pasdiaftric patients and AYA with BCP-ALL based on treatment- and disease-related risk
factors for relapse. *MAD 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, haematopoietic stem cell fransplantation; KMT2A, ysine methyltransferase 24; MRD, minimal residual disease;
MGS, next-genseration sequencing; O0S, 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 TP53 mutation
Mo blinatumomab or inotuzumakb Other high-risk cytogenetic subgroup
Dzogamicin pre-treatment Pre-treatment with blinatumomab or

duct inotuzumab ozogamicin
Infused wi de MRD [1-5%) 005 product
MRD negative® at day 28 (by PCR Suboptimal pharmacodynamics:
or NGS) o ‘Low’ expansion or ‘reduced” AUC
BCA lasting beyond & months & 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 pasdiaftric patients and AYA with BCP-ALL based on treatment- and disease-related risk
factors for relapse. *MAD 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, haematopoietic stem cell fransplantation; KMT2A, ysine methyltransferase 24; MRD, minimal residual disease;
MGS, next-genseration sequencing; O0S, out of specification; PCR, polymerase chain reaction.

Buechner et al. Frontiers in Pediatrics, 2022



Ambigous risk

No
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 inotuzumab
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
NG5-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 ¢ Offer/discuss consolidative
approach HSCT
e Further data (retrospective/ s Consider CAR-T re-infusion if
prospective) are necessary to evaluate recent HSCT
the role of consolidative HSCT

FIGURE 5 | Proposed approach to HSCT consolidation after CAR-T for pasdiaftric patients and AYA with BCP-ALL based on treatment- and disease-related risk
factors for relapse. *MAD 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, haematopoietic stem cell fransplantation; KMT2A, ysine methyltransferase 24; MRD, minimal residual disease;
MGS, next-genseration sequencing; O0S, out of specification; PCR, polymerase chain reaction.

Buechner et al. Frontiers in Pediatrics, 2022



Maintenance therapy for early loss
CAR T-cell therapy

Strata == allo-SCT == Maintenance
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of B-cell aplasia after anti-CD19

Gabelli et al. Blood Adv, Apr. 2024
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-n=19/11 TCTH e 8 manutencéo apos perda da aplasia B apo6s Tisagenlecleucel
ou experimental 41BBz anti-CD19 and anti-CD19/anti-CD22 CAR T (NCT02443831)

-4 9-12.,2 anos

- Manutencao: Mercaptopurina 75 mg/m? + MTX semanal 20 mg/m? + MADIT
trimestral por 2 anos (+ pulsos mensais de VCR 1,5 mg/m? e Dexa 6 mg/m?/dia X 5

dias dependendo da toxicidade prévia)



<>s":£°M¢24 Take home messages @@

* A duvida sobre se CAR T & uma terapia definitiva ou uma ponte
para remissoes mais profundas para chegar ao TCTH ainda nao
pode ser respondida para todos 0s pacientes, com base nos
conhecimentos atuais

* As indicacOes de CAR T cells ainda estao em evolucao e devem
ser aprimoradas

* No cenario atual, podemos considerar CAR T e TCTH como
terapias complementares




GSINTOMA24 Take home messages

* Principals fatores a ser levados em consideracao atualmente na escolha
pelo TCTH ou CAR T

« TCTH prévio e tempo entre o TCTH e a recidiva

« Possibilidade de uso de TBI e seus efeitos a longo prazo

* Imunofenotipo da doenca em tratamento - presenca ou néo de CD19
« Obtencao de remissao profunda com DRM negativa pre TMO ou nao
« Resposta a terapia reindutoria - doenca refrataria

* Recidiva extramedular/SNC

« Efeitos colaterais a longo prazo de ambas as terapias
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<>SINTOMA24 Obrigado!
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INSTITUCIONAL

victor.zecchin@bp.org.br
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