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Biological concept: Biological concept: Blologlcal concept.
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MANTLE CELL LYMPHOMA

“Virtually all patients will eventually experience
refractory or relapsed disease,
with a virulent course of resistance and serial relapses,

making treatment challenging"”

Burkart M & Karmali R. J Pers Med 2022 Mar 1;12(3):376




MCL SURVIVAL — LINES OF THERAPY
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IMPROVEMENT IN MCL SURVIVAL
WITH NEW DRUGS

1.0

CURRENT APPROACH IN RR MCL
AVOID CHEMOTHERAPY IN 2L+
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Armitage JO and Longo DL. N Engl J Med 2022; 386:2495-250‘



NEW DRUGS - ON LABEL IN BRAZIL -

2L+

2+ lines

MONOTHERAPY

-COVALENT BTKi

e 1st generation —ibrutinib

* 2nd generation — acalabrutinib,
zanubrutinib

NEW DRUGS ASSOCIATION
- BTKi + BCL2i
Ibrutinib + venetoclax (SYMPATICO)

3+ lines

MONOTHERAPY

- BTKi
Pirtobrutinib (label — after 2+ lines of therapy and a
covalente BTKi

OBS- Not in the scope of the lecture, but, in fit patients
ALWAYS consider/ discuss alloSCT
(debatable - Auto SCT if the only option
and not previously done)
IT IS NOT CLL!! (unfortunately.....®)

Slide by the autho‘




Ibrutinib — estudo RAY
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RESUMO CARACT. PACIENTES
Med 68 anos (265 anos 62%)
Med 2 linhas prévias (1-9)
D¢ refrataria 26% lbrut vs 33% Tensir
Blastoide 12%

Leukemia 2018;32:1799-1803




Real-World Experlence of Ibrutinib In > 700 Patlents With Mantle-Cell Lymphoma:
Data From a Global Named Patlent Program

Simon Rule! Joris Diels,? Mollaig Healy.* Wafae Iragi* Johan Aschan,® and Mark Wildgust®
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®52,3% em tratamento p/ 12 meses
="RAY - 57,6%

Figure 1. Time on Treatment for Global MCL NPP Versus RAY
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Acalabrutinib — ACE-LY-004

Estudo aberto, de fase 2, braco unico, multicéntrico

Pacientes com LCM r/r Critérios de exclusio \ TC com contraste apos ciclos 2,4 e 6

Principais critérios de inclusao ’ Doengg cardiaca s.,ignificat.ivell Peé? F(’)OTS 8 Fad? |3 m;losé
« >18 anos* « Creatinina 2,5x acima do limite Acalabrutinibe 100mg . ~L 8pOS CICI0S 2 €0.
de normalidade . Aspirado de medula ou endoscopia do
* PSECOG <2 - Uso de antagonista de vit. K V|a_oral, du.as vezes ao TGl foram realizados quando aplicavel.
* Translocaggo (11;14)(q13,932) |« Uso anterior de BCRi ou BCL2i (L CuEkees:
elou superexpressao de ciclina D1 . Neutréfilos <0 75x10%/L d'aS; ate Hieglieseo ol
« Doenga mensuravel (=1 lesdo « Plaquetas <50x109/L tOX'C'dadf inaceitavel 40 centros em 10 paises
22¢cm Se envolvimento medular: (=)
* LCM r/r com 1 a 5 terapias » Neutrofilos <0,50x10°/L
_ anteriores ) KPIaquetas <30x10°/L /

RESUMO CARACT. PACIENTES

- Med 68 anos
- Med 2 linhas prévias (1-5)

- Al (V)
Desfecho Primario: Taxa de resposta, D¢ refrataria 24%
Desfechos Secundarios: Duracao de resposta, SLP, SG, seguranca, farmacocinética e farmacodinamica. Taxa de resposta,
duracdo de resposta e SLP por Revisdo de Comité Independente por critério de Lugano 2014.
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ACE-LY-004

Mais de um tergo dos pacientes estava sem progressao de doenca em 36 meses

Sobrevida Livre de Progressao Sobrevida Global
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Med SLP : 22,0 meses (95% Cl: 16,6, 33,3)°

Med SG : Ndo atingida FUP26M
Taxa de SLP estimada em 36 meses: 37,2% (95% Cl: 28,2, 46,1)

. Wang M, et al. Leukemia. 2019;33(11
2. Wang M, et al. Poster presented at: ASH; Dec 5 S




Atualizacao 38 Meses ACE-LY-004: Manutencao da Resposta

Todos os pacientes (N=124)

Desfechos
95% Cl 95% CI
TRO® (RC + RP) 100 (81}
Melhor Resposta
RC 53 (43) 34, 52 59 (48) 39, 57
RP 47 (38) 29, 47 42 (34) 26, 43
DE 11 (39) 5, 15 10 (8) 4, 14
PD 10 (8) 4, 14 10 (8) 4,14
Nao avalidvel* 3 (2) 1,7 3 (2) 1,7

MEDIANA DA DURACAO DA RESPOSTA: 28,6 meses

Ki67 < 50%- 36,7 meses _

Ki67 = 50%- 15,3 meses

Duragdo de Resposta (Proporgio)

1.0

0. B

10,154

0.4

0.2+

MEDIANA DA DURACAO DA RESPOSTA:
28,6 meses

DDR mediana: 28,6 meses (35% Cl: 17,5, 39,1}
DDR estimada em 36 meses: 4,.9% [(95% Cl: 31,7, 51,8)

0.0

D2 4 6 BI101214 16 15820 2224 26 28 30 32 34 363840 42 44 45 48 50 52 54 56 5B &0
Meses desde a resposta inical

Midmiers em Risco

10192 82 78 7372 6764 59 5353 5148 4545 43 41 38 353332 32212712 7 3 1 1 4@



BGB-3111

Efficacy BGB-3111 Phase Il Study
/anubrutinib monotherapy RR MCL

Efficacy Variable
= N = 86
(INV Assessed)
ORR [CR+PR), % (95% CI) g37(7a2908) PFS 05
Bes response, n (%) 100 R 100
50 o = 30
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T0 - + Cencorned 70
PR 5 (5.8 D oz
sD 1(1.2) 1 B T e £ 5o
B 40 - B o404
PD 81(9.3) & o 20 __-:;:
20 = e
Discontinued before 5 (5.8) 10 J 10 J +$’;::'H
—= = R B g e g B L g
Median follow-up, mo 0.6 Mo Mo
Median DOR, mo [95% C) NR (24.9-NE) No. of patients at risk No. of patients at risk
Median PF-S_, mD[gl_'-I-%CI:I 33 0 [194—NE:| CR &7 &7 &3 D 57 55 50 47 44 42 37 35 9 0O CR &7 57 6664 59 50 57 5554 53 53 5135 7 0O
5 % 3 3 3 3 1 1 1 1 1 1 o 0 LT & &% 4 3 3 3 3 3 2 2 2 o 0
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sp/pp @ 1 1 1 0O 0O O O DO OO O O so/pp 2 7 5 3 3 2 111111 g0 0
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Median time to respose: 2.7m
45 3% pts continued on treatment

14 =°ne Blood 20221353145, Median treatment duration: 27.6m




B Zanubrutinib in Relapsed/Refractory Mantle Cell Lymphoma Treatment

BGB-3111-2062

Efficacy
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1. Song Y. Blood 2022; 139(21): 3148-3158. Adapted from Song Y. Blood 2022



AND AFTER cBTKi?




PIRTOBRUTINIB EFFICACY IN MCL AFTER cBTKi
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L528 and C481F/R/Y “kinase dead” 9 prevent the autophosphorylatlon of BTK (required for BTK kinase activation)

First Irreversible Bleeding,
generation R at C481 SHaRE cardiac ganls
Secon.d Acalabrutinib Irreversible Short High Reduced C481x, T474x
generation at C481
Next_ Zanubrutinib s s Short High Reduced C481x, L528W
generation at C481
T474, L528W,

V416L, A428D,
Reversible Pirtobrutinib Reversible Long Very high Reduced M4771, M437R,

kinase-dead
C481

Insufficient
information

Brown JR, et al. Oral presentation at EHA 2023. Abstract #5146.

Reversible = Nemtabrutinib  Reversible Long Low Not reported

BUT DOES NOT prevent downstream signal transduction proteins from being

activated through phosphorylation.
Tam and Thompson Blood Advances 2024 ‘




PIRTOBRUTINIB EFFICACY IN MCL
AFTER COVALENT BTKi

Ibrutinib
(n=59)

Acalabrutinib
(n=31)

Zanubrutinib
(n=6)

Overall response rate, % (95 ClI)

59.3%
(45.7-71.9)

58.1%
(39.1-75.5)

50.0%
(11.8, 88.2)

Best overall response, n (%

Complete response 13 (22.0) 5(16.1) 1(16.7)
Partial response 22 (37.3) 13 (41.9) 2 (33.3)
Stable disease 7(11.9) 4 (12.9) 2 (33.3)
Progressive disease 11 (18.6) 4 (12.9) 1(16.7)
Not evaluable?@ 6 (10.2) 5(16.1) 0
Duration of response
Patients with a response, n 35 18 3
Patients with censored data, n (%) 24 (68.6) 8 (44 .4) 3 (100.0)
Median duration of response, mo (95% CI) NR (7.46-NR) 6.93 (3.22-NR) NR (NR-NR)
Median follow-up, mo 11.93 8.21 578

WANG’S DISCUSSION:

brutinib,

Notably, similar efficacy was observed in patients
previously treated with ibrutinib, acalabrutinib, or zanu-

Wang ML, et al. J Cliﬁcol

J



HOW TO CHOOSE THE cBTKI
MONOTHERAPY FOR 2nd LINE?

* EFFICACY SIMILAR

* ESPECIFICITY FOR BTK

* SAFETY

* SPECIFIC PATTERN OF TOXICITY FOR EACH DRUG




BTKi Safety peculiarities

t‘;‘;ﬂt:“ Celltype Kinase Ibrutinib  Acalabrutinib Zanubrutinib

B-lymphocyte

Kinase Selectivity Profiling at 1 pmol/L (in vitro)
Larger red circles represent stronger inhibition

Infection

Macrophage
Neutrophil

1<

o)
=
T
@
Q2
o

minor bleeding

Atrial
fibrillation

Jpers Med 2021, K Lewis. Imagem: Adapted fron Estupifdn, 2021

atrial fibrillation: frequent less frequent rare

20
Adaptado de Front Oncol. 2021;11:668162 ‘




WHAT ABOUT COMBINATIONS?




ll DESENHO DO ESTUDO?

SYMPATICO (NCT03112174)

Um estudo multinacional, randomizado, duplo-cego, controlado por placebo, de fase 3

IMBRUVICA® + venetoclax (n = 134)
Ibrutinibe 560 mg uma vez ao dia +

SYMPATICO (n=267)

* |dade =18 anos : venetoclax 5 semanas ramp-up para

«R/R MCL o 400 mg uma vez ao dia por 24 meses Agente dnico

* 1-5 terapias anteriores I IMBRUVICA® 560mg
para MCL e uma vez ao

«>1 esquema prévio g . dia até DP ou
contendo rituximabe 5 ici i ita
o0 = IMBRUVICA® + placebo (n=133) toxicidade inaceitave|

-ECOG PS 0-2 & Ibrutinibe 560 mg uma vez ao dia +

placebo uma vez ao dia por 24 meses

Estratificacao: ECOG PS, linhas anteriores de terapia, risco de TLS?2

Endpoints Primario Endpoints secundarios
- Sobrevida Livre de Progressao (SLP) por avaliagdo do investigador - Taxa de reposta completa (RC) « Sobrevida Global (SG)
usando critérios de Lugano avaliada pelo investigador - Taxa de resposta global (TRG

* Tempo até o proximo tratamento avaliada pelo investigador
Adaptado de: Wang M, et al. Blood.2023:142(Suppl.2): LBA-2

1. Wang M, Jurczak W, Trneny M, et all. Ibrutinin combined With Venetoclax in patients with Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study. Blood. 2023;142 (suppl2);,LBA-2




ll POSOLOGIA 1+V EM LCM R/R?

Ciclos 25 em diante*

IMBRUVICA®
1x ao dia

200me 400mg

20mg 50mg 100mg

Semana 1 Semana 2 Semana 3 Semana 4

1 ciclo = 28 dias

*Até progressao de doenca ou toxicidade inaceitavel

Adaptado de: Wang M. et al Blood. 2023:142(Suppl.2):LBA-2
Referéncia: 1. Kater AP, et al. Fixed-Duration Ibrutinib-Venetoclax in Patients with Chronic Lymphocytic Leukemia and Comorbidities. NEJM Evidence. 2022; doi:10.1056/EVID0a2200006. 2; Wang M, Jurczak W, Trneny M, et all. Ibrutinin combined With Venetoclax in patients with

Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study. Blood. 2023;142 (suppl2);,LBA-2




SOBREVIDA LIVRE DE PROGRESSAO?

100
90
80
70
59 60
o
_ 50 ®
7 IMBRUVICA® + Placebo
40
30
Ibr + Ven lbr + Pbo
n=134 n=133
20 Eventos SLP, n (%) 73 (54) 94 (71)
10 Mediana SLP, meses 31.9 22.1
HR (95% IC) 0.65 (0.47-0.88)
0 Log-rank P valor? 0.0052
0 6 12 18
Pacientes em risco
Ibr+Ven 134 107 91 80
Ibr+Pbo 133 96 79 70

SLP mediana, meses

Ibr+Ven n=134

Avaliacéo do investigador 31.9
Avaliagdo de IRC 31.8

Adaptado de: Wang M, et al. Blood.2023:142(Suppl.2): LBA-2.
HR, Taxa de risco Ibr, ibrutinibe; Pbo, placebo; Ven, venetoclax

Sobrevida Livre de Progressao’

IMBRUVICA® + venetoclax

24 30 36 42 48 54 60 66

Tempo desde a randomizagao, meses

69 63 56 53 34 15 1 0
54 46 37 36 18 8 1 0

Dados do Global Censoring*

Ibr+Pbo n=133 HR (95% CI) Log-rank P value?
22.1 0.65 (0.47-0.88) 0.0052
20.9 0.67 (0.49-0.91) 0.0108

a.0s valores de P foram determinados pelo teste log-rank estratificado (fatores de estratificagéo: linhas anteriores de terapia [1-2 vs 23] e categoria de risco TLS [risco baixo vs aumentado])

*Método Global Censoring : at last non-PD assessment for patients without PD or death

1. Wang M, Jurczak W, Trneny M, et all. Ibrutinin combined With Venetoclax in patients with Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study. Blood. 2023;142 (suppl2),LBA-2

mSLP = 31,9 meses

IMBRUVICA® +
venetoclax
aumentou em
quase 10 meses
a SLP quando
comparado a
monoterapia
independente do
perfil do paciente




B TEMPO PARA 0 PROXIMO TRATAMENTO"

100

90

2 80

g ) IMBRUVICA® + venetoclax Em 51.2 meses a

E mediana de TPPT

£ o0 nao foi atingida’

% 50 \ A
.©

o

© 40

()

E 20 IMBRUVICA® + Placebo

()

= T e

Eventos TPPT, n (% 42 (31 60 (45
10 r:(:::srla Z:;PT, nfe:es N(A )0 50 (040059 3E(>.4) IM BRUVICIA®
ol O s + venetoclax
Log-rank P value 0.0096
0 .
0 6 12 18 24 30 36 42 48 54 60 66 proporcilonou
Tempo desde a randomizagao, meses uma reduqao de 40%

Pacientes em risco do .r ISCO de

Ibr+Ven 134 107 92 82 76 65 59 52 85} 16 1 0 neceSSIdade de um
Ibr+Pbo 133 96 83 71 58 50 42 39 20 8 1 0 prOXimo tratament01

Adaptado de: Wang M, et al. Blood. 2023:142(Suppl.2):LBA-2

NA, ndo alcangado.

a. Os valores de aP foram determinados pelo teste de log-rank estratificado (fatores de estratificagdo: linhas anteriores de terapia [1-2 vs >3] e categoria de risco TLS [risco baixo vs aumentado]).

1. Wang M, Jurczak W, Trneny M, et all. Ibrutinin combined With Venetoclax in patients with Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study. Blood. 2023;142 (suppl2),LBA-2




ll SOBREVIDA GLOBAL?

100

90

80

70

60

50

SG %

40

30

20

10

IMBRUVICA® + venetoclax

Pacientes em risco

Ibr+Ven

Ibr+Pbo

IMBRUVICA® + Placebo
Ibr + Ven Ibr +Pbo
n=134 n=133
Eventos SG, n (%) 69 (51) 75 (56)
Mediana SG, meses 44.9 38.6
HR (95% CI) 0.85(0.62-1.19)
Log-rank P valor? 0.3465
0 6 12 18 24 30 36 42 48 54 60 66
Tempo desde a randomizagao, meses
134 116 102 95 87 81 70 65 48 20 3 0
133 115 103 88 80 70 66 61 46 20 4 0

Adaptado de: Wang M, et al. Blood. 2023:142(Suppl.2):LBA-2
HR, Taxa de risco Ibr, ibrutinibe; Pbo, placebo; Ven, venetoclax
a. Os valores de P foram determinados pelo teste log-rank estratificado (fatores de estratificagéo: linhas de terapia anteriores [1-2 vs >3] e categoria de risco de SLT [risco baixo vs aumentado]).

1. Wang M, Jurczak W, Trneny M, et all. Ibrutinin combined With Venetoclax in patients with Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study. Blood. 2023;142 (suppl2);,LBA-2

No tempo de
seguimento do
estudo nao foi

observada diferenga
estatisticamente
significatica na SG de
pacientes com LCM
tratados com I+V vs
braco comparador?




B TAXA DE RESPOSTA PROFUNDAS E DURADOURAS'

100 Ibr+Ven lbr+Pbo
100 - o (N=110) )
< 90
90 - P=0.12792 2 80 Mediana DR, 42.1 27.6
o meses
80 - § 70
(O]
n 60 - P=0.00042 g 50
Q
c 50 1 g 40
Q@ S 30
8 40 1 g 50 Ibr+Ven —m—
o 30 & .|  tbr+Pbo —m—
20 7 0 Adaptado de Wang M, et al. Blood. 2023: 142(Suppl.2):LBA-2
10 - 0 6 12 18 24 30 36 42 48 54 60
0 - Tempo desde a resposta inicial, meses
RC TRG
1LTP 110 93 83 72 66 58 52 37 15 1 0
mlbr+Ven (n=134) mIbr+Pbo (n=133)
>1LTP 99 85 72 62 50 42 35 22 8 1 0

RC: Resposta Completa / TGR :Taxa de Resposta Global
Adaptado de Wang M, et al. Blood. 2023: 142(Suppl.2):LBA-2

As taxas de resposta completa foram de

Respostas duradouras com o uso de
22% maiores em pacientes com uso de [+V?

IMBRUVICA® + venetoclax®

Os valores de a P foram determinados pelo teste de log-rank estratificado (fatores de estratificagéo: linhas anteriores de terapia [1-2 vs 23] e categoria de risco TLS [risco baixo vs aumentado]).
1. Wang M, Jurczak W, Trneny M, et all. Ibrutinin combined With Venetoclax in patients with Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study. Blood. 2023;142 (suppl2);LBA-2
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CONCLUSOES

* New drugs made a revolution
BUT
Mantle cell lymphoma isn"t CLL....




CONCLUSIONS

* Prepare your patient for a relapse
- Use better drugs early!
- Always think ahead!

A marathon, nota 100 m run....

(suggestion: keep an HLA matched donor in your pocket!!



LET'S LOOk FORWARD AND WORK HARD TO
FIND THE CURE!!

Meanwhile....




Obrigada! Gracias! Thank you!
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CONFIRA O CONTEUDO ATUALIZADO

MOC-Hemato

[ ]
:"-‘ danielleleao.hemato
¥ Dra Damelle Leao

LinkedIn: linkedin.com/in/danielle-leac

Orcid: 02.3140.2235

Site: linkme.bio/danielleleao.hemato/

danileao10@gmail.com




	Seção Padrão
	Slide 1
	Slide 2
	Slide 3
	Slide 4: Dr. Karl Lennert
	Slide 5: “Virtually all patients will eventually experience  refractory or relapsed disease,  with a virulent course of resistance and serial relapses, making treatment challenging"
	Slide 6
	Slide 7

	MCL 2L+ OPTIONS
	Slide 8

	IBRUTINIBE
	Slide 9: Ibrutinib – estudo RAY
	Slide 10

	ACALA
	Slide 11: Acalabrutinib – ACE-LY-004
	Slide 12: ACE-LY-004
	Slide 13

	ZANU
	Slide 14
	Slide 15
	Slide 16

	PIRTO POS OUTROS BTKI
	Slide 17
	Slide 18
	Slide 19
	Slide 20: BTKi Safety peculiarities
	Slide 21

	I+V - SYMPATICO
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27

	ASSOCIATION - OTHER DRUGS
	Slide 28

	CONCLUSÕES
	Slide 29: New drugs made a revolution BUT  Mantle cell lymphoma isn´t CLL.... 
	Slide 30: Prepare your patient for a relapse - Use better drugs early!  - Always think ahead!  A marathon, not a 100 m run.... (suggestion: keep an HLA matched donor in your pocket!!
	Slide 31
	Slide 32


