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High risk Mantle cell lymphoma

Overall survival (n=465)
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Mantle cell lvmphoma

young patient (<65) elderly patient (>65) compromised patient
First line treatment

conventional

immuno-chemotherapy
(VR-CAP, R-CHOP,BR, R-BAC)

\

dose-intensified

immuno-chemotherapy
(R-CHOP, high dose Ara-C)
= Autologous SCT

Best supportive care?
R-Chlorambucil
BR (dose-reduced)

i . . iR : R-CVP
— Rituximab maintenance Rituximab maintenance
_ immuno-chemotherapy
immuno-chemotherapy (BR, R-BAC) Immuno-chemotherapy
(R-BAC, BR) or targeted approaches (BR)
or targeted approaches or targeted approaches

* discuss: *
- Rituximab maintenance
- radioimmunotherapy

discuss:
- allogeneic SCT

higher relapse

Targeted approaches: Ibrutinib, Lenalidomide,
Temsirolimus, Bortezomib (preferable in combination )
Alternatively: repeat previous therapy (long remissions)

Dreyling, ESMO CR MCL 2017 (updated)
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PFS (%)

Patients at Risk
Ibrutinib + BR

Placebo + BR
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Mantle cell Lymphoma (older patients)

BR +/- Ibrutinib
Wang, NEJM 2022

Ibrutinib + BR Placebo + BR
(N =261) (N =262)
Median PFS, months 80.6 52.9
(95% Cl) (61.9-NE) (43.7-71.0)
Stratified HR (95% Cl) 0.75 (0.59-0.96)
p value 0.011*

—o6— |brutinib + BR
Placebo + BR

| | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 096

Months

261 228 207 191 182 167 152 139 130 120 115 106 95 78 39 11 0
262 226 199 177 166 158 148 135 119 109 103 98 90 78 41 11 0

Ibrutinib + BR and
R maintenance achieved:

Significant improvement in
median PFS by 2.3 years (6.7
VS 4.4 years)

25% reduction in risk of PD
or death
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Acalabrutinib plus bendamustine and rituximab in
untreated mantle cell ymphoma (MCL): Results from the
phase 3, double-blind, placebo-controlled ECHO trial
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Demographics and Baseline Characteristics

Acalabrutinib + BR Placebo + BR
n=299 n=299

Age, median (range), y 71 (65-85) 71 (65-86)

275y, n (%) 84 (28.1) 77 (25.8)
Male, n (%) 214 (71.6) 209 (69.9)
ECOG PS, n (%)

1 129 (43.1) 132 (44.1)

2 12 (4.0) 23 (7.7)
Tumor bulk =5 cm, n (%) 112 (37.5) 113 (37.8)
Blastoid/pleomorphic histology, n (%) 41 (13.7) 38 (12.7)
Simplified MIPI score, n (%)

Low risk 99 (33.1) 101 (33.8)

Intermediate risk 128 (42.8) 125 (41.8)

High risk 72 (24.1) 73 (24.4)
Extranodal disease, n (%) 264 (88.3) 277 (92.6)
TP53 status, n (%)?

Mutated 22 (7.4) 29 (9.7)

Unmutated 97 (32.4) 83 (27.8)
Ki-67, n (%)

<30% 133 (44.5) 126 (42.1)

>30% 139 (46.5) 147 (49.2)

aAll other patients in the acalabrutinib (n=180) and placebo (n=187) groups had unknown TP53 mutation status.
BR, bendamustine + rituximab; ECOG PS, Eastern Cooperative Oncology Group performance status; MIPI, Mantle Cell Lymphoma International Prognostic Index.



Best Overall Response and Complete Response Rates

* An additional 13% of patients achieved CR with acalabrutinib + BR

100 -
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80 - PR: 24,4%
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o
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30 - CR: 66,6%
CR: 53,5%
20
10 -
0
Acalabrutinib + BR Placebo + BR
(n=299) (n=299)

BR, bendamustine + rituximab; Cl, confidence interval; CR, complete response; ORR, overall response rate; PR, partial response.



PES (primary endpoint) Was Significantly Improved
With Acalabrutinib + BR

* Significant improvement in median PFS by ~17 mo
e 27% reduction in risk of PD or death?

100 7 Acalabrutinib + BR

""""" Placebo + BR
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_5 PFS events, n (%) 110 (36.8) 137 (45.8) e e+

ﬁ PD 57 (19.1) 33 1) 69% received BTKi as :

% 20 4 Median PFS, months 66.4 49.6 subsequent treatment

g (95% Cl) (55.1, NE) (36.0, 64.1)

Stratified HR (95% Cl), _
| logurank Pvalue 0.73 (0.57, 0.94), P=0.0160

0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months
Number at risk
Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
Placebo + BR 299 243 204 181 159 142 118 102 84 63 44 25 4 0

2At a median follow-up of 45 months.
ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; BTKi, Bruton tyrosine kinase inhibitor; Cl, confidence interval; HR, hazard ratio; NE, not estimable; PBR,
placebo + bendamustine + rituximab; PD, progressive disease; PFS, progression-free survival.



Overall Survival Including Crossover

100 Acalabrutinib + BR
---------- Placebo + BR
80
X
e
=2 607
2 i At = - - -+
S
v ABR PBR
©® 407 (n=299) (n=299)
g 0S events, n (%) 97 (32.4) 106 (35.5)
_| Median OS, months (95% NE NE
207 ¢ (72.1, NE) (73.8, NE)
Stratified HR (95% Cl), log-
(95%Cl),log- .86 (0.65, 1.13), P=0.2743
0 rank P-value
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
Number at risk

Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0

Placebo +BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0

Median follow-up of 45 months.
ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival; PBR, placebo +

bendamustine + rituximab.



PFS With and Without COVID-19 Deaths:

Prespecified Sensitivity Analysis

Full analysis population COVID-19 deaths censored
100 A —— Acalabrutinib + BR 100 A Acalabrutinib + BR
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o PFS events, n (%) 110 (36.8) 137 (45.8) B o PFS events, n (%) 83(27.8) 117(39.1)
oo PD 57(19.1) 99 (33.1) ' oo PD 57(19.1) 99 (33.1)
g 20 1 Median PFS, months 66.4 49.6 ' E 20 1 Median PFS, months NE 61.6
(95% Cl) (55.1, NE) (36.0, 64.1) : (95% CI) (66.4, NE) (49.6,68.9)
Stratified HR (95% Cl), _ : Stratified HR (95% Cl), _
| Toprank Prvalue 0.73 (0.57, 0.94), P=0.0160 . | Vogrank Prvalue 0.64 (0.48, 0.84), P=0.0017
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 O 1 1 1 1 1 1 1 1 1 1 1 1 1 * 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Number at risk Months Number at risk Months
Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0 Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
Placebo+BR 299 243 204 181 159 142 118 102 8 63 44 25 4 0 Placebo+BR 299 243 204 181 159 142 118 102 84 63 44 25 4 0

36% risk reduction when censoring COVID-19 deaths

ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; Cl, confidence interval; COVID-19, coronavirus disease 2019; HR, hazard ratio; NE, not estimable; PBR,
placebo + bendamustine + rituximab; PFS, progression-free survival.



OS With and Without COVID-19 Deaths:
Prespecified Sensitivity Analysis

Full analysis population (including crossover) COVID-19 deaths censored
100 - — Acalabrutinib + BR 1007 —— Acalabrutinib + BR
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®) OS events, n (%) 97 (32.4) 106 (35.5) @) OS events, n (%) 64 (21.4) 80 (26.8)
20 4 Median OS, months NE NE 20 4 Median 0S, months NE NE
(95% C1) (72.1, NE) (73.8, NE) (95% CI) (NE, NE) (73.8, NE)
Stratified HR (95% Cl), _ Stratified HR (95% Cl), _
0- log-rank P-value 0.86 (0.65, 1.13), P=0.2743 0 log-rank P-value 0.75 (0.53, 1.04), P=0.0797
O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months Months
Number at risk Number at risk

Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0 Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0
Placebo+BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0 Placebo+BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0

ABR, acalabrutinib + bendamustine + rituximab; Cl, confidence interval; COVID-19, coronavirus disease 2019; HR, hazard ratio; NE, not estimable; OS, overall survival; PBR, placebo +
bendamustine + rituximab.
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 MCL patients

» previously untreated

- stage II-IV

« younger than 66 years
 suitable for HAand ASCT
« ECOG 0-2

* Primary outcome: FFS

» Secondary outcomes:
* Response rates
« PFS,RD
« OS
« Safety
Dreyling, Lancet 2024

TRIANGLE: Trial Design

Arm A (control)

R-CHOP/
R-DHAP x3

ASCT

Observation

Arm A + | (experimental)

ASCT

2 yrs I-maintenance [ Observation

Arm | (experimental)

2 yrs |-maintenance [ Observation

« R maintenance was added following national guidelines

in all 3 trial arms

« Rituximab maintenance (without or with Ibrutinib) was started in
168 (58 %)/165 (57 %)/158 (54 %) of A/A+l/l randomized patients.
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0.3- median follow-up = 31

0 2_' = A, median not reached
= = A-+|, median not reached
0.14 ~— I median not reached
0.0-
rFrrrr 11t 1 v 1t 1t
0 6 12 18 24 30 36 42 48 54 60 66 72
Numbers At Risk months from randomisation
A 288 252 237 206 162 126 85 54 27 12 2 0
At 292 270 253 226 184 137 109 65 40 17 3 1

' 290 269 257 229 180 133 100 68 34 16 4 3

TRIANGLE: FFS Superiority of A+l vs. | ?

« Test A+l vs. | ongoing,
no decision yet

Next lymphoma

treatment (among A I

. s g A+l (n=
patients with first (n=68) (n=35) (n=37)
treatment failure)
Treatment
with Ibrutinib 34 79% 4 24% 3 11%
Treatment
without Ibrutinib 9 21% 13 76% 24 89%
No treatment 25 18 10

A+I arm: IR-CHOP/R-DHAP+ASCT+I; T arm: IR-CHOP/R-DHAP+I. I: ibrutinib
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Relapsed Mantle cell Lymphoma

|

Fortgeschrittene Stadien

~

asymptomatisch
indolent

:

wWE W

EHA 2024, P112:
SONROTOCLAX AND ZANUBRUTINIB

-

symptomatisch

und/oder
progredient

Ibrutinib-Vortherapie

l

Frihrezidiv (FOD24):

CAR T-Zellen:
Pirobrutinibi
Venetoclax?

Spétrezidiv:
Ibrutinity
Immunchemotheapie

CAR T-Zellen?
Pirtobrutinibt
Veneloclax2

Ibrutinib-Versager:
CAR-T-Zellenz
Firtobrutinibl

Veneloclax:

Lenalidomid +/- Rituximak
Immunchemaotherapie

’{ keine |brutinib-Vortherapie

l

Frihrezidiv (POD24):
|brutiniby

Spatrezidiv:
Ibrutinib
oder
Immunchemotherapie

I
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Relapsed Mantle cell Lymphoma
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Fortgeschrittene Stadien

~

asymptomatisch
indolent

:

wWE W

EHA 2024: 5231: Glofitamab

-

symptomatisch

und/oder
progredient

Ibrutinib-Vortherapie

Frihrezidiv (FOD24):
CAR T-Zellen?

Pirobrutinibi
Venetoclax?

Spétrezidiv:
Ibrutinity
Immunchemotheapie
CAR T-Zellen?
Pirtobrutinibt
Veneloclax?

!

Ibrutinib-Versager:
CAR-T-Zellenz
Firtobrutinibl

Veneloclax:

Lenalidomid +/- Rituximak
Immunchemaotherapie

’{ keine |brutinib-Vortherapie

Frihrezidiv (POD24):
|brutiniby

Spatrezidiv:
Ibrutinib
oder
Immunchemotherapie

I
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Mantelzell-Lymphom

EHA 2024

=Erstlinie;: R-Chemo +Ibrutinib
=Rezidive: BTK-Inhibitor-Kombination (Ibru/Ven)

*BTK-Versager: CAR T-Zellen, (Pirtobrutinib), Venetoclax,

(Glofitamab)
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