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Mantle cell lymphoma —
First line treatment — focus on High Risk
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A Clinical Analysis of Two Indolent Lymphoma Entities: Mantle Cell
Lymphoma and Marginal Zone Lymphoma (Including the Mucosa-
Associated Lymphoid Tissue and Monocytoid B-Cell Subcategories):
A Southwest Oncology Group Study

By Richard . Fisher, Steve Dahlberg, Bharat N. Nathwani, Peter M. Banks, Thomas P. Miller, and Thomas M. Grogan

In summary, batiems with advanced stage MZL have a
clinical course similar to that of other patients in WF A
through E, although patients with advanced stage MALT

Blood, Vol 85, No 4 (February 15), 1995: pp 1075-1082

lymphomas may have a more aggressive course than pre-
viously recognized. However, patients with MCL do not
have an indolent lymphoma and are candidates for innova-
tive therapy.

Efficacy of Four Different Regimens in 64 Mantle-Cell
Lymphoma Cases: Clinicopathologic Comparison With
498 Other Non-Hodgkin’s Lymphoma Subtypes

CHVmP=VE y oo o.10
~“ProMACE - MOFP
cop

By |. Teodorovic, S. Pittaluga, J.C. Kluin-Nelemans, J.H. Meerwaldt, A. Hagenbeek, M. van Glabbeke, R. Somers,
L. Bijnens, E.M. Noordijk, and C. De Wolf Peeters for the European Organization for the Research and Treatment of
Cancer Lymphoma Cooperative Group

L

Purpose: Before r izi tle-cell lymph ment with interferon alfa-2a (IFN) or no further treat- l

{MCL) as a distinct entity, these patients were grouped
into low-grade (LG) or intermediate-/high-grade catego-
ries (IGHG) uc:ordmg to the Working Fermulation and
received various therapies. This was a unlquc oppurm

ment.

Results: MCL patients compared with IGHG subtypes
showed a similar overall survival and response rate, but
shorter duration of response und progression-free sur-

nity to evaluate :hurﬂﬂeruilcs, b
and of p with MCL from Mu
phase i lrluls conducted by the European Organization
for the Research and Treatment of Cancer {EORTC):
EORTC 20855 IGHG and EORTC 20556 LG.
Methods: After histologic review, 64 di-
agno m MEL patients (29 IGHG and 35 LG) were com-
pared with other puhlnls in lholr mspl:ti\r. trials. In the
IGHG group, pati yclophosphal , doxo-
rubicin, id |VM ), predni: wvincristine, and
blaomycm (CHVmP VB) or modlﬁed doxorublcm o
poside {VP16),
vin:mhm, procarbazine, and pr-dnuam {ProMACE-
MOPP). In the LG group, after receiving q\:hphnsphu-
mide, vincrishi und," (VF)'
P were T db

treat-

vival, Comp: with LG p their resp rate,
durafion of uspoml and progression-free survival
showed no difference, while their overall survival was
nearly twice shorter. MCL patients treated with CHYmP-
VB had the longest survival. No treatment showed any
significant improvement in terms of progression-free sur-
vival.

Conclusion: These data confirm that MCL represents
a clinicopathologic entity. In terms of survival, it behaves
like IGHG subtypes, while in terms of progression-free
survival, it behaves like LG lymphoma, It is still not clear
which first-line treatment offers patients with MCL the
best chance to obtain both a complete response (CR) and
a long-term survival.

J Clin Oncol 13:2819-2826. © 1995 by American So-
ciety of Clinical Oncology.
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Mantle-Cell Lymphomas Have More Widespread Disease and
a Slower Response to Chemotherapy Compared With Follicle-

Center Lymphomas: Results

of a Prospective Comparative

Analysis of the German Low-Grade Lymphoma Study Group

By Wallgang Hiddemann, Michael Unterhall, Richard Herrmann, Hans-Heinrich Waliien, Emnst-Diefrich Kreuser,
Lorenz Triimper, Monika Reuss-Borst, Elke Terhardt-Kasten, Mechthild Busch, Andreas Meubauer, Ulrich Kaiser,
Rolf-Dieter Hanrath, Helmut Middeke, Gisela Helm, Mathias Freund, Harald Stein, Markus Tiemann, and Reza Parwaresch

Purpose: To compare mantle-cell lymphomas (MCLs)

and follcle-conter hm"lami [Fcu) for their features
of clinical p
prognosis on the basis of a m:pmm .-uml-.....d
elinical trial. "

Patients ond Methods: Patients with MCL and FCL

h d onto th " : !

45%; nonsignificant [NS]). Response to chemotherapy
was significantly lower in patients with MCL {complete
remission [CR] + partial remission [PR], 69% v88%p <
+05) and occurred of @ slower pace. Patients with MCL
also had a sharter event-free interval (median, 8 v 24
months; P < .0001) and eversll survival (median, 28 v
77 months; P < .0001). In both subtypes, however,

o vimeristons. and .
(COP) versus prednimustine and mitoxantrone (PmM)
followad by a second randamization for interferon (IFN)
maintenance versus observation only.

Results: One hundred sixty-five of 234 patients had
FCL and 45 of 234 patients had MCL. With FCL, both
sexes were equally offected (men, 47%); patients with
MCL were predominantly men (78%; P < .0004) and
had a higher median age (64 v 53 years; P < .0001).
Patients with MCL also had more widespread disea-~
reflected by the proportion of patients with two
greater extranodal manifestations (43% v 21%; P
.005) and nine or greater invalved nodal areas (647

—

No.involved stes 1 22
597, Waoomon; < 03

Fig 4. Frequency of residual nodal manifestations after maximum re-
sponse in MCLs and FCLs.

pa ith less than rwao residual wm mnm'-l
tationsin i
nosis with an estimated 5-year survival urgrumrnmn
60% for MCL and greater than 75% for FCL.

Conclusion: MCL and FCL differ substantially in their
features of

presentation, response fo chemotherapy,
iy Brfhiermiarn

aftor of pa-
tients with different prognosis and may be used for the

*

so% FCL (C8-CC)

Mo involved stes 1 22

0 B 72 18 24 30 36 42 48 54 60 68 72 78
tanens.

597, Log-ank P« 0001

Fig 6. Owerall survival in MCLs and FCLs.




Development steps of treatment of MCL

—Establishment of
— Dose intensification (HDT)
— Introduction of especially active cytostatics (cytarabinosid, bendamustine)

— |dentification of effective targeted agents (Proteasome inhibitors, BTKi, BCL-2i,
Celmods)

— Introduction of T-cell engaging therapies



Development steps of treatment of MCL

—Establishment of
— Dose intensification (HDT)
— Introduction of especially active cytostatics (cytarabinosid, bendamustine)

— |dentification of effective targeted agents (Proteasome inhibitors, BTKi, BCL-2i,
Celmods)

— Introduction of T-cell engaging therapies

—Work in progress
— Combination approaches
— Tailoring of treatment based on individual risk profiles.



MIPI-C is valid in elderly and younger
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Ki67 high OR p53 ICH > 50% or Blastoid morphology

1.0 1.0-
- MCLYounger/Elderly 1 MCLYounger/Elderly

0-9'_ median follow-up = 6.4 0-9'_

0.8- — No HRD, median = 6.3 0.8-

0.7- = HRD, median = 2.2 0.7

p < 0.0001

probability
(]

o
probability
o
i

0.31 0.37  median follow-up = 6.4
0.2 R 0.24 — No HRD, median not reached
0.1_' 0_1_' — HR[()),Orgg(;Iian=4.0
] ] p=v.
OOI'I'I'I'I'I'I'I'I'I'I'I'I'I'I D'0|'|'|'|'|'|'|'|'|'|'|'|'|'|'|
O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 o1 2 3 4 5 6 7 8 9 10 11 12 13 14
Numbers At Risk years from start of treatment Numbers At Risk years from study registration
NoHRD 130 113 98 87 72 53 43 33 22 15 8 4 O No HRD 132 121 111 101 91 72 61 44 33 22 12 5 O

HRD 224 144 103 80 ©62 48 34 25 14 12 8 4 1 O HRD 233 183 138 108 88 /0 54 39 23 16 11 5 O



First line treatment
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104 Median (IQR; months)
09 —BR 695 (26-1 to notyet reached)
—R-CHOP  31.2(152-657)
0-8-|
07
) 2 06
2 o5
£ o4d
034
0-24
014 HROS58(95%C10-44-074)
. P<0-0001
o T T T T P T T 1
12 24 36 48 0 72 84 96
Number at risk Time (months)
B-R 207 169 125 71 E=) 19

—R-CHOP superior to R-FC ST

B-R=bendamustine plus rituximab. R-CHOP=CHOP plus rituximab.

— R maintenance superior to I[FN

~Z£ %\LEC%\?H"L_E
—RB equivalent to R-CHOP k‘*“w?
—Role of Rm after RB not formaly proven, but 1

reasonable evidence s S S w—,

Time since randomisation (months)

mber at risk
(number censored)
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Figure 2: Final analysis of overall survival In the Intention-to-treat population
R-CHO b, d ibicin, vincristine,

¥ X VR-CAP=bortezomib, rituximab, cyclophosphamide, daxorubicin, and prednisone
HR=hazard ratio

—VR-CAP superior to CHOP

LONG TERM FOLLOW-UP -7y
| Median follow-up 86 months (57-107) ]

—R-BAC intensive alternative with long term \\\— \\\__
remissions ; ;
§ 7y PFS 56% (95%Cl 41-67) § 7y 0S 63% (95%Cl 46-72)
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Maintenance rituximab (MR) after first-line BR or R-CHOP in
patients with MCL from a large US real-world cohort

Real world TTNT Real world OS

100 - 100 -
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= .
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o h ©
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S
25 BR Alone | BR + MR |R-CHOP Alone| R-cHOP + MR| FWTTNT: R-CHOP 25 -
n=728 n = 458 n= 258 n =180
Median reTTNT 370 N7 BR Alone | ER + MR |R-CHOP Alone| R-CHOP + MR
(95% CI3, months (329-406) MNR (18.6-26.9) NR n=728 | n=d458 n = 255 n =180
FWTTNT rate at 51 75 38 66 rwOS rate at 76 85 77 88
36 months, % (95% CI}| (46-55) | (70-79) (32-45) (59-74) 36 months, % (95% CD| (72-80) | (B1-89) (72-83) (83-83)
O _| | Log-rank test p value < 0.001 = 0.001 ID Log-rank test p value 0.00 0.030
| | | I [ | T | |
0 12 24 36 (0] 12 24 36

MR was associated with improved rawTTNT and rwOS with both BR and R-CHOP



SHINE - Trial Design

g Rituximab maintenance

BR induction for 6 cycles every 8 weeks for up to 2
Patients years

. Primary endpoint:
* Previously untreated MCL
« 265 years of age

N =523 Ibrutinib 560mg (4 capsules daily) until PD or unacceptable * PFS (investigator-assessed)
« Stage -V disease toxicity
+ No stem cell transplant Key Secondary endpoints:
_ ) » Complete response rate
Stratification factor and overall response rate

« Simplified MIPI score (low - . :
vs intermediate vs high) ppspme  Rituximab maintenance

BR induction for 6 cycles every 8 weeks for up to 2 * Overall survival
years + Safety

* Time to next treatment

Enrol‘lje: bethen ;:I]:); 2013 Data cutoff for the primary
and November in i i ici is:
e e Placebo (4 capsules daily) until PD or unacceptable toxicity analysis: June 30, 2021

Median follow-up: 84.7 months

Wang et al., EHA 2022; S209 (oral presentation; Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJM0a2201817. Online ahead of print.



PFES

Ibrutinib + BR Placebo + BR

100 4 (N =261) (N =262)

g 90+ ey mene - oNe wizoo  ° Ibrutinib combined with BR
& 80 Stratified HR (95% Cl) 0.75 (0.59-0.96) and R maintenance
Sg 70 pralue oo demonstrated a 25%
89 60 reduction in the relative
&I 50 - 20— iy risk of disease progression
fg 40 e or death versus BR and R
£ 30_ maintenance
5 20

10 | —e— Ibrutinib + BR - Significant improvement

0 Placebo + BR in median PFS: 80.6 month
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 (6.7 years) versus 52.9
Months months (4.4 years) (A=2.3
Patients at Risk yea rs)

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



PFES in high risk patients

(B)

100
90 -
80 4
704
60 -
50 -
40 -

30 -
20 L‘ —

104 == lbrutinib + BR |
—i— Placebo + BR

Patients Progression-free
and Alive (%)

1 1 1 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Months

No. at Risk
Ibrutinb +BR 26 21 15 14 13 11 9 7 6 5 4 4 4 3 1 1

Placebo+BR 24 16 11 9 8 7 7 7 5 4 4 4 4 4 4 1

Wang et al., NEJM, 2022, suppl



Overall Survival Similar in Both Arms

Ibrutinib + BR Placebo + BR

100 4 /e (N =261) (N =262)
90 h Median OS, months NR NR AE—— S
7] HR (95% Cl) 1.07 (0.81-1.40) rutinio+ acebo+
80 Cause of death (N=261) (N=262)
og 70 4 Death due to PD 30 (11.5%) 54 (20.6%)
S 60 -
'<_E Death due to TEAEs* 28 (10.7%) 16 (6.1%)
50 - i
..3 E 0 Death during post-
K7 40 - ! 55% treatment follow-up 46 (17.6%) 37 (14.1%)
E 30 E period excluding PD
20 A Total deaths 104 (39.8%) 107 (40.8%)
10 | —e—Ibrutinib + BR :
— 4+ Placebo + BR E *The most common Grade 5 TEAE was infections in the ibrutinib
0 - ; and placebo arms: 9 vs 5 patients. Grade 5 TEAE of cardiac

(I) 6I 1|2 1I8 2|4 3|0 3I6 4|2 4I8 5|4 6IO 6I6 7|2 7I8 84 9IO 9I6 disorders in 3 vs 5 patients, respectively.

Months

Patients at Risk
Ibrutinib + BR 261 239 221 208 197 187 171 163 158 152 145 138 128 118 70 25 0

Placebo + BR 262 244 223 212 203 197 188 177 171 165 159 154 147 137 90 31 2



Chemofree: Ibrutinib | Rituximab

TABLE 1. Baseline Characteristics of 50 Patients at IMCL-2015

Inclusion
Characteristic Patients (N = 50)
Median age, years (range) 65 (40-85)
Sex, No. (%)

Male 33 (66)

Female 17 (44)
ECOG 0O-1, No. (%) 50 (100)
Spleen size, cm, median (range)® 13 (9-29)
Lymph node size, mm?

No enlarged and no FDG uptake, No. (%) 11 (22)

Longest diameter, median (range) 21 (13-43)
BM involvement 44 (88)
Ann Arbor stage, No. (%)

I-11 3(6)

-1V 47 (94)
WBC count (% 10%/L), median (range) 122 (3.7-126)
PB involvement by flow cytometry, No. (5%6) 44 of 49 (90)
Hemoglobin (< 110 g/L), No. (%) 3(6)
Platelet count (=< 100 x 109L), No. (%) 4 (8)
Serum LDH (= ULN), No. (%) 4(8)
Serum B2-microglobulin (= ULN), No. (%) 22 of 45 (49)
MIPI, No. (%)

Low risk 12 (24)

Intermediate risk 19 (38)

High risk 19 (38)

Patients allocated to receive IR combination (N = 50)

Discontinued early in=4}
ertabral fracturas in=1)
Sewvere aplastic anemia n=1)
Treatment-related toxicity (n= 1)
Withdrawal by patient n=1)

Patients evaluable for response after C12 with Lugano criteria and MRD data (n = 46)

Ongeing (not ra

Discontinued n=2)
Progression n=1)
Pancreatic adenocarcinoma (n= 1)

ached C24; n=T7}

Patients evaluable for response after C24 with Lugano criteria and MRD data (n = 37)

MRD {-) MRD {+)
STOP ibrutinib ongoing ibrutinib
as per protocol (n = 24) as per protocol (n = 11)

Discontinued in=3)
Prograssion n=2)
Ischemic stroke (n = 1}

Discontinued
progression (n = 1)

Patients included in safety and efficacy analyses (N = 50}

Pending MRD
assassment (n = 2}




brutinib Rituximab -
results

TABLE 3. Responses After 12 Cycles of IR Combination and According to Molecular Subtypes (nnMCL or eMCL) and TP53 Mutational Status

Gene Expression Profile LMCL16

Response All Patients (N = 50) naMCL (n = 17) cMCL (n = 14) Wild-Type (n = 35) Mutated (n = B)
Overall responss 42 (84, 74 to 94) 15 (88) 12 (86) 31 (89) 5 (83)

CR 40 (80, 69 to 91) 14 (82) 11 (79) 29 (83) 5(83)

PR 2(4,0t09) 1(6) 17 2 (6) -

SD 3 (6,01t 10) 1B} 17 38 —

PO 1(2,0t086) 1(B) _— —_ 117}
MNonevaluable® 4 (8,010 15) —_ 107 103 —_

MNOTE. Data are MNo. (3%, 95% CI).
Abbreviations: cMCL, corvertional MCL molecular subtype; CR, complete response; IR, ibrutinib, rituximab combination; MCL, martle cell lymphoma;

nnMCL, non-nodal MCL molecular subtype; PD, progressive disease; PR, partial responss; SD, stable diseass.

*Four patients were nonevaluable at 12 manths of treatment because of treatment discontinuation: severe aplastic anemia, skin rash, and withdrawal
consent because of treatment intolerance and unrelated event with vertebral fractures.
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Key Trials: ENRICH

Bendamustin/

CHOP
Rituximab Rituximab maintenance
Untreated, non |
transplant scheduled,
Phase Ill.
Ibrutinib until Progression
Rituximab Rituximab maintenance

https://doi.org/10.1186/ISRCTN11038174



EMCL-elderly 2023: VIRAL — Phase |

Ibrutinib induction and post induction

Bendamustin
Rituximab Rit
Rituximab Rit

Venetoc -

Ibrutinib induction arjs
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Intensive treatment
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Randomized trial of the EMCL-network

alternating every 3 weeks TBI + Autograft

Follow-up every 3 months

MCL Younger
< 65 years

R)

MRD every 3 months

-

Follow-up every 3 months

week 1 5 9 13 17 2

R-CHOP 6 cycles Dexa Cyclo
every 3 weeks BEAM TBI + Autograft



@] - - e e el h_
- High-Dose Cytarabine
- A B
é Ste m _cel I Tra nsp I a nta o —— RCHOP —— RDHAP o —— RCHOP —— R-DHAP
il
= —
= Lymphoma: Long-Tern| £ .=/ 2 o
‘E - % 0.50 § 0.50
— Randomized Mantle C| = £
— . = 0.25 i © 025 ]
= Trial of the European |- -
:L h N k 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
.
e ymp oma Etwor Time (years) Time (years)
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- No heterogeneity of treatment effects was seen in subgroup
analyses for sex, MIPIl, Ki-67, MIPIl-c, and cytology
(Data Supplement). Efficacy of cytarabine tended to be
stronger with high pb3 expression (> 50%) and for high-
risk MCL.
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TP53 mutation in HDT-treated patients

LYMPHOID NEOPLASIA

TP53 mutations identify younger mantle cell lymphoma patients who do
not benefit from intensive chemoimmunotherapy

Christian W. Eskelund,'? Christina Dahl,® Jakob W. Hansen, "> Maj Westman,* Arne Kolstad,® Lone B. Pedersen,’
Carmen P. Montano-Almendras, ' Simon Husby,'? Catja Freiburghaus,® Sara Ek,® Anja Pedersen,'? Carsten Niemann,’
Riikka Raty,” Peter Brown," Christian H. Geisler," Mette K. Andersen,* Per Guldberg,® Mats Jerkeman,® and

Kirsten Gronbaek'?
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Alternative induction treatment

REGULAR ARTICLE

Rituximab/bendamustine and rituximab/cytarabine induction therapy for
transplant-eligible mantle cell lymphoma

Reid W. Merryman,' Natasha Edwin,? Robert Redd,® Jad Bsat," Matthew Chase,* Ann LaCasce,’ Arnold Freedman,' Caron Jacobson,’
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Eric Jacobsen'*
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Figure 2. PFS and OS. PFS (A), PFS by cohort (B), OS (C), and OS by cohort (D). @

*P.A. and E.J. contributed equally to this study.
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Alternative induction treatment

Term N Hazard ratio (95% CI) p-value
Cohort .

DFCI trial 23 i Reference

DFCI off — trial 47 —— | 1.84 (0.46, 7.27) 0.39

WUSTL trial 18 }E 0 > 4.14 (0.85, 20.20) 0.079
RB/RC schedule '

Sequential 70 i Reference

Alternating 18 H B | 2.73 (0.81,9.17) 0.10
Cytarabine starting dose E

> 3 gm/m? 29 ! Reference

<3 gm/m? 56 [ : n | 1.87 (0.58, 6.07) 0.30
Sex :

Female 24 i Reference

Male 64 ——il | 1.78 (0.50, 6.35) 0.37
Ki6? |

<30% 49 i Reference

> 30% 21 | | 2.34 (0.68, 8.10) 0.18
MCL subtype i

Other 76 i Reference

Blastoid/Pleomorphic 11 E: I = 3.47 (1.07,11.19) 0.038
MIPI score i

Low 47 i Reference

Intermediate 16 | | 1.92 (0.46, 8.06) 0.37

High 17 i: B > 4.25(1.19, 15.13) 0.026
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De-escalation for induction treatment

REGULAR ARTICLE @ blood advances A io) .
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Figure 2. Crude outcome comparisons between R-B and R-CHOP/R-DHAP. (A) PFS. (B) EFS. (C) OS.

Figure 1. Patient identification.




TRIANGLE: study design

MCL patients

previously untreated
stage II-IV

younger than 66 years
suitable for HA and ASCT
ECOG 0-2

Primary outcome:
— FFS

Secondary outcomes:
— Response rates
— PFS,RD
— 0OS
— Safety

Arm A (control)

ASCT Observation

ASCT [ 2 yrs I-maintenance H Observation

Arm | (experimental)

2 yrs I-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 randomized patients.

Dreyling et al. ASH 2022; Plenary Scientific Session 1



Triangle: A+l vs |

g
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"\.\' Arm | (sxasrmental)

«annesdad abba O C1A5E0

2 yra Fmsintenance |H Ghaananan |

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

Next lymphoma

1.0+
0.9
0.8
0.74
2 0.6
'_8 ]
3 O.Sj
s 04-
0.371  median follow-up = 31
0 2: = A, median not reached
! = A+|, median not reached
0.14 = I median not reached
0.0~
AN T LR L D S R PR B L R
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
Al 292 270 253 226 184 137 109 65 40 17 3 1
' 290 269 257 229 180 133 100 68 34 16 4 3

A arm: R-CHOP/R-DHAP+ASCT; A+I arm: IR-CHOP/R-DHAP+ASCT+I; I arm: IR-CHOP/R-DHAP+I. I: ibrutinib

treatment (among A A+l I
patients with first (n=68) (n=35) (n=37)
treatment failure)

Treatment

with Ibrutinib 34 79% = 24% 3 11%
Treatment

without Ibrutinib 9 21% 13 76% 24 89%

No treatment 25 18

10

Dreyling et al. ASH 2022; Plenary Scientific Session 1



Triangle: overall survival

1.0
0.9+
0.8-
0.7
2 0.6
% 4
3 0.5*_
ol U.4j
0.3 median follow-up = 31
0 2; = A, median not reached
=1 = A+, median not reached
0.14 ~— | median not reached
IDJO#I‘]'lrl‘l‘[‘l‘[‘l'lfl’l'l
0 6 12 18 24 30 36 42 48 54 60 66 72
Numbers At Risk months from randomisation
A 288 270 256 230 181 145 97 63 32 15 2 0
A+l 292 280 262 238 195 142 113 67 42 19 4 2

' 290 281 272 248 197 145 109 77 38 16

A arm: R-CHOP/R-DHAP+ASCT; A+l

arm: IR-CHOPF/R-DHAP+ASCT+I; I arm: IR-CHOP/R-DHAP+I. I: ibrutinib

4

3

= 3-year OS:
“A: 86% (MCL Younger exp.: 84%)
“A+l: 91%
“|: 92%
* Too early to evaluate
statistical significance

Dreyling et al. ASH 2022; Plenary Scientific Session 1



TRIANGLE: FFS Superiority of A+l vs. A
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Fortgeschrittene Stadien ]

Today age still
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und/oder
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treatment
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EMCL-Trial strategy for HighRisk CAR-T in firstline

’ MRO Dizgnostics

t Response Assessment (CT or PET-CT)

Active FU

%%

3mo [3mo [3me [3me

ttTimtm?mI

%E'“-\_{.ﬂvenm Forel
“&L:_\_d‘\ —
~
R-CHOP [+]
[214. 2days  [21d [214. 2days  [21d | 28 days J8 days | | | | |
22 weeks |4weekx | | ‘ |
65mo & months [Bmo[3mo[3mo 3mo| 6me | &mo | &mo |
Lyear I L5years I Lyear |
I\'\_\\..
Both arms: || | Active FU > Long Term FU (Register])
—~
I/./
Gmo Gma bmo Gmo until a maximum of 15 years after CAR-T-cell Infusion
Efficacy evaluation all 12 mo until EOT

Hess, Dreyling - under submission on behalf of the EMCL - confiential, not for lease




Summary

—Mantle Cell Lymphoma prognosis has improved over the recent years
— Introducion of ARA-C, Rm and in the past HDT
— Introduction of BTK in relapse and now firstline, at least for younger patients

—High risk definition
— Still can not be used for treatment recommendation in every patient
— In younger: TRIANGLE like treatment would be the primary choice

— In elderly patients optimal treatment yet to be defined
— Waiting especially for results of ENRICH, OASIS, VIRAL

— Incorporation of new approaches (CAR’s, Bispecs etc) highly attractive.



Understand treatment pathways

EUROPEAN

MCL

NETWORK

Patient therapypath (all patients=453)

firstline secondline thirdline fourthline fifthline sixthline seventhline eighthline ninthline

> 1500 patients included
Do R GRT . h Ciorle W Leslonds = OterAmody 10 countries open
= QOther Chemotherapy Other Novel Agent ™ Radiation Rituximab mTOR . .
Open for cooperation / collaboration
www.emcl-register.net
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