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Multicenter Evaluation of MCL
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Cause-specific survival of the main
B-cell lymphoma subtypes
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Significant improvement in OS in the last 10 years:
1) introduction of dose-intensive strategies upfront in younger patients
2) availability of novel agents in older patients or in the r/r setting.




Regimens not including ASCT R-HyperCVAD+MTX-Ara-C

Time to failure

Probability

Time (years)

<65, 65 pts: 8-year TTF 46%
>65 , 32 pts: 8-year TTF 16% Romaguera J et al , BJH 2010
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Modified HDS with rituximab (R-HDS)
given prior to PBC collections for MCL
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Quantity and quality of PBPC harvests after CT

and AraC + Rituximab

100+ ~100 -
L] _,,:E 90+ g
Q> 8094 __ -80 L
+§ S 70- 2
03 50+ =a
S B 40- =
5 9 2
= > 304 <
@ ®
> 2 201 a
104 =4 @
0 T T
<
S &
S A
o )
Q o)

Gianni AM et al Blood 2003



Update of 83 MCL Patients Treated with R-HDS
(Median follow-up 44 months, range 3-96 months)

ORR=100% CR= 94% PR= 6%
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Courtesy of Sergio Cortelazzo
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Percent survival

P<0.0001

Event-free Survival
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Nordic Lymphoma Study Group
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Progression-free Survival
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No Ara-C R-Ara-C
NORDIC MCL MCL1 (1996-2000) MCL2
PROTOCOL # (-CHOP=>ASCT) || (2000-2006)
Nunrber of a1 160
cases included
ORR pre- 76% 96%
transplant
CR/CRu pre- 27% 54%
transplant

Geisler et al, Blood. 2008



Nordic Group: Survival of MCL 2
by MIPI (N = 158)
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Addition of high-dose cytarabine to immunochemotherapy @"'\C@
before autologous stem-cell transplantation in patients

aged 65 years or younger with mantle cell lymphoma

(MCLYounger): arandomised, open-label, phase 3 trial of

the European Mantle Cell Lymphoma Network

Olivier Hermine®*, Eva Hoster*, Jan Walewski, André Bosly, Stephan Stilgenbauer, Catherine Thieblemont, Michal Szymczyk, Reda Bouabdallah,

Michael Kneba, Michael Hallek, Gilles Salles, Pierre Feugier, Vincent Ribrag, Josef Birkmann, Roswitha Forstpointner, Corinne Haioun, Mathias Hanel,
René Olivier Casasnovas, Jirgen Finke, Norma Peter, Kamal Bouabdallah, Catherine Sebban, Thomas Fischer, Ulrich Diihrsen, Bernd Metzner,

Georg Maschmeyer, Lothar Kanz, Christian Schmidt, Richard Delarue, Nicole Brousse, Wolfram Klapper, Elizabeth Macintyre, Marie-Héléne Delfau-Larue,
Christiane Pott, Wolfgang Hiddemann, Michael Unterhalt, Martin Dreyling, on behalf of the European Mantle Cell Lymphoma Network



MCL Network younger Trial

‘ Intensive schemes including ASCT
S’

2 x R-CHOP

V

DexaBEAM

(stem cell mobilization)

4

4 x R-CHOP / \ R-CHOP/R-DHAP

PR, CR

PR, CR

Cyclo 120mg/kg
+ TBI 12 Gray

PBSCT

alternating

stem cell mobilization
after course 6

\

TBI 10 Gray
Ara-C 4x1.5 g/m2
Melphalan 140 mg/m2

PBSCT

Hermine O, et al. Lancet Oncology 2013.



Intensive schemes including ASCT
MCL Network younger Trial
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0.94 .
] Hazard Ratio
0.8 0.68
0.7 "
g 0.6 —
8 ou g
s 04— e bm it ot
0.34 p=0.0382
0.2 median follow-up = 41
0.1 — R-DHAP, median not reached
i === R-CHOP, median = 47
OO T T I I | T [ T | T I T [ T T
0 12 24 36 48 60 72 84
numbers at risk months since randomization
R-DHAP 223 175 136 96 51 32 8 0
R-CHOP 227 163 125 82 53 26 4 0

Hermine O, et al. Lancet Oncology 2013.



Intensive schemes including ASCT
MCL Network younger Trial
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Hermine O, et al. Lancet Oncology 2013.



MRD Landmark analyses for PFS in remission

After R-CHOP/R-DHAP/ASCT younger
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PB- 47 38 3 17 8 1 0
PB- 74 70 57 42 36 16 6 0 PR+ 9 4 5 1 0
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Achievement and preservation of MRD response is a strong independent predictor
of prognosis in MCL and correlates significantly with long-term survival

Cox regression: independent of MIPI, trial and treatment arm

Pott et al., ASH 2014; abstract 147 (oral presentation)



Bortezomib maintenance (BM) versus Consolidation (BC) after
induction therapy and ASCT in younger MCL: CALGB (Alliance 50403)

* Multicenter, prospective randomized phase Il study

BC
1.3mg?d.1,4,8,11,q 21
Untreated pts 2 18-60 yrs / days for 4 cycles
with MCL treated with (n =50)
mega R-CHOP + MTX/ Ara- Random
C, CBV —ASCT 102 BM
(151 pts) 1.6 mg/m2d 1,8,15,22.
Alternate months for 18
(n=52)

* Primary end point : PFS

I N N N

Transplant Pre % Post % Pre % Post % Pre % Post %
CR+PR 63.5 82.7 52.0 82.0 57.8 814
6 yrs PFS 58 % 64 % 5 yrs PFS 64 % 52 % 0.0026

Kaplan D et al ASH 2015 oral session abs 337



Bortezomib maintenance (BM) versus Consolidation (BC) after
induction therapy and ASCT in younger MCL: CALGB (Alliance 50403)

Product-Limit Survival Estimates
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Kaplan D et al ASH 2015 oral session abs 337



Young patient (<65)

Dose-intensified
Immuno-chemotherapy
-CHOP + R-high dose Ara-
(alternating or sequential)
=>ASCT)

High tumour load:
Immuno-chemotherapy
(e.g. BR, R-DHAP)

Allo-transplant
Radioimmunotherapy
Rituximab maintenance

Targeted approaches: Temsirolimus, Borte
(preferable on
Repeat previous th

Elderly patient (>65)
First line treatment

Compromised patient

Dreyling, ESMO CR MCL 2014
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ORIGINAL ARTICLE

Rituximab after Autologous Stem-Cell
Transplantation in Mantle-Cell Lymphoma

S. Le Gouill, C. Thieblemont, L. Oberic, A. Moreau, K. Bouabdallah, C. Dartigeas,
G. Damaj, T. Gastinne, V. Ribrag, P. Feugier, O. Casasnovas, H. Zerazhi,
C. Haioun, H. Maisonneuve, R. Houot, F. Jardin, E. Van Den Neste,
O. Tournilhac, K. Le D@, F. Morschhauser, G. Cartron, L.-M. Fornecker,
D. Canioni, M. Callanan, M.C. Béné, G. Salles, H. Tilly, T. Lamy, R. Gressin,
and O. Hermine, for the LYSA Group*
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Rituximab maintenance after R-DHAP and
ASCT in young untreated MCL: LyMa trial

OBSERVATION

W4 W7 W10

R-DHAPS R-DHAP® R-DHAP R-BEAM
If < VGPR

”> VGPR RITUXIMAB MAINTENANCE
every 2 months during 3 years

} R-CHOP ’

R-DHAP: Rituximab 375mg/m2; aracytine 2g/m2 x2 IV 3 hours injection 12hours interval
dexamethasone 40mg d1-4; Cisplatin 100mg/m2 d1 (or oxaliplatin or carboplatin)

R-BEAM: Rituximab 500mg/m2 d-8; BCNU 300mg/m2 d-7; Etoposide 400mg/m2/d d-6 to -3; aracytine 400mg/m2/d

d-6 to d-3; melphalan 140mg/m2 d-2
N EnglJ Med 2017; 377:1250-1260



Study Flow Chart

Inclusion I m

R-DHAP x 4 Sl e

)
R-CHOP x 4 20 (6,7 %)
ASCT (R-BEAM) 257 (86%)

Randomization 240 (80%)




Flow chart of randomized patients

Rituximab
maintenance

| 120 RS >

Observation

37 Progressions 16 Progressions
25 Deaths 14 Deaths
4 severe Infections 4 Severe infections

83 pts completed maintenance



EFS from Randomization

mFU: 50.2m (46.4-54.2)

1.0 + Censored
Logrank p=0.0012
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s 04 Obs (95%Cl) vs  Rituximab (95%Cl)
2 24m: 77.3 % (68.7-83.9) 91.7 % (85.1-95.7)
00 36m: 69.4 % (60.2-76.9) 85.8 % (78.7-90.9)
' 48m: 61.4% (51.3-69.9) 78.9 % (69.5-85.6)
OBSERVATION
0.0 RITUXIMAB
OBSERVATION 117 112 105 a7 a0 a7 72 54 35 27 12 5 1 0
RITUXIMAB 112 106 103 103 103 101 a7 (1] 50 30 27 18 (5 0
0 6 12 18 24 30 36 42 48 54 60 66 72 78

EFS (months) from randomization

N Engl J Med 2017; 377:1250-1260



PFS from Randomization

mFU: 50.2m (46.4-54.2)
1.0 B =, + Censored

Logrank p=0.0005
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&
T L4 PFS
g - Obs (95%Cl) vs  Rituximab (95%Cl)
2 24m: 79.8 % (71.5-86.0) 93.3 % (87.1-96.6)
0o | 36m: 72.8%(63.7-79.9) 89.1 % (82.0-93.5)
' 48m: 64.6 % (54.6-73.0) 82.2 % (73.2-88.4)
OBSERVATION
00 RITUXIMAB
OBSERVATION 120 116 109 101 as a3 77 57 37 29 13 (5 1 0
RITUXIMAB 120 114 112 112 112 108 a6 75 55 44 29 20 7 0
0 6 12 18 24 30 36 42 48 54 60 66 72 78

PFS (months) from randomization

N Engl J Med 2017; 377:1250-1260



OS from Randomization

mFU: 50.2m (46.4-54.2)

1.0 + Censored
Logrank p=0.0413
0.8
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= 0S
2 04 Obs (95%Cl) vs  Rituximab (95%Cl)
%] 24m: 93.3 % (87.0-96.6) 93.3 % (87.1-96.6)
36m: 85.4 % (77.5-90.7) 93.3 % (87.1-96.6)
0.2 48m: 81.4 % (72.3-87.7) 88.7 % (80.7-93.5)
OBSERVATION
00 RITUXIMAB
OBSERVATION 120 117 116 115 111 109 a0 71 50 39 23 10 3 1
RITUXIMAB 120 118 116 114 112 111 100 79 80 43 32 20 7 0

0 6 12 18 24 30 36 42 48 54 60 66 72 78
OS (months) from randomization

N Engl J Med 2017; 377:1250-1260



Optimal treatment for younger MCL

Induction

Immuno-chemotherapy !

=> lymphoma remission

Consolidation

maintenance

=> MRD elimination



Anndis of Oncology

P 28 Supplement
e wesene 30110.1093/annonc/max223

CLINICAL PRACTICE GUIDELINES

Newly diagnosed and relapsed mantle cell
lymphoma: ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up*

M. Dreyling', E. Campo?, O. Hermine®, M. Jerkeman®, S. Le Gouill®, S. Rule®, O. Shpilberg’, J. Walewski® &
M. Ladetto®, on behalf of the ESMO Guidelines Committee™

( /‘\ First-line treatment

Blderly patient (> 65 years) Compromised patient

mundlmt:;p; Conventional immunochemotherapy
(e.g- R-CHOP, high dose Ara-0) (e.0. R-CHOP, VR-CAP, BR, R-BAC)

Rituximab mainte nance

Annals of Oncology 2017
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Nuoro (3 pts)

Italian enrolling centres: 47

Italian enrolled patients:301

Roma Cattolica (3 pts) I

S. Giovanni Rotondo (5 pts)

Nocera inferiore (2 pts) b

Reggio Calabria (6 pts di cui 1 proveniente da Milano
Niguarda)

AN

Messina (2 pts di cui 1 proveniente da Udine)
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STUuDY DESIGN

Open-label, randomised Phase Il study (NCT02354313)

Primary endpoint Induction
* PFS: Len vs Man
Previously untreated

MCL b
*CyclinD1 or t(11,14) R-HD-Ara-C R-HD-Ara-C
positive 2g9/m2 q12h 2g/m2 q12h BEAM
*Age 18-65 years | RCHOP R-CTX = gg91-3 gg1-3 @ +
«Stage I1l/IV or Il bulky X3 4g/sqm Ritux Ritux ASCT
(25cm) 375mg/m2 d 375mg/m2d

4,10 4,10

«ECOG PS 0-3 (0-2 if >65)

*No major concomitant
disease

Secondary endpoints

0S, DFS, conv to CRR*: Len vs
maint

Feasibility, safety, toxicity of Len

maintenance.

Safety and efficacy of R-HDS
(CRR* ORR¥)

MRD

QoL

Cost effectiveness and cost utility

PET response

v v

CR or PR”

Stem cell Collection
(at least 3,5 CD34+ cells/Kg)

NB the second only if first inadequate or PCR-pos

Response evaluation

Maintenance

Lenalidomide
15mg p.o. 21 out
of 28days 24
cycles

@ Month 6, 12,
18, 24

FONDAZIONE
ITALIANA
LINFOMI

Follow-up

!

Month
30, 36

®

Observation

lonth 6,12,

@]
18, 24

@ Month

30, 36

&

@ RANDOM 1:1 (stratified by Clinical and molecular response and.....)
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Lenalidomide Maintenance after Autologous Transplantation Prolongs PFS in Young
MCL Patients: Results of the Randomized Phase Ill MCL0208 Trial from Fondazione
Italiana Linfomi (FIL) (NCT02354313)

ASH Meeting, San Diego CA USA 2
December 2018

Marco Ladetto*, Simone Ferrero, Andrea Evangelista, Michael Mian, Alice Di Rocco, Angela Coggi, Giuseppe Rossi, Alessandro Re,
Vittorio Stefoni, Federica Cavallo, Annalisa Chiappella, Armando Santoro, Chiara Rusconi, Maria Gomes da Silva, Manuel Gotti, Anna
Lia Molinari, Filippo Ballerini, Andrés J.M. Ferreri, Alberto Bosi, Franco Narni, Caterina Stelitano, Albrto Zamo, Gianni Ciccone,
Umberto Vitolo, Maurizio Martelli, Sergio Cortelazzo

On behalf of Fondazione Italiana Linfomi (FIL) and European Mantle Cell Lymphoma Network
*A.0. S.S. Antonio e Biagio e Cesare Arrigo, Alesssandria, Italy EU




STUDY POPULATION

Enrolled population  Non-randomised Randomised Lemalidomide Observation group
(N-300) population population maintenance group (N-101)
(N-95) (N-205) (N-104)

Age, years 57 (51-62) 58 (54-62) 57 (49-61) 57 (51-61) 57 (49-61)
Sex

Ferrale 65 (22%) 20 (21%) 45 (22%) 19 (18%) 26 (26%)

Male 235 (78%) 75 7 o=) 160 (78%) 85 (B2%) 75 (7a%)
Lactate dehydrogenase >ULN 98 (33%) 45 (47%) 53 (26%) 25 (24%) 2B (28%)
ECOG-PS score >1 69 (23%) 29 (31%) 40 (20%) 18 (17%) 22 (22%)
Ann Asbor Stage IV 295 (98%) 95 (200%) 200 (98%) 102 (98%) 98 (97%)
MIP! scoce

Low 162(54%) 38 (40%) 124 (60%) €0 (587%) 64 (63%)

intermediate 93 (31%) 38 (40%) 55 (27%) 29 (28%) 26 (26%)

High 45 (15%) 19 (20%) 26 (13%) 15 (14%) 11 (11%)
Bulky disease 5 am) 98 (33%) 39 (41%) 59 (29%) 29 (28%) 30 (30%)
Bone marrow irvolvernent 233 (78%) 82 (86m%) 151 (74%) 72 (69%) 79 (78%)
Kif7 index>30% 84271 (31%) 30/81 (7 %) 54/150 (28%) 24/94 (26%) 3096 (31%)
MIPLc

Low risk 1337271 (49%) 32/81 (40%) 101190 (53%) 46/94 (49%) S5/ 96 (7 %)

Low-irtermediate risk 799271 (29%) 2581 (31%) 54/150 (2B%) 32/94 (34%) 2296 (23%)

High-intermediate risk 36271 (13%) 14781 (17%) 22/190 (12%) 12/94 (13%) 10/ 96 (20%)

High risk 230271 (8%) 10781 (12%) 137190 (7%) 4794 (4%) 996 (9%)
Blastoid histology 26 (%) 13 (24%) 13 (6%) 7 (7%) 6(6%)
TP53™ or del(17p) 31B6 (17%) 14762 (23%) 17/124 (14%) 8/55 (15%) Y639 (13%)
Clinical or molecular mndomisation strata

Group 1: (Rwith PCR negative NA NA 89 (43%) 42 (40%) 47 (47%)

Group 2: PRor CRwith PCRposative  NA NA 116 (57%) 62 (60%) 54 (53%)

Dmmmukmmnﬂ)cwma)lmw“ﬁmrdmmwmmmmmﬂ
Lyrnipk Inter | Prognostic index. MIPL-o-combined Mantie Cell Lyrmphoma Intermational Prognostic Index and K167 index.™ CR-cormplete resporse. NA -not
applicable. PR-partial response.

Tabie 1: Demographic and dinical ch istics of patients at inclusion




PFS FROM ENROLLMENT:ENROLLED POPULATION

mFU TIME FROM CONSENT-- 51 M

100%
75%
2
3
©
Q
0 50%-
o
= 48M PFS 60% (95%ClI: 54-66)
& mPFS NR
25%
0%
T T T T T
0 12 24 36 48
Months from Consent
number at risk

300 258 220 153 98

PRIMARY ENDPOINT ANALYSIS

mFU TIME FROM CONSENT-- 84 M

1.00+
0.75-
0.50-
72M PFS 48%(95%CI:42-54)
mPFS 64M
0.25
0.00
T T T T T T T
0 12 24 36 48 60 72
Months from Randomization
At risk:
300 258 227 191 165 133 103
LONG-TERM ANALYSIS

Ladetto M et al., Lancet Hematol. 2020



OS FROM ENROLLMENT:ENROLLED POPULATION

mFU TIME FROM CONSENT-- 51 M mFU TIME FROM CONSENT-- 84 M

100%
b K
75%
75%
< z
£ 48M OS 82% (95%Cl: 76-86) 2 72M OS 75%(95%CI:70-80)
H mOS NR S 50%- mOS NR
0 50% o
) o
0]
25%
25%
0% -
0% T T T T T T T
T T T T T 0 12 24 36 48 60 72
0 12 24 36 48 Months from Consent
Months from Consent number at risk
number at risk 300 279 256 233 212 190 157
300 279 249 188 123
PRIMARY ENDPOINT ANALYSIS LONG-TERM ANALYSIS

Ladetto M et al., Lancet Hematol. 2020
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RANDOMIZED POPULATION
PFS FROM RANDOMIZATION (ITT ANALYSIS)

mFU TIME FROM RANDOMIZATION-- 38 M mFU TIME FROM RANDOMIZATION--74 M

0/ - o/ Y
100% 7~y 36M PFS 80% (95%Cl: 70-87) 100% 7 Ny
mPFS NR
75% 75% 72M-PFS of 55% (44-65)
= . mPFS 76M
g z
2 =
3 3
0 50%- 36M PFS 64% (95%Cl: 53-73) S 50%
S mPFS NR a
@ @ 72M-PFS of 50% (39-60)
o o mPFS 73M
25% 25%
Lenalidomide Lenalidomide
0% Observation 0% - Observation
T T T T T T T T T T T
0 12 24 36 0 12 24 36 48 60 72
Months from Randomization Months from randomization
number at risk number at risk
Lenalidomide 104 93 69 44 Lenalidomide 104 95 86 73 57 43 32
Observation 101 87 60 40 Observation 101 89 75 61 49 40 26

Ladetto M et al., Lancet Hematol. 2020



mFU TIME FROM RANDOMIZATION-- 38 M

RANDOMIZED POPULATION
OS FROM RANDOMIZATION (ITT ANALYSIS)
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11 (11%) of 104 patients randomly assigned to lenalidomide did not start the study drug.
52 (50%) of 104 patients completed the maintenance treatment
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Punctual and kinetic MRD analysis from the Fondazione
[taliana Linfomi MCL0208 phase 3 trial in mantle
cell lymphoma
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MRD MARKER IDENTIFICATION

RATE

Molecular markers
for MRD detection:
250/300 (83%)

IGH+ 70%
BCL1/IGH+ 32%

MCL 0208
32
IgH-/Bcl1- IgH-Bcl1+ %
50 Pts 17% 39 Pts 13%
IgH+/ Bcl1+
’ 57 Pts 19%

IgH+/ BeH-
153 Pts 51%

s IgH-Bel1+ slgH+/ Bolt+  IgH+ Bel1- = IgH-/Bcl1-



MRD TIME POINTS COMPARISON: PFS BY RQ-PCR RESULTS ON BM
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MCL0208: MRD peripheral blood Landmark analysis for PFS
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New therapeutic approach in MCL

Diagnosis

Clinical Presentation

Histopathology

Biology

Risk definition

INDOLENT

(nnMCL, SOX11- low tumor

burder)

20%

CLASSIC
(SOX11+)

50%

HIGH RISK

(TP53,NOTCH, Ki67>30,

blastoid

30%

)

)

Treatment

W&W

Standard Regimens

Experimental trials

Courtesy of Carlo Visco



High risk features distribution

Young Nordic Elderly
(MCL-0208) (MCL2-3) (VR-BAC)

All patients 190 183 140
Ki67>30% 50 (28%) 68 (43%) 34 (24%)
TP53 mut 15 (8%) 20 (11%) 28 (20%)
TP53 del 25 (13%) 29 (16%) 19 (14%)
TP53 mut/del 31 (17%) 37 (20%) 34 (24%)
Blastoid 16 (8%) 31 (17%) 13 (9%)

Ferrero S et al, Haematologica 2020;
Visco C et al, partial at ASH 2021;
Eskelund et al, Blood 2017
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CLINICAL PRACTICE GUIDELINES

TRIANGLE ERA

lymphoma: ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up®

M. Dreyling', E. Campo?, O. Hermine>, M. Jerkeman®, S. Le Gouill®, S. Rule®, O. Shpilberg”, J. Walewski®
M. Ladetto®, on behalf of the ESMO Guidelines Committee™

Young patient (= 65 years)

Dose-intensified
immunochemotherapy
(e.g. R-CHOP, high dose Ara-0Q
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