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Addition of high-dose cytarabine to immunochemotherapy before
autologous stem-cell transplantation in patients aged 65 years or younger
with mantle cell lymphoma (MCL Younger):

@ a long-term follow-up of the randomized, open-label, phase 3 trial of the

1%. European Mantle Cell Lymphoma Network

- M

Olivier Hermine, Linmiao Jiang, Jan Walewski, André Bosly, Michal Szymcayk,
Catherine Thieblemont, Christiane Pott, Gllles Salles, Pierre Feugier, Kal Hibel,
Barbara Burroni. Wolfram Klapper. Michael Unterhalt. Eva Hoster. Martin Dreviing

Genc hastalarda YD ARA-C iceren indUksiyon+OPKHN ile PFS
artmakta ama OS eftkisi yok

Randomize, acik uclu, paralel-grup, faz Il calisma

>65y, Evre lll-IV MCL

Birincil sonlanim noktasi: TTF (tedavi basarnsizhigina kadar gecen
sure)
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2016 sonuclarn (Hermine et al, Lancet 2016)

m Medyan takip 6,1 vil
m ARA-C ile belirgin uzun TTF (HR 0,56 p=0,038)

= [ndUksiyon sonrasi ARA-C kolunda daha yUksek TY
ve MRD ()

m ARA-C kolunda daha uzun PFS
m OS farki yok (HR 0,78 p=0,12)
s ARA-C kolunda artmis G3/4 hematolojik toksisite



2021 guncellenmis sonuclar

® Medyan takip 10,6 vl
® Medyan TTF; R-CHOP 3,9 yiIl R-DHAP 8,4 v
® 10 yillik TTF (%95 Cl); R-CHOP %25 (%19-%32) R-DHAP %46 (%39-%54)



Randomizasyondan IndUksiyondan itibaren OPKHN itibaren medyan

ifibaren medyan PFS medyan PFS PFS

« R-CHOP 4,3 vl « R-CHOP 4,2 vl « R-CHOP 4,7 vl

* R-DHAP 8 yil (p<0.0001) « R-DHAP 8,5 vl « R-DHAP 10,8 vl

« HRO,61 (0,48-0,78), (p<0.0001) (p<0.0001)
0<0.0001 .« HR 0,60 (0,47-0,78), « HR 0,53 (0,40-0,71),

0<0.0001 p<0.0001




ON

® Medyan takip 11 vil
"= Medyan OS; R-CHOP 11,3 yil R-DHAP NR (p=0.12)
® 10 yillik OS (%95 ClI); R-CHOP %55 (%48-%62) R-DHAP %60 (%53-%67)



Klinik Onemi:

m YD ARA-C iceren induksiyon ve OPKHN ile 10.
yildaki sagkalim %60 ve kabul edilebilir foksisite ile

m YUksek ve dusUk riskli hastalarda YD ARA-C eftkili

m OS'de belirgin dUzelme (MIPI ve/veya Ki-67'ye
gore)

m R-CHOP hastalannda kurtarma tedavisie?

m TBlI'dan kacinabilmek ikincil maligniteleri
azaltabilir

m Bazi hastalar icin optimal kUratif tedavi seceneqi




2915 The Intensity of the Induction Regimen Does Not Affect Post-Transplant
Survival Among Patients with Newly Diagnosed Mantle Cell Lymphoma

Melhem Solh, MD', Asad Bashey, MD, PhD?, Lawrence E Morris, MDY, H. Kent Holland, MD*, Xu Zhang, PhD?"
and Scott R. Solomon, MD?

1Blood and Marrow Transplant Program, Northside Hospital Cancer Institute, Atlanta, GA
2Center for Clinical and Transitional Sciences, University of Texas Health Science Center, Houston, TX

« 2010-2020 arasinda 59 hasta OPKHN (+)

« Medyan yas 60 (45-76)

« %85 Evre IV MCL

* MIPI yUksek risk: %28

« IndUksiyon tedavileri: BR (n=14); RCHOP (n=11); R-Hyper CVAD
(h=14); RBAC (n=2); RCHOP/RDHAP (n=18)

« Nakil dncesi %85 TY, %15 KY

« %51 nakil sonrasi R idame



TY 85% 84%
5 yillik OS %82 %69
5 yillik DFS %65 %50
NRM %4 %9

NUKs 7631 %41

MVA: ARA-C eftkisi yok (OS, DFS, NRM ve nuks)




Klinik Onemi:

m OPKHN yapilan MCL hastalannda daha ARA-C kullanilan
yogun indUksiyon tedavilerinin uzun dénem sonuclar uzerine
net etkisi gosteriememis

m Hastalik (MIPI), hasta (ECOG PS) ve nakil sonrasi R idame nakil
sonrasl sonuclara eftkili



1344 Late Effects after Treatment in Mantle Cell Lymphoma: No Difference By
Intensity of First-Line Regimens with or without Autologous Stem Cell
Transplantation

Sara Ekberg, PhDY2", Karin E. Smedby, MD, PhD?3", Alexandra Albertsson-Lindblad, MD, PhD*", Mats
Jerkeman, MD, PhD®, Caroline Weibull, PhD?" and Ingrid Glimelius, MD, PhD*"

!Department of Immunelogy, Genetics and Pathology, Uppsala University, Sweden, Uppsala, Sweden
2Department of Medicine Solna, Karolinska Institutet, Stockholm, Sweden

3Karolinska University Hospital, Stockholm, Sweden

“Department of Oncaology, Department of Clinical Sciences, Lund University, Skane University Hospital, Lund,
Sweden

sDepartmenr of Oncology, Department of Clinical Sciences, Lund University, Skane University Hospital, Lund,
Skaane Laen, Sweden

« Populasyon tabanl kohort calismasi 1:10 eslesmeli, 2000-2014 yillan arasinda

« 620 MCL, 4,1 yillik takip

o 280 (%45). OPKHN (+) (medyan yas 65 (32-69))

o 340 (%55): R-CHOP/R-Benda ve OPKHN(-) (medyan yas 65 (22-69))

« 4/280 (%1,5): OPKHN sonrasi 60 gun icinde ex

« OPKHN yapilan hastalarda yapilmayanlarla gére uzun dénem yan etki oranlarn benzer

« 5 yillik kUmUlatif MCL-spesifik Olum orani OPKHN (+) vs (-) 0.23 (%95 CI: 0,18-0,30) vs 0,32
(%95 CI: 0,26-0,38)

« >12 ay yan etki OPKHN grubunda nadir ve cogunlukla dlum nedeni hastalik progresyonu,

komplikasyon dedil



Klinik Onemi:

® OPKHN iceren yogun bir ilk basamak tedavi ile
daha az yogun tedavilerle benzer uzun donem
YE

m Sag kalim Uzerine olumlu etkileri dusunuldugunde
YD KT+OPKHN eftkili bir tedavi !



3525 Ibrutinib Plus Rituximab and Venetoclax (IRV) Followed By Risk-Stratified
Observation or Short Course R-Hypercvad/MTX in Young Patients with Previously
Untreated Mantle Cell Lymphoma - Phase-Il Window-2 Clinical Trial

Michael Wang, MD!, Preetesh Jain, MBBS, MD, DM, PhD?, Hun Ju Lee, MDI, Chi Young Ok, MDz, Holly HJ'HI',
Lucy Navsaria, MB BCh BAOD? ‘, Rashmi Kanagal-Shamanna, MD3, Luis Malpica-Castillo, MDI', Ranjit Nair, mp?! *,
Swaminathan Padmanabhan Iyer, MDY", Felipe Samaniego, MD?, Wendy Chen!’, Onyeka Oriabure®’, Lei Feng,
MS*", Selvi Thirumurthi®*, David Santos®’, Guilin Tang, MD, PhD?", Francisco Vega, MD, PhD¥, Shaoying Li¥",
Michelle Avellaneda'’, Maria Badillo, MSN, RN, OCN, CCRP!" and Christopher R. Flowers®

jxf.)e){;r.art‘mem of Lymphoma and Myeloma, The University of Texas MD Anderson Cancer Center, Houston, TX
?Department of Hematopathalogy, The University of Texas MD Anderson Cancer Center, Houston, TX
3Department of Hematopathology, University of Texas MD Anderson Cancer Center, Houston, TX
4Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX
Spepartment of Gastroenterology, The University of Texas MD Anderson Cancer Center, Houston
6Department of Surgical Oncology, The University of Texas MD Anderson Cancer Center, Houston

’Department of Hematopathology, Division of Pathology and Laboratory Medicine, The University of Texas MD
Anderson Cancer Center, Houston, TX

3Department of Lymphoma and Myeloma, MD Anderson Cancer Center, Houston, TX

WINDOW-1 protokolU: IR+ 4xR-HCVAD ile %90 TY

50 hst

4AXIR + 8xIRV (5-12. kUrlerde) sonrasi TY (+) ise 4xIRV (max 12 kUr)
YUksek, orta ve dusuk hastalar 4/2/0 R-HCVAD/Mtx-ARA-C ile
konsolidasyon

BUtUNn hastalara IRV ile idame

Tow risk pts were those with Ki-67 <30%, largest tumor mass <3 cm, low MIPI score and no
features of high risk disease (Ki-67 >50%, mutations in the TP53, NSD2 or in NOTCH genes,
complex karyotype or dell7p, MYC positive, or largest tumor diameter >5 cm or
blastoid/pleomorphic histology or if they remain in PR after 12 cycles of part 1.




m 48 hst IRV (+)

m %92 TY (+)

m 2. kisimi alan hst %92 TY ve %4 KY
" Medyan IRV kUr sayisi 8 (2-12)

® Medyan 24 aylik takip sonunda medyan PFS ve OS
NR (2 yillik %92 ve %90)

m Risk kategorilerine gore medyan PFS ve OS NR

m G3-4 toksisite %10 miyelosUpresyon, %10 halsizlik,
miyalji ve ras her biri, %3 mukozit, 1 hastada AF




Percent prograsson free

Progressed/Total
Median - Not reached  4/50

9 12 15
Timie in Months

Deaths/Total
Median - Not reached K50

& | 12 15 18 21 24
Time in Months



Klinik Onemi:

m Kemoterapisiz IRV ile induksiyon ile genc MCL hst
sUrekli ve derin yanit (+)

m DUsUk riskli MCL KT ihtiyaci yok ama yakin takip
gerekli

m BUtUN risk gruplarnnda eftkili



2416 Safety and Efficacy of Acalabrutinib Plus Venetoclax and Rituximab in Patients
with Treatment-Naive (TN) Mantle Cell Lymphoma (MCL)

Michael Wang, MD?, Tadeusz Robak, MD, PhDZ, Kami J. Maddocks, MD3, Tycel Phillips, MD“, Stephen D. Smith,
MD®, David Gallinsen, DO®", Roser Calvo”", Chuan-Chuan Wun, RPh, PhD¥", Veerendra Munugalavadia, PhD® and
Wajciech Jurczak, MD, PhD®"

IMD Anderson Cancer Center, University of Texas, Houston, TX

2Copernicus Memorial Hospital, Medical University of Lodz, Lodz, Poland

3The James Comprehensive Cancer Center The Ohio State University, Columbus, OH
4University of Michigan Comprehensive Cancer Center, Ann Arbor, M

SUniversity of Washington/Fred Hutchinson Cancer Research Center, Seattle
6Summit Medical Group, Florham Park, NJ

7AstraZeneca, Gaithersburg, MD

&AstraZeneca, South San Francisca, CA

%Maria Sklodowska-Curie National Research Institute of Oncology, Krakow, Poland

« Devam eden, cok merkezli, acik uclu faz 1b calisma

« 21 hst (medyan yas 65 (51-85)

« Medyan tedavi suresi 16 ay (8-26,2)

* 17 hst (%81) calismaya devam ediyor, 1 hst PH ve 3 hst COVID-10
nedeniyle calismadan cikarilmis

« Doz kisitlayici YE yok

ECI Category, % (n) N=21

EC| Subcategory Any Grade Grade 23
Infections 57 (n=12) 29 (n=6)"
MNeutropenia 33 (n=7) 24 (n=5)
Hemorrhage 33 (n=7) 0

Major hemorrhage 0 0
Cardiac events 19 (n=4) 0

Atrial fibrillation 0 0
Hypertension 9 (n=1) 5(n=1)

*Four of the 6 infections were COVID-19 related.



Confirmed by Confirmed by Lugano
Response PETICT Only® with BM Confirmation
(N=21) (N=21)
ORR (CR + PR), % (n) [95% CI] 100 (n=21) 100 (n=21)
[83.9-100] [83.9-100]
CR, % (n) [95% CI3] 90 (n=19)° 38 (n=8)
[69.6-98.8] [18.1-61.6]
PR, % (n) 10 (n=2)° 62 (n=13)°
SD, % (n) 0 0
PD. % (n) 0 0

AVR, acalabrutinib + venetoclax + rituximab; BM, bone marrow; Cl, confidence interval, CR, complete
response; CT, computed tomography; ORR, overall response rate; PET, positron emission tomography
scan; PD, progressive disease; PR, partial response; SD, stable disease.

MNote: The best responses displayed in this table are identical to the best responses assessed at the end

of cycle 6, with the exception of 2 pts with missing response assessment and PET scans at end of cycle
6; these pts had PR at the end of cycle 3 and stayed as PR at the end of cycles 9 and 12

#95% exact binomial CI.
®11 of 13 PR pts had CR by PET (BM biopsy missing to confirm CR).

Medyan yanit stresi 19 ay (%95 Cl 71-99)
Medyan PFS ve OS NR
12/16 (%75) hst 6 kUr sonunda 10¢ MRD(-)



Klinik Onemi:

= AVR ile fedavi ediimemis MCL hastalarnda %100
klinik yanit, yOksek oranda molekuler yanit ve
gUvenli



RITUXIMAB PLUS BENDAMUSTINE AND CYTARABINE (R-BAC) IIJ'ELDERLY
PATIENTS WITH NEWLY DIAGNOSED MANTLE CELL LYMPHOMA:
LONG TERM FOLLOW-UP AND MRD RESULTS OF A
PHASE 2 STUDY FROM THE FONDAZIONE ITALIANA LINFOMI

irmwnul

ITALLANE
I.IJI]I

M.C. Tisi, L. Nassi, C. Patti, M. Spina, S. Ferrero, M. Tani, B. Botto, A.L. Molinari, B. Puccini, E. Cencini,
A. Di Rocco, C. Chini, C. Ghiggi, R. Zambello, M. Zanni, R. Sciarra, M. Ferrante,
C. Stelitano, A. Re, S. Volpetti, V.R. Zilioli, A. Arcari, F. Merli, C. Visco

I Baseline PET+MRD

No screening Tadare
No patient esciuded based
on pathology review

3 patients dicontemssed

doe Lo Toooty/A

11 patients dcontnuea
due to towicity/AZ, 1 PD;
4 doctor/patient decisior

57 patients envolled
from 29 Canters
304 delvered cycles

-

57 patients had at least 2 cycles

Intermediate MRD
(before cycle 3)

|54 patients had at least 4 cycles

—

Final PET+MRD
(End of treatment)

18 patients had 6 cycles

67%

95%

MRD +6, +12, +24

2012-2014
Medyan yas 71 vyil (61-79)
Medyan takip 35 ay (28-52)



R-BACS500

Tek kollu faz ll, cok merkezli calisma
Yeni tant MCL (>65 veya 60-65 OPKHN uygun olmayan)
idame tedavi yok

ARA-C dozu 500 mg/m? (800 mg/m?'den azaltiimis)

Rituximab, bendamustine, and low-dose cytarabine as
induction therapy in elderly patients with mantle cell
lymphoma: a multicentre, phase 2 trial from Fondazione
Italiana Linfomi

Treatrmert

Raaunimab 375 mg m

Bencamustine 70 mg'm

AraL 500 mgim®

Visco C, #472, ASH 2016; Lancet Haemalol 2017, 4. e15-23




End of treatment PET/CT

N=S7 %
CR f
D 2 4 : ]
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“Three patients were withdrawn

Medyan 35 ay takip sonuglari
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Uzun donem sonuclart: 7 vl

' Median follow-up 86 months (57-107) |

7y PFS 56% (95%Cl 41-67)

12 24 3% 48 60 72 B4 06
Time (months)

Grouping Vanable: Morphology

Classical

Pleomorphic

Blastoid p<0.05

bod

12 24 % 45 o 7 £ ]

Time \months)|

o
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078

0.50

7y OS 63% (95%Cl 46-72)

025

0.00

1224384880728:496
Time (months)

Grouping Variable: Ki-67

Ki-67<30%




Adverse predictive factors affecting PFS OS in Early Progression Of Disease (POD-24) -

| Multivariate analysis for PFSI 2
Variable HR  P>Jz| [95% C.1] : POD > 24 mth
Blastod 45 0030 1.15-17.62 :
[ .1 POD < 24 mth
MIPI 19 0188 0.73-507
Ki-67 31 0027 1.14- 85 . p=0.02
12 24 t:'"':; o r
R-BAC sonrasi 25 hst nuks 8 hst (%14) ikincil malignite (+)
TREATMENT REGIMEN  n of pts I parofid heteroplazisi
| 1 parotid noduUler hiperplazi
No other treatment 8 (32%) 1 prostat kanseri
Ibrutinib monotherapy! 6 (24%) 1 mesane kanseri
CHOP or CHOP-like? 4 (16%) I'larinks kanseri
1 tiroid kanseri
Various treatment? 7 (28%) 1 AC kanseri
14/6 (67%) responded to Ibrutinib (3 are still in CR) 1 sekonder AML
2only PR to CHOP

‘R-Benda, HD-MTX, Lenalidomide, RT



Response according to MRD (%)*

b1
B NEG

30 B POS
25

20

15

| I

_+#2cydes  EOT | +6m  +12m  +24m
*Response calculated considering at least 1 pos in PB and/or BM

n® of pts

PFS by end of treatment MRD in PB or BM

.D mm‘
' MRD

pos
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Klinik Onemi:

m R-BAC ile uzun donem takipte de suregen bir etkinlik

m Yash hastalarda hematolojik toksisiteyi arttirmamak
icin doz azaltimi gerekli

m YUksek doz Ki-67 ve blastoid varyant ile daha koto
sonuclar, devam eden V-RBAC calisma sonucunda
konsolidasyon/idame gerekliligi 29¢

m R-BAC sonrasi MRD (+) ile yuksek nUks riski var, bu
hastalar icin konsolidasyon tedavisi gerekli olabilir

m RBACS00'Un yasl hastalarda kullanimini
desteklemekte




2427 Rituximab, Bendamustine and Cytarabine Followed By Venetoclax (V-RBAC) in
High-Risk Elderly Patients with Mantle Cell Lymphoma

Carlo Visco, MDY', Valentina Tabanelli?’, Claudia Peracchio®’, Andrea Evangelista®”, Maria Chiara Tisi, MD>",
Anna Merli®", Costanza Fraenza, MD’", Stefano Fiori, MD?", Alessandro Re, MD®", Claudia Castellino®", Vittorio
Ruggero Zilioli, MDY Francesco Piazza'!, Paolo Corradini, MD*2, Stefan Hohaus, MD*?", Gerardo Musuraca'®’,
Valeria Ferlal®’, Benedetta Puccini, MD1%', Federica Cavallo, MD, PhD'7", Filippo Ballerini!®’, Roberta Sciarra,
MDI?*, Alice Di Rocco®?, Annalisa Arcari?!”, Carola Boccomini, MD?”, Francesco Merli, MD?3", Guido Gini,
MD24, Monica Tani, MD?5", Riccardo Bruna®8’, Vincenzo Pavone?”’, Andrés | M Ferreri, MD?8, Armando
Santoro®?’, Caterina Patti’?", Giacomo Loseto, MD3!L", Marco Ladetto, MDP2, Michele Merli, MD?3", Michele Spina,
MD?4, Pier Luigi Zinzani, MD, PhD?5, Pietro Maria Stefani*®", Sara Veronica UsaP?", Caterina Stelitano, MD%",

Stefano Volpetti??", Stefano A Pileri? and Monica Balzarotti, MD4?"

Factor Level Low Risk_ | High Risk p-value

N 79 48

Sex Male 60 (76%) 35 (73%) 0.70
Female 19 (24%) 13 (27%)

on Enrollment calc, median (IQR) 72(68.74) |73 (69, 75.5) 0.25

Variant type Classic / Pleomorphic |79 (100%) |37 (77%) H
Blastoid 0 (0%) 11 (23%) BlOSTOId

P53 mutation No 79 (100%) 20 (43%)

— You donfelsrs Kié7 expr >%30 YUksek risk
Proliferation index Ki 67  30% ;33 %mm; :Sg:: TP53 mUT/TP53 del %40

Yes 0 (0%) 30 (63%)
Systemic B symploms Absent 64 (81%) 39 (81%) 0.97
Presant 15 (19%) 9 (19%)
Ann Arbor Stage il 3 (4%) 2 (4%) 0.76
1 6 (8%) 2 (4%)
v 69 (88%) |42 (91%)
ECOG Performance Status 0 58 (73%) |33 (69%) 0.33
1 19 (24%) 11 (23%)
2 2 (3%) 4 (8%)
Bone invoh Posilive 57 (72%) |35 (73%) 0.52
Negative 17 (22%) 12 (25%)
Not done 5 (6%) 1 (2%)
LDH abnormal No 59 (77%) |27 (56%) 0.017 4X R - B A C
Yas 1R (23%.) 21 (44%.)
Wi g m o N P N 4 ay konsolidasyon Vnitx 800 mg/gin
Yes 26 (33%) 25 (52%)

T i e e 20 ay idame Vnix 400 mg/gun

Extranodal 11 (24%) 8 (38%)




MCL(R

ELDERLY

Rituximab-Lenalidomide(R2) maintenance is superior to
rituximab maintenance after first Line
Immunochemotherapy in Mantle Cell Lymphoma: results of
the MCL R2 Elderly clinical trial

V. Ribrag', V. Safar’, Hanneke C. Kluin-Nelemans®, L.Oberic*, P Feugier®, O.Casasnovas®, C. Thieblemont’,
N.Daguindau®, G. Damaj ¥, W. Klapper™, E. Hoster'!, L. Fischer von Weikersthal'!, M_Hanel ¥, M. André
“ M. Gomes Da Silva *, F, Carnicero *, A, Marin-Niebla ¥, M. Taszner %, J, Walewski '*, R. Boersma %, |,
Houtenbos **, MH. Delfau-Larue #, S, Le GoulllP*, M. Dreyling!!
on behalf of the European MCL Network




MCL-R2 Yasli: Dahil edilme kriterleri

m MCL: siklin D1 overekspresyonu veya
(11;14)(913;0932)

m >40 vy ve nakil adayr olmamak
= Ann Arbor evre lI-IV

m Tedavi edilmemis olmak

m FCOG PS <2



MCL-R2 Elderly: study design

MCLERZ

ELDERLY

Response assessment
according to
Chason 1999 criteria

5L Ragsra 1300 reg every F weshy
o 24 mondha

Lenasdormee 15 Ty ) wesds svery 4
ety v 13 Mo
+ 5C Mibuarmas 00 mg every B aselsl
for 24 moevi

Fotiow-up;

fer progressicn Seath and SPM unitl Te end of the study




upper limit
Complete
response

161

12
201
89

110

223

N=227

71.0

(70.9%)

(5.3%)
(88.5%)
(39.6%)

(49.1%)

(99.6%)

Maintenance actual arm

N=220

71.0

154

8 I8

216

(70.0%)

(5.9%)
(90.5%)
(36.4%)

(42.9%)

(99.5%)

Maintenance miTT set

315

25

168

203

439

71.0

(70.5%)

(5.6%)
(89.5%)
(38.0%)

(46.0%)

(99.5%)




Blood and Lymphatic System
Disorders

Neutropenia > grade 2

Anemia > grade 2
Infections and Infestations

SPM

68 (117 events) 140 (471 events)
47 (64 events) 119 (315 events)
1 (1 event) 7 (7 events)
6 (7 events) 26 (33 events)
26 (32 events) 32 (59 events)
*e
ae
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PFS since maintenance randomization - Maintenance ITT set
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Klinik Onemi:

® | enalidomid eklenmesiile PFS'de uzama (RR:
0,579; 95% CI. 0,429-0,781; p=0.003)

= |ndUksiyon randomizasyonundan itibaren OS farki
yok (medyan takip 32,4 ay)

= [doame randomizasyonundan itibaren OS farki yok
(medyan 25,2 ay takip)

m R? kolunda daha fazla hematolojik YE

m R? kolunda 1 toksik 6lUm



) @ &KLINIKUM

R-high dose Cytarabine/Dexamethasone (R-HAD)
plus Bortezomib is superior to

R-HAD only in relapsed mantle cell lymphoma
A randomized phase 3 trial of the European MCL Network

M. Dreyling’, E. Hoster?, K. Bouabdallah 3, J. Dirig*, Ch. Schmidt’, S. Stilgenbauer®,
S. Bologna®, C. W. Scholz’, W. Klapper®, V. Ribrag®
on behalf of the European MCL Network

" LMU Hospital, ? IBE, LMU, ? Centre Francois Magendie, * University Hospilal Essen, % University Hospital Ulm,
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Variable Value R-HAD (n=64) R-HAD+B (n=63) P value
_Age Median (min-max) 71 (41-85) 69 (41-85) 0.48
Sex Male 80% 71% 0.31
Ann Arbor Stage | 6% 8% 0.54
I 8% 13%
] 8% 14%
v T7% 65%
ECOG 0 45% 38% 0.18
Performance 1 45% 59%
Status 2 9% 3%
LDH ratio Median (min-max) 0.95 (0.51-5.79) 0.92 (0.57-6.74) 0.91
MIPI Risk Group Low 17% 25% 0.35
(at trial entry) Intermediate 34% 38%
High 48% 37%
Years from 1. diagnosis Median (min-max) 3.7 (0-14) 3.9 (0-11) 0.31
No. of previous lines 1 62% 79% 0.13
2 27% 14%
3 11% 6%
Previous high-dose cytarabine Yes 34% 38% 0.M
Previous ASCT Yes 38% 41% 0.72
Previous Remission Yes 95% 97% >0.99
Primary salvage treatment Yes 2% 3% 0.62




R-HAD+B
R-HAD (N=64) P value
(N=60)

Complete remission (CR) 8 12% 17 28% 0.043

Complete remission (CR+CRu) 12 19% 25 42% 0.0062

Overall response (CR, CRu, PR) 29 45% 38 63% 0.049

R-HAD R-HAD+B Total
SAEs Overall
Infections
Hematology
Fever
Pneumonia
Gl bleeding
Thrombosis/Embolism
Syncope
Nausea
Lung disorder ! Respiratory distress
Cardiac fallure
Intusion related reaction
Splenic rupture
Intestine perfaration
Small cell lung cancer
Other
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TTF prima

0.9 medsan?:)llow-up = 41
0.8 = R-HAD+B, median= 12
0.7 - R-HAD. median= 256
2
o
1]
0
e
a
0 12 24 36 48 60 72 84
Numbers At Risk months from randomization
R-HAD+B60 29 17 9 2 0
R-HAD 64 15 9 4 2 1 0

Medyan takip sUresi 41,3 ay
Medyan TTF: R-HAD 2,6 ay ve R-HAD+B 12 ay



== RMAD == R-MAD+B

1.00
2 0.78
g 0.50
&
w
TR
o 0251
0.004

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

Number at risk

64 40 25 18 5 10 6 3 3 2 1 1
60 45 35 24 17 15 8 S 2 1 o__0
0 6 12 18 24 30 38 42 48 54 60 66 T2 78

Time (months)

Medyan PFS: R-HAD 9,2 ay ve R-HAD+B 15,4 ay (p=0,2)



- RHAD - RHAD.B

1.00
z 0.75
3 050
a
8 025
0.00
0 6 12 18 24 30 36 42 48 54 60 66 72 78 B4 90 96
Time (months)
Number at risk

B4 49 45 37 30 24 20 14 13 11 B 7
AHAD ! 54 42 39 720 8 § 3 23 2

6 | I |

L

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0
Time (months)

Medyan OS: R-HAD 35 ay ve R-HAD+B 30,7 ay (p=0,93)



Klinik Onemi:

m KT tabanli rejimler nuks MCL'de eftkili

m R-HAD'a bortezomib eklenmesi R/R MCL'de TTF
sUresini uzatmakta (HR yaklasik 0,7)

m Benzer remisyon suresinde yuksek yanit oranlari

(+)

m Uzun donem etkileri olarak sag kalm veya
toksisite acisindan fark gortimedi



Efficacy and Safety of Parsaclisib in
Patients With Relapsed or Refractory
Mantle Cell Lymphoma
Not Previously Treated With a
BTK Inhibitor: Primary Analysis From
a Phase 2 Study (CITADEL-205)

Amitkumar Mehta,' Marek Trnény, Jan Walewski,” Vincent Ribrag,* Caroline Dartigeas,” Jacob Haaber
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CITADEL-205: Kohort 2 Calisma Semasi

= Acik uglu, Faz Il calisma BTKi kullanmamis R/R MCL
(hasta alimi sonlanimi: 15 Ocak 2021)

Allocated 1:1

R/R MCL l Haftalik doz
(1-3 sira tedavi almis); PI3Ki — Parsaclisib 20 mg/gilin x 8 hft, sonra 20 mg/hft
veya BTKi kullanmamis; (n=31)
ECOG PS <2; cyclin D1
overexpresyon veya t(11;14) Giinliik doz
gosterilmis — Parsaclisib 20 mg/giin x 8 hft, sonra 2.5 mg/giin

(N =108) (n=77)

= Birincil sonlanim noktasi: ORR

» jkincil sonlanim noktasi: CRR, DoR, PFS, OS, hedef lezyonda bazale gére en iyi oranda kiiciiime,
glvenlik ve tolerabilite

Mehta. ASH 2021. Abstr 382. NCT03235544.




CITADEL-205: Hasta dilizeni

Biitiin hastalar (N = 108)

Ginliik doz (n = 77)

ilaci birakma, n (%) 78 (72)

= PH 49 (45)

= Yan etKki 25 (23)

= Kesilme/Dr karari 3 (3)

= Olim 1(1)
Parsaclisib devam eden, n (%) 30 (28)
Tedavi medyan siresi, ay (aralik) 8.3 (0.1-30.0)

Takip medyan siiresi, ay (aralik) 22.9 (11.6-35.9)

Mehta. ASH 2021. Abstr 382.

56 (73)
30 (39)
23 (30)
2 (3)
1(1)
21 (27)
7.0 (1.7-27.4)
18.2 (11.6-35.9)




CITADEL-205: ORR (Birincil sonlanim noktasi)

Butilin hastalar  Giinliik doz

Time to Response

(N = 108) (n=77)
ORR /bagimsiz 100
degerlendirme 68.5 70.1 {_F_ — Daily dosing group
komnitesi, % (58.9-77.1) (58.6-80.0) s — Al treated
(95% C|) § 50 patients
= TY, % 18 16 g
° 3 4’ 8.Hft ilk hst degerlendirmede %89 ilk
= KY, % 51 55 25 1 yanit (+)
= SH, % 19 21 0 J
0 8 16 24 36 48 60 72
ORR/ara§t|rmaC|, 79.6 81.8 Wk From Start of Parsaclisib
% . .
0 Daily dosing group 2 4 5 5 5 5 5
All treated patients 3 9 2 2 2 3 4
3 6 7 7 7 7 7
6 7 1 2 2 3 4

Mehta. ASH 2021. Abstr 382. Reproduced with permission.




CITADEL-205: Change in Size of
Target Lesion From Baseline by IRC

= Degerlendirilebi B Haftalik doz grubu
T B Gunlik doz grubu

len hastalarin 100
%96’sinda
hedef
lezyonlarda
kiicilme

— Hedef
lezyonlarda
kiicilme olan
hastalarin
%84’ Ginde
(76/90)
lezyonlarda
>50%
kiicilme

Best Change From Baseline (%)

Mehta. ASH 2021. Abstr 382. Reproduced with permission.




CITADEL-205: Bagimsiz degerlendirme komitesine gore
DoR ve PFS

DoR PFS

Patients, Median DoR, Patients, Median PFS,

n Mo (95% Cl) n Mo (95% Cl)

All responders 74 13.7 (9.0-19.9) All patients 108  12.0(8.3-16.9)

1.7 Daily dosing 54  12.1(9.0-NE) 1. Daily dosing 77  13.6 (10.0-16.9)
@ responders @
5> O . ®f
= B £ B
7 o 3
o G- 183 G
o (B- [a (5-
S o Lo

® - 31 I.
@ 1 Q

(l L] L] L] L] L] L] L] L] L] L] L] L] m L] L] L] L] L] L] L] L] L] L] L] L] L] L]

OO 246 8111112222 00 246 81111122222

O vt 6 8 0 2 4 6 O vt 6 8 0 2 4 6 8

Daily dosing responders 5 4 3 3 3 1 1 7 3 3 3 0 Daily dosing 77 7 5 4 4 3 2 1 1 5 4 3 0
All responders 4 6 7 6 2 6 1 1 1 9 8 2 1 0 All patients 10 O 5 4 2 7 0 2 1 1 1 9 2 2 0
7 6 5 5 4 2 2 7 0 8 9 7 6 5 4 3 2 2 3 1
4 3 1 0 3 7 1 5 4 0 7 8 1 2 1

Mehta. ASH 2021. Abstr 382.




CITADEL: Yan Etki

1 6lum: lokositoz, AML ve ABY olan bir hasta

llaca ara vermeyi gerektiren YE: diare %14, nétropeni %9

Doz azaltmayi gerektiren YE: ras %3

llaci kesmeyi gerektiren YE: diare %16, kolit %6,5



Klinik Onemi:

= CITADEL-205, parsaclisib, BTKi naive R/R MCL hastalarinda etkili bir
tedavi

= QOnerilen giinliik doz grubunda:
» ORR: %70,1

» medyan yanit slresi: 12,1 ay

» medyan PFS: 13,6 ay

= Genellikle iyi tolere edilen ve kabul edilebilir glivenlik profili olan



Glofitamab Step-Up Dosing Induces High
Response Rates in Pts With R/R MCL, Most of Whom
Had Failed Prior BTKi Therapy

Tycel Phillips,' Michael Dickinson,? Franck Morschhauser,? Emmanuel Bachy,* Michael Crump,”
Marek Trnény,® Nancy Bartlett,” Jan Zaucha,® Kathryn Humphrey,? David Perez-Callejo,'®

Linda Lundberg,'® James Relf,® Audrey Filezac de L'Etang,'® David Carlile,” Emma Clark,®
Carmelo Carlo-Stella™
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Glofitamab: CD20*CD3 bispecific
antibody with 2:1 configuration for
increased potency vs 1.1 configuration’

m.l
\
\
==
B



Tedavi Semasi

Gpt 1000mg
Glofitamab

0.8, 16 or 25mg*:
n=3

Glofitamab SUD

Gpt 1000mg
Glofitamab Gt Glofitamab Glofitamab Glofitamab 16 or 30mg
2.5/10/16mg or 1000mg 2.5mg 10mg
2.5/10/30mg";: n=7
opt2000mg  WETEEES. -
Glofitamab b o i
. ot : Glofitamab Glofitamab Glofitamab 30mg
2.5M10/30mg: n=19 : 2000mg ! 2.5mg 10mg

Clinical cut-off date: May 18, 2021, *Two patients received Gpt 1000mg, glafitamab 0.8mg (n=1) or 18mg (n=1) plus obinutuzumab 1000mg on D1 of Cydles 2-12. "One patient
recelved extended SUD (0.52 5/10v30mg) and one patient received Gpt 1000mg, gloftamab SUD 2.5/10/30mg, plus obinutuzurmab 1000mg on D1 of Cycles 2-12
D, day; ECOG PS, Eastern Cooperative Oncology Group performance status; Q3W, every throe weeks,

Glofitamab 0.6mg. 16mg, or 25mg

-

>1 sira tedavi alan hst



Tedavi Yanitlan

Response rates' by prior
Response rates’ b fx
by glofitamab regimen BTKi therapy*
= PMR B PMR
100 + 91 8 CMR 100 1 8 CMR
90 + 81 90 4 83 15
—_— 80 g ‘? 80 -
2 70 4 67 4, . < 70
& 60 - % 60 9
2 50 4 s 504
[T
@ 40 71 2 40 1
g 30 4 64 2 30 1
@ 201 ¢ 20 +
e 101 © 10 4
0 0 4
Fixed dosing+ SUD + 1000mg SUD + 2000mg All patients Prior BTKi therapy  No prior BTKIi
1000mg (tipt Gpt (n=7)*% Gpt (n=11) (N=21) (n=17) therapy (n=4)
(n=3)

Glofitamab resulted in high response rates in patients with R/R MCL



Duration of response in efficacy-evaluable patients*

[ ]| ooe——
Gloftamab fixed | | e g —
dosing + 1000mg Gpt | | gummpe g m——— A
[ ]| & o »
— e ¥
Glofitamab SUD = p
+ 1000mg Gpt - O .
-
L Jea
mE =14
-
-
- »> B Active m foliow
Glofitamab SUD : : . :umlrvaw:e
‘WGM ~ & Pamai response
= 3 Piogressive astase
- > BUK Gsconen 4000
>
L e
L} L} Ll L} L) L} L} v L} L} L} L) L L}
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time from first treatment (months)

Median follow-up (months):
Glofitamab fixed dosing + 1000mg Gpt: 25.9 months
Glofitamab SUD + 1000mg Gpt: 7.3 months
Glofitamab SUD + 2000mg Gpt: 1.3 months
- All patients: 1.4 months

Median DOCR follow-up: 2.4 months (range, 0.0-25.0)
Median DOR follow-up: 2.2 months (range. 0.0-25.0)

Al data cut-off, 85.7% (12/14) of patients with a CR remained
in remission

Median DOR and median DOCR not reached

Most patients had ongoing responses at the time of the data cut-off

Glofitamab SUD +

Glofitamab fixed dosing

Glofitamab SUD +

+ 1000mg Gpt 1000mg Gpt
(n=3) (n=T)
Any grade AE 3 (100) 7 (100)
Glofitamab related 3(100) 7 (100)
Serious AE 3(100) 6(85.7)
Glofitamab related 2 (66.7) 6 (85.7)
Grade 3/4 AE 0 6(85.7)
Glofitamab related 0 3(42.9)
Grade § (fatal) AE 0 0
Glofitamab related 0 0
AE leading to treatment discontinuation 0 0
Deaths 0 1(14.3)"

2000mg Gpt All patients

(n=19) (N=29)
16 (84.2) 26 (89.7)
15 (78.9) 25 (86.2)
9(47.4) 18 (62.1)
7 (36.8) 15(51.7)
6(31.6) 12 (41.4)
4(21.1) 7(241)

1 0

0 0

0 0
2(10.5) 3(10.3)

No AEs leading to treatment discontinuation were reported




Glofitamab fixed
dosing

Glofitamab SUD |

+ 1000mg Gpt

Glofitamab SUD

+ 2000mg Gpt

All patients

+ 1000mg Gpt (n=3) (n=T) (n=19) (N=29)
Any CRS 3 (100) 5(71.4) 9 (47.4) 17 (58.6)
Grade 1 3 (100) 2 (28.6) 5 (26.3) 10 (34.5)
Grade 2 0 2 (28.6) 4(21.1) 6(20.7)
Grade 3 ] 0 0 0
Grade 4" 0 1(14.3) 0 1(3.4)
Serious AE of CRS
(o Grace) 2(66.7) 5(71.4) 4(21.1) 11(37.9)
Median time to first CRS 55 96 121 99
event, hrs (range) (3.0-32.7) (6.6-21.7) (7.7-19.8) (3.0-32.7)
Tocllizumab use In
patients with CRS 0 4(57.1) 3(15.8) 7(24.1)
CRS events resolved 3(100) 4 (80) 6 (66)' 13 (76.5)"
Median time to CRS 230 388 514 38.8
resolution, hrs (range) (10.9-171.4) (20.6-49.0) (3.8-142.0) (3.8-171.4)

Patients (%)

100

80

60

40

20

46 4

ciD1
N=28

Grade 1
mGrade 4

174

c1pa?
N=23

» Grade 2

13.0

ca2D1
N=23

Most CRS events occurred during C1, were Grade 1 or 2 and resolved

Grade >2 ICANs YE veya Grade >3 tumor alevlenmesi goruimemis




Klinik Onemi:

m Glofitamab ile uzun yanit suresi ve kullanilimaya
hazir olmasi nedeniyle dnemli bir tedavi seceneqi

= R/R MCL'de yuksek yanit oranlari, hastalarn cogu
BTKi tedavisine yanitsiz

m CRS kontrol edilebilir ve genellikle dusUk gradeli;
norolojik yan etki nadir, dUsuk evreli ve 1 gin
icinde dUzelmekte

m Glofitamab’'in etkinligi degerlendirimeye devam
edilmekte




U.S. CAR-T Lymphoma
CONSORTIUM

Brexucabtagene Autoleucel for Relapsed/Refractory
Mantle Cell Lymphoma: Real World Experience
from the US Lymphoma CAR T Consortium
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m Brexu-cel; ZUMA-2 calismasinin sonuclar sonrasi
R/R MCL hastalannda FDA tarafindan onaylandi

" ZUMA-2'ye gére ORR %93, CR %67; 12 aylik PFS ve
OS %61 ve %83

m ABD Lenfoma CAR-T Konsersyumu



Brexu-Cel RWE: Consort diagram

107 underwent leukapheresis
(8/18/20 - 6/25/21)

12 did not receive CAR T infusion

- Manufacture failure (n=6)
- Organ dysfunction (n=1)

- Death (n=5)
95 received CAR T infusion
- Standard-of-care (n=89)
- Expanded access program (n=4)
- Single case IND (n=2)
Variables Number Variables Number
Age, median (range) 67 (34-89)  Prior therapies
Sex, male 76 (80%) | Total lines, median (range) 3(1-10)
ECOG PS 22 8 (8%) Pricr CD20 antibody 94 (99%)
Simplitied MIPI Prior anthracycline or bendamustine 82 (86%)
" Low risk (0-3) 30(32%) | Prior cytarabine 43 (45%)
Intermediate risk (4-5) 54 (57%) Prior AutoSCT 27 (28%)
l-Wh risk (6-11) 11 (12%) Prior rituximab maintenance 41 (43%)
Ki-67, 250% 50/88 (57%) Prior BTKi - 78 (82%)
Blastoid/pleomorphic 39 (41%) ATK-refractory n=69 (73%), BTKHntolerant n=5 (5%)
TP53 mutation or deletion 3170 (44%) Prior lenalidomide 22 (23%)
Complex karyotype B8/28 (29%) Prior veneloclax 33 (35%)
Stage -V 83 (87%) Disease status
| CNS involvement 7 (7%) | Relapsed after last line 53 (56%)
Bone marrow involvement 30/67 (45%) Refractory 1o last line 42 (44%)

[ Bulky disease (210 cm) 10(11%) | Total (received CAR T infusion) 95




Bruxe-Cel'e kopruleme tedavisi

A total of 64 (67%) patients received bridging therapy.

Bridging therapy Number Bridging therapy Number
BTKi-based 20 R-Chemo’ & Sterold 16
BTKI 1" R-Chemo + Radiation® 3
BTKi + CD20 £ Steroid 4 Lenalidomide-based 3
BTKI + (R-)Chemo 2 Lenalidomide 1
BTKi + Radiation® + CD20 £ Sleroid 3 Lenalidomide + Radiation® + CD20 + Steroid 2
Venetoclax £ CD20 H Radiation’ t Steroid W
BTKi + Venetoclax-based ) Steroid 3
BTKi + Venetoclax + CD20 7 Steroid + CD20 1
BTKi + Venetoclax + R-Chemo 1
BTKi + Venetoclax + Radiation® + Steroid 1 No bridging therapy 31 (33%)

22 patients received immunochematherapy *13 patients recaeived radialion therapy

« Median time from leukapheresis to lymphodepletion chemotherapy. 23 days (range 12-54)
* Median time from lymphodepletion chemotherapy to CAR T-cell infusion: 5 days (range 4-12)




Best response

(n=98%5)
100
89%
80
CR
PR
60 »
81%
40
20
9%
1%
o —
Objective Stable Progressive
Response Disease Disease

Medyan yanita kadar sure: 30 gun (16-104)

30. GUnde ORR (n=92 degerlendirilen) %88 (%66 TY ve %22 KY)
En iyi yanita kadar gecen sure medyan 30 gun (16-168)

En iyi ORR ZUMA-2'de bildirilene benzer (%9%3)




£
g 100-
S
a
3 60
§ 40- Median PFS not reached
6-month PFS rate 66% (95% CI 54.75)
2 50| 12-month PFS rate 51% (95% CI 37-84)
s 12-month PFS in ZUMA-2 was 61%
E | &= _ : e B
g T T T
a 0 2 4 3 8 10 12
Number at risk Time after infusion (months)
95 83 59 38 22 13 8
100
e
-
2 60
(-]
g 40- Median OS not reached
S 6-month OS rate 81% (95% CI 70-88)
& 50 12-month OS rate 72% (95% C| 57-82)
| 12-month OS in ZUMA-2 was 83%
0 1} 1
0 2 4 6 8 10 12 14
Number at risk Time after infusion (months)

95 88 68 46 27 17 12 0



Bu ¢cok merkezli retrospektif calismaya gore ZUMA-2 ile
karsilastinidiginda;

Klinik Onemi:

Orta/yuksek sMIPI, blastoid/pleomorfik varyant, TP53 alterasyonu ve
dnceki basamak sayisi fazla olan daha fazla fazla icermekte

Hst %78'l ZUMA-2"nin dahil edilme kriterlerini karsiilamamakta

YUksek risk ozellikleri iceren hastalarn dahil edilmesine ragmen
kullanish, guvenli ve efkili

Uretim basarnsizligr dUsUk

Uretim sUresi uzun

CRS ve ICAN oranlar ZUMA-2 ile karsilastirniabilir

ORR (%89) vs ZUMA-2'de %93

YUksek riskli hastalarin butin alt gruplannda yuksek yanit oranlari

Erken yanit suresi verileri (6. ayda %70) ZUMA-2 ile karsilastinlabilir
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