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Features of Follicular Lymphoma

Distribution of NHL Subtypes#*

Total mature NHL = 112,380 Marginal zone lymphoma, 7460 (7%)

Relapsing-remitting course with

1
progression over several years Peripheral T-cell lymphoma, 3950 (4%)

Follicular

lymphoma  / ntle cell lymphoma %
* 80% diagnosed with advanced stage? . 13960 / P N AT AL AR )
CLUSLL  \ (12%)
20,980 \ ; i Lymphoplasmacytic lymphoma*
* Low impact on life expectancy with (19%) \ - ' 2330 (2%)
exceptions? | £ oulict
Hairy cell leukemia’,
1910 (2%)
* Can transform into more aggressive |
lymphomas (2%—3% per year)? Piasiiaical racpiosmat | Mycosis fungoides, 1620 (1%)
25,980 (23%) .' Burkitt lymphoma/leukemia,
* Continued improved survival in [ e 148{:}‘;1"’“-’
patients with FL is dependent on the B Lt 1310?;9;“

tumor microenvironment?

« DLBCL, diffuse large B-cell lymphoma; CLL, chronic lymphocytic leukemia; FL, follicular lymphoma; MCL, mantle cell lyvmphoma; MZL, marginal zone lymphoma; NHL, non-Hodgkin
lymphoma; PTCL, peripheral T-cell lymphoma; SLL, small lymphocytic lymphoma. Adapted from: 1. Link BEK, et al. Br J Haematol. 2019;184(4):660-663. 2. Maurer MJ, et al. Am J
Hematol. 2016;91(11):1096-1101. 3. Link BK, et al. ] Clin Oncol. 2013;31(26):3272-3278. 4. Teras LR, et al. CA Cancer J Clin. 2016;66(6):443-459. 5. Huet 5, et al. Nat Rev Cancer.
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Improving Survival in Patients With Follicular NHL

10— oS Median OS
— Era 1: 11.0 years; pre-anthracycline (1960-1975)
== [Era 2: 11.0 years; anthracycline (1976—-1986)
08— - Era 3: 18.5 years; aggressive chemotherapy/purine analogs (1987-1996)
Era 4: Not reached; rituximab (1997-2003)
2 Overall: 13.6 years
E
% 0.6 1 P<0.001
o
©
=
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French and US Cohorts

Clementine Sarkozy, MD?Y; Matibew J. Mawurer, MS>;

110dai [aut?{l.tu

Ansell, MD, PhD®; Thomas M. Habermann, MD?; Emmanuel Bachy
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MDD, FhD'; Emmmanuwelle Micolas, MD™;

Carrie A. Thompson, un’; Alexandra Trawverse-Glehen'; Andrew L. Feldman, MD?; Cristine Allmer®; Susan L. Slager®; Stephen M.
3 James R. Cerhan, MD, PhD? and Gilles Salles, MD, PhD*®
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- Cause of Death in Follicular Lymphoma in the First
"Decade of the Rituximab Era: A Pooled Analysis of

2001-2013

N 920

Follow up di 84 months
Cause of death at 10 years

Cause of death at 10 years
Lymphoma 25%
TRM 16%
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Mo, &t risk:
FLIFM1 -1 BE1

FLIF1 35 480 430 408 373 323 285 228 179 136

T
1 2 2 4 5 & 7 8 9 10 11 12
Time Since Diagnosis (years)

B B3E &BOT 478 408 353 301 262 203 1653 108 &9

‘BE (=5 34 22

- Cause of Death in Follicular Lymphoma in the First
"Decade of the Rituximab Era: A Pooled Analysis of
French and US Cohorts

Clementine Sarkozy, MDY Matihew J. Mawrer, MS?; Brian K. Link, MD®; Herve Ghesguieres, MD, PhD'; Emmmanuelle Nicolas, MD®;
Carrie A. Thompson, MD?; Alexandra Traverse-Glehen'; Andrew L. Feldman, MD?; Cristine Allmer®; Susan L. Slager®; Stephen M.
Ansell, MD, PhD?; Thomas M. Habermann, MD?; Emmanuel Bachy'; James R. Cerhan, MD, PhD? and Gilles Salles, MD, PhD!
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GELTAMO Cohort 162 POD

Ea rly POD and PET POSitiVity at End Of CIT Multivariate analysis

- . . - - H R FLIPI
Predicts Poor Prognosis in Patients With FL | . . ..nstormation
OS of Patients With FL Treated PFS of by PET Assessment’ at End of CIT
With R-CHOP From NLCS (N = 588) From GALLIUM (n = 595)
_TE" 0.8+ 80 -
c
A
= 0.6+ g 60
P;'h ek 30-Moe  72-Mo  72-Mo
= 0471 a 40- n PFS,%  PFS,%  0S,%
o
2 Patients, n 5-Yr OS, % CRat 448 87.4 70.0¢ 92.08
(=] i ’ ’ d 25
g 02 Early POD* 110 50 20 o z; "
0 Reference 420 90 0 2.5yr 60 54.9 29.41 79.61
0O 12 24 36 48 60 72 84 96 0O 6 12 18 24 30 36 42
Mo From Risk-Defining Events Mo

*Early POD: relapse within 2 yr. Similar results found for TAccording to Lugano 2014 criteria.

an independent validation set and for first-line R-CVP and th = 449. °n = 450. lh = 56. 'n = 69.

R-fludarabine in exploratory analyses.

Casulo. JCO. 2015;33:2516. Trotman. Lancet Oncol. 2018;19:1530. Nielsen. ASCO 2020. Abstr 8025. Slide credit: clinicaloptions.com E
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Early progression after bendamustine-rituximab is
associated with high risk of transformation in advanced
stage follicular lymphoma

Ciara L. Freeman,# Robert Kridel ? Alden A Moccia,? Kermy . Savags,! “ Diego R. Villa,'= David W Scott, "2 Alina S. Gerrie, 12 Dawid Ferguscn,s

Fergus Cafferty,® Graham W. Slack,'** Pedro Farinha,’2¢ Brian Skinnider,'*¢ Joseph M. Connors,'? and Laurie H. Sehn'2 1.00 L . )
BR REFERENCE GROUP
0.75 4
=
. . L 3
Progression of disease within 24 months (POD 2 05504
24) occurred in 13% of patients and was £ srerobz
associated with a significantly inferior outcome 5
. 0.25 4
with 2year OS of 38% (95% Cl 20-55)
0.00 4
0 1 2 3 4 5 6

Time from risk defining event(years)

Jumber at risk
BR ref 198 135 52 1" 3 3 1
POD24 37 20 10 6 2 1 1

‘ Importantly, the majority of POD24 patients (76%) had transformed disease.
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Worsening Outcomes With Additional Lines of Therapy:
Results From the International SCHOLAR-5 Study

100 PFS 1007 « oS
Ghione, et al. :
N 128 = E
) © 50 -
Median age, years 65 <3 §- 20
range 36—86 o a
(range) (36-86) 2 . -
Stages 3—4 86% Sy
FLIPI 3_5 390"6 0_ | 1 | 1 1 | | 1 | | 1 | | 1 | 0 i 1 | 1 | | | | | I | | |
0 36 91215182124273033363942 0 6 1218 24 30 36 42 48 54 60 6
POD24 27% Time (months) Time (months)
Prior ASCT 18% 3rd LoT —— 4th LoT 5th LoT 6th LoT
Prior anti-CD20+ oo . 3rd LoT 4th LoT 5th+ LoT
alkylating agent ? R S o o
CRR (%) 44 27 22
5-year OS (%) 62 52 38
.IhSCTaautolgngtous strem -I:ell tmns;::ar_'.r-,dCR_R[c_?rrI\_plete ;‘t:;ponse_mte; FLIPIr,hFc_:hIIic:;;r mPFS (median mO) 11 g T 3 g
Tl POD24, prossacsion of Hiseate vhinim 24 montae: TTNT. the 1o mot remtment TTNT (median mo) 20.1 17.9 71

Adapted from Ghione P, et al. Haematologica. 2023;108(3):822-832.
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SPECIAL ARTICLE

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

M. Dreyling', M. Ghichmini’, 5. Rule’, G. Salles*’, M. Ladettc”, 5. H. Tonino’, K. Herfarth”, J. F. Seymour’ & M. Jerkeman'’,
on behalf of the ESMO Guidelines Committee

Depsctment of Medicine 5. LV Hosatal Munah, Germsny: “Oncolgy St it of Southe e Switseriend, Ospeddle Sa7 Giowserd, Tebiuone, S trer ot
acemanciagy, Nral Schoot of NeS et Mynoth, U “Service drdnatsiage, Hegs on Ol i Lyss, Conlre Roapilalr yom $ud, Lpoe; "L veni i Cliuda
Sernart Lyoo- L, Pieero Samtc, Francs; “Dvseanc 6 m&&wwmm © @ 83§00 o Cesare Avgs, Aksiascria, Rty "Deparvecre of
Memrislogy. Amoterfan UMC, Wnsenky of Aristesien, - the o vhogy. Usiversity of e A—tu;ty
“Dhagarimnent of Hasvateiagy, Peter MeCaIbm Carcar Caetor & A3yl Malteums Hegatal, Mot ounse, Lnwerity of Mebours, Piuils, Azl ~Des
Oncoiogy, Share Usaersty Hompial. Loed Unnaesty. Lund, Swoden

High tumour burden - Stage III/1V

First relapse/progression

O Asaliable celkow 2 Nowes ber 2004

CAR-T: e

ImmunoChTe [lI-B]
CR/PR: discuss antibody maintenance [ll, B]

In selected cases:

Rituximab monotherapy [lll, C]

ASCT (early relapses, transformation) [ll, B]
Rituximab-lenalidomide® (early relapses) [ll, B]

ImmunoChTe¢ (long prior remissions) [lll, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [Il, B]

In selected cases:

ASCT (early relapses, transformation) [ll, B]
Radioimmunotherapy [lll, C]

Idelalisib (double refractory) [lil, B]

alloSCT [, C]

la storia continua...migliorando

Later relapse/progression

ImmunoChT® [il, B]
CR/PR: discuss antibody maintenance [ll, B]

In selected cases:

Rituximab monotherapyf[lil, C]
Radioimmunotherapy
Rituximab-lenalidomide® (early relapses) [li, B]

ImmunoChT® (long prior remissions) [lll, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [ll, B]

In selected cases:
Radioimmunotherapy [lil, C]
Idelalisib (double refractory) [lll, B]

0 1 i )
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Bendamustine plus rituximab versus CHOP plus rituximab @':'\ ®
as first-line treatment for patients with indolent and
mantle-cell ymphomas: an open-label, multicentre,
randomised, phase 3 non-inferiority trial

Lancet 2013; 381: 1203-10

Mathias | Rummel, Norbert Niederle, Georg Maschmeyer, G Andre Banat, Ulrich von Grinhagen, Christoph Losem, Dorothea Kofahl-Krause,
Gerhard Heil, Manfred Welslau, Christina Balser, Ulrich Kaiser, Eckhart Weidmann, Heinz Durk, Harald Ballo, Martina Stauch, Fritz Roller,
Juergen Barth, Dieter Hoelzer, Axel Hinke, Wolfram Brugger, on behalf of the Study group indolent Lymphomas (StiL)

B-R(n=261)  R-CHOP(n=253) pvalue
A
10— Median (IQR: months) Alopecia 0 24K (100%) =0-0001
0.9- —BR Mot reached (22-1 to notyet reached) Faresthesia 18 ([7%) 73 (29%) =0-0001
- — RCHOP  40.9 (152 to notyet reached) Stomatitis 16 (6%) 47 (10%) <0-0001
07 Skin (erythema) 42 (16%) 23(9%) 0024
> 064 Skin (allergic reaction) 40 (15%) 15 (6%) 0-0006
= 0.5 Infectious episodes 96 (37%) 127 (50%) 0-0025
L
2 o4 Sepsis 1(<1%) 8 (3%) 0-019
03 B-R-bendamustine plus rituximab. B-CHOP-CHOP plus ritueimab. *Includes only
0.2 patients who received three or more gycles.
01 HRO61(95% C10-42-0-87)
p-0:0072 Table 4: All grades of non-haematological toxic events In patients
o ' ' ' ' ' I ' ' recelving at least one dose of study treatment

O O LT it b ';
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SPECIAL ARTICLE

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

M. Dreyling’, M. Ghielmini?, 5. Rule®, G. Salles™®, M. Ladetto®, S. H. Tonino”, K. Herfarth®, J. F. Seymour’ & M. Jerkeman’,
on behalf of the ESMO Guidelines Committee”

lElta;;lartrmanl of Medicine Ill, LMU Hospital Munich, Germany; lOru:\:rh:»g\( Institute of Southern Switzerland, Ospedale San Giovanni, Bellinzona, Switzerland;
3}'iatar’uah:bll:rgv, Peninsula School of Medicine, Plymouth, UK; *Service d'Heématologie, Hospices Civils de Lyon, Centre Hospitalier Lyon-Sud, Lyon; *Université Claude
Bernard Lyon-1, Pierre-Benite, France; “Divisione di Ematologia, Azienda Ospedaliera Santi Antonio e Biagio e Cesare Arrigo, Alessandria, Italy; "Department of
Hematology, Amsterdam UMC, University of Amsterdam, Amsterdam, the Netherlands; BDepartment of Radiation Oncology, University of Heidelberg, Germany;
“Department of Haematology, Peter McCallum Cancer Center & Royal Melbourne Hospital, Melbourne, University of Melbourne, Parkville, Australia; Ypepartment of
Oncology, Skane University Hospital, Lund University, Lund, Sweden

@ Available online 26 November 2020

High tumour burden - Stage II/IV

ImmunoChT (G/R-B, G/R-CHOP, G/R-CVP) [I, A]
CR/PR: discuss antibody maintenance [I, B]
In selected cases:

Rituximab monotherapy [lil, C]
Rituximab-lenalidomide® [l, C]

ImmunoChT=: [lI-B]
CR/PR: discuss antibody maintenance [Il, B]

In selected cases:

Rituximab monotherapy [lll, C]
ASCT (early relapses, transformation) [ll, B]
Rituximab-lenalidomide® (early relapses) [ll, B]

First relapse/progression

ImmunoChT® (long prior remissions) [lil, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [ll, B]

In selected cases:

ASCT (early relapses, transformation) [ll, B]
Radicimmunotherapy [Ill, C]

Idelalisib (double refractory) [lll, B]

alloSCT [ill, C]

Later relapse/progression

ImmunoChT (G/R-B, G'R-CHOP, G/R-CVP) [1, A]
CR/PR: discuss antibody maintenance [I, B]
In selected cases:

Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [1, C]

ImmunoChT= [11, B]

CR/PR: discuss antibody maintenance [ll, B]
In selected cases:

Rituximab monotherapy[lll, C]

Radiocimmunotherapy
Rituximab-lenalidomide® (early relapses) [Il, B]

ImmunoChT® (long prior remissions) [lll, C]
Rituximab monotherapy [1ll, C]
Rituximab-lenalidomide® [ll, B]

In selected cases:
Radioimmunotherapy [lil, C]
Idelalisib (double refractory) [lll, B]

CAR-T: e la storia continua...migliorando
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GADOLIN: Obinutuzumab Improved OS in Rituximab-
Refractory INHL When Added to Bendamustine

PFS in FL
* Randomized, open-label, international phase Il trial 100 Median PFS, Mo
O-B (n = 164) 253
Stratified by NHL subtype (FL vs other) g | —Bm=1m 149
; s - : N - loa-
prior therapies (<2 vs =2), refractory type, Up to 6 For 2 yror & 60 - HR:0.52 (95% CI- 0.39-0.69; log-rank £ <.001)
and geographic region 28-day cycles until PD L
40 -
CR" - B({n=171)
PR/ 20 1 G-B (n = 164)
i i SD + Censored
thu}(lmab- —lp T T T T T T T T T - Mo
refractory 0 6 12 18 24 30 36 42 48 54 60
(?DQD—pDSI’[IVE 100 - OS in FL Median OS, Mo
indolent NHL 0.8 (n= 164 e
(N=413) Bendamustine 80 —B-171) 529

=
o 80
o

*1000 mg IV on Days 1, 8, 15 cycle 1; Day 1 cycles 2-6. 40 ) _ _ B

Response monitored by CT scan post induction, then every 3 — B(n=171) HR-0.58 (9% CI-0.39-0.86; log-rank £~ = .0061)

mo for 2 yr, then every 6 mo (modified Cheson criteria 2007). 204 G-Bin=164)

) . + Censored
=  Primary endpoint: PFS ——————————————— Mo
0 6 12 18 24 30 36 42 48 54 60 66

irce: Sehn. Lancet Oncol. 2016:17:1081. Cheson. JCO. 2018;36:2259.
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AUGMENT: PFS and OS advantage for R%in r/r FL

PFS (ITT, IRC) OS (ITT, IRC)

100
Median (95% CI).> months
0 -_—R2 27 6 (22.1-60.5) a0 -
= R-placebo 14.3(12.4-17.7) ——,

80 .
Z70 HR, 0.50 (0.38-0 66)° “-M___‘
- T0
0 P < 0.0001° g
& 60 8 eo
2 3
£50 2
2 3
-gd[] R? E 40
o Median (95% CI),* months

[

=
[
=]

mm R MNE (NE-NE)
m=m R-placebo  NE (NE-NE)

[
(=]
b
=

HR, 0.58 (0.37-0.95)

—
=
=

Median follow-up: 65.9 months Median follow-up: 659 months P = 0.0285
o
0 6 12 18 24 30 36 42 48 B4 60 66 2 78 84 0 i 12 18 4 a0 38 42 43 54 80 86 72 7B B4 on 06
Months
No. at risk Months e s
R? 178 151 128 107 ] 82 49 34 18 12 & 4 3 1 0 78 58 40 44 e 130 128 20 e w0 & ] 1
R-placebo 180 141 og [ 53 41 20 21 13 5 3 2 1 o o - ™ 181 i & L : i

ITT, intention to treat; NR, not reached
Source: Leonard JP, et al. AUGMENT: a phase lIl study of lenalidomide plus rituximab versus placebo plus rituximab in relapsed or refractory indolent lymphoma. J Clin Oncol. 2019;37:1188-99. Updated aat ASH 2022
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C’e ancora un ruolo per il trapianto in era di
nuovi agenti immunologici?
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SPECIAL ARTICLE

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

ANNALS s
NCOLOGY

M. Dreyling', M. Ghielmini’, . Rule’, G. Salles™", M. Ladetta’, . H. Tonino’, K. Herfarth®, J. F. Seymour’ & M. Jerkeman'",
on behalf of the ESMO Guidelines Committee

Deppartent of Medicke 1., LV Hosptal N, Germvany. “Onciogy Wsttite of Southers Switesriend, Dspeide S Goveerd Lebiore, twitivsiand,
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Bernart Lyen 1, Piere Basits, France; “Dusienc & Enawiogh, ANerdd Opesakirs S0 Anro ¢ 8340 & Cesare Args, Aksiandns, iy, "Dxgarmant of
Werniahgy. Ammterdan UM, Unvenky of Arnterdem. Asterden the Netherlnds. Degartment of Racketion Oncology, Uswersily of Heldeterg. &
“Dapsranent of Hawrateiagy, Petar MoCalhum Carcer Canter & Ryal MSIBoume Hogatal, N oumes, Uswensty of Mabourse, Paruils, Aty “Des
Oncsiogy, Sk3ee Usharaty RO, Laed Unimaty, Lund, Swaten
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High tumour burden - Stage II/IV

ImmunoChTe [l-B]
CR/PR: discuss antibody maintenance [lI, B]

In selected cases:

Rituximab monatheranv il C1

ASCT (early relapses, transformatlon) [, B]
Rituximab-lenalidomide® (early relapses) [ll, B]

ImmunoChT¢ (long prior remissions) [lll, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [ll, B]

In selected cases:

ASCT (early relapses, transformation) [ll, B]
Radioimmunotnerapy i, u)

Idelalisib (double refractory) [lll, B]

alloSCT [l C

la storia continua...migliorando

First relapse/progression

Later relapse/progression

ImmunoChT® [ll, B]
CR/PR: discuss antibody maintenance [lI, B]

In selected cases:

Rituximab monotherapy[lll, C]
Radioimmunotherapy
Rituximab-lenalidomide® (early relapses) [lI, B]

ImmunoChT¢ (long prior remissions) [ill, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [ll, B]

In selected cases:
Radioimmunotherapy [lll, C]
Idelalisib (double refractory) [lll, B]

nllmnm B
1 . . ‘l‘.”n 13.
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ASCT is not the best treatment fo RR FL,
Lesson from the FIL FLAZ Phlll trial

Median follow-up time from enrolilment 43 months PFS EVENTS 75; OS EVENTS 21

1.007 %, 1.004 —

_ )
X
0.75- 1 0.75-

vl v
o . O
g
1.5 _I_L'—Ll_ o
= —'—L =
£ 050- = 0504
‘B o]
- ©
Ne) 0
o i o
s 025 o 0.257
Arm A (RIT) Arm A (RIT)
0.00- Arm B (ASCT) 0.00- Arm B (ASCT)
T T T T T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Months from randomization Months from randomization
At nsk: At risk:
ArmA(RIT) 71 62 57 48 38 35 27 21 17 14 9 Arm A (RIT) 71 69 67 63 54 48 34 27 22 17 12
ArmB (ASCT) 70 66 64 58 53 45 36 30 22 16 16

Arm B (ASCT) 70 62 54 44 39 33 26 21 15 8 8

Source: Ladetto et al. Annals of Oncology 2023

e L ' ‘nn Tl
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ORIGINAL ARTICLE | ARTICLES

PDF [1 MB]
Radioimmunotherapy versus autologous hematopoietic stem cell
transplantation in relapse/refractory follicular lymphoma: a
Fondazione Italiana Linfomi muliticenter, randomized, phase 3 trial.

M._ Ladetito =2 T eR Tavarozzi ' eM. Zanni = C_ Botielli « G. Ciccone =« U_Vitolo « Show all authors =

Show fooinotes

= Published: November O1, 2023 = DOI: https //doi. org/10_1016/]. annonc_2023_10 095

factor strata : HR {25% ) P-interaction
1

Owerall 1.11 {0,859, 1.80)

Gender Male 1.45 {0.81, 2.62) 252
Female 0.79 {0.33, 1.87)

Age Age<il 1.28 (067, 2.42) 418
Age>=60 —— .85 (0.41, 1.78)

Histology FL Follicular Lymphoma G1 -0 .39 {010, 1.49) ATE1
Fallicular Lymphoma G2 1.64 (0,80, 3.39)
Fallicular Lymphoma G3 1.09 (0.£4, 2.86)

Al stage A Stage -1 t g.64 (1.37, 23.30) Raluls)
AL Stage -1V 0.75 (D.45, 1.27)

ECOG PS ECOG PS=0 1.19 (0.70D, 2.02) S5T5
ECOG PS==1 0.80 (0.24, 2.65)

LOH Mormal LDH 1.29 (0,73, 2.29) A258
Abmormal LDH L83 (0,33, 2.08)

Extrancdal positive Mo Extranodal positiva 1.28 (0.71, 2.29) 3157
Extranadal positivea OL.FS (0,31, 1.78)

Enrollaed status Realapsad 1.27 (075, 2.13) Ralnh]
Raefractory * 011 {0.03, 0.43)

POD 24 No POD24 4 1.15 {0.559, 2.25) 527
PoD24 —_— 0.84 (0.41, 1.73)

Response aftr induction CR after induction 1.43 (0.58, 3.52) 5498
PR after induction 1.03 {0.58, 1.85)

I I I

02

Favour ASCT
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Autologous Stem Cell Transplantation for Patients with Early @CmsMark
Progression of Follicular Lymphoma: A Follow-Up Study of 2

A S CT i n P O D 2 4 p a t i e n t S Randomized Trials from the German Low Grade Lymphoma

Study Group

Vindi Jurinovic %, Bernd Metzner *, Michael Pfreundschuh # Norbert Schmitz °,
Hannes Wandt & Ulrich Keller 7, Peter Dreger &, Martin Dreyling ', Wolfgang Hiddemann ¢,
Michael Unterhalt ', Eva Hoster ', Oliver Weigert "*1%*

A 1005 Progression-free survival B 1.004 Overall survival
— POD>24: ASCT
- POD>24: no transplant / no cytoreduction-failure
0754 - POD24: ASCT e
b - POD24: no transplant / no cytoreduction-failure .
< = —
g_ 050 g 0504 L‘—‘L_
g Ty S £
< ;-
i | 3B
0254 025 —— POD>24: ASCT
— POD>24: no transplant / no cytoreduction-failure
- POD24: ASCT
- POD24: no transplant / no cytoreduction-failure
Ono L] L] . L] L] L] Ll L) L) Ll . . Ll L L om Ll L) L) L L) . L Ll L L) L L) Al L Ll . L)
8B 4 2 3 @9 & @8 ¥ 5 § € 12DV S 0 1 2 3 4 S 6 7 8 9 10 11 12 13 W4 15 16 17
No. at risk years after 2~-line treatment No. at risk years after 2™ -line reatment
POD>24:motransplart 35 31 24 20 16 15 10 ¢ 8 6 6 4 3 1 1 - POD>24:mofansplant 35 34 32 31 26 23 19 17 4 11 11 8 5 2 1 - - -
POD24:motransplart 46 31 19 13 10 7 5 5 5 3 2 2 2 1 1 1 POD24:rotansplant 46 30 35 31 28 24 24 22 19 16 12 11 8 5§ 3 2 1
POD>24:ASCT11 10 8 8 6 5 4 3 2 2 1 1 - - - POD>24:ASCT 11 10 10 8 8 8 7 § 5 5§ 5 4 3 1 1 1 -
POD24:ASCT S2 49 33 31 29 24 20 17 %7 15 11 10 9 8 7 & POD24:ASCT 52 51 48 45 41 37 33 30 27 25 20 % 15 13 11 8 2 1

received no transplant (50%). In patients with POD24, a significant survival benefit was associated with ASCT
with a 5-year second-line progression-free survival for ASCT versus no transplant of 51% versus 19% (hazard
ratio, .38; 95% confidence interval, .24 to .62; P <.0001) and a 5-year second-line OS of 77% versus 59% Jurinovic V Biol B/OOd Marrow Transplant 2018
(hazard ratio, .54, 95% confidence interval, .30 to .95; P=.031). Thus, ASCT is an effective treatment option ’
for transplant-eligible patients with high-risk FL as identified by POD24 and should be evaluated in S
prospective clinical trials. ' |

h
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CIBMTR/NLCS study

Comparing 2 cohorts of patients aged <70 years with
POD24 from the Center for International Blood and
Marrow Transplant Research (CIBMTR) with AHCT
and the National LymphoCare Study (NLCS)without
AHCT

Among the entire CIBMTR cohort, no signif-i-cance
difference in 5-year OS was seen in comparison to
the NLCS cohort without AHCT.

A preplanned analysis restricted to patients
undergoing AHCT within 12 months of first relapse
demonstrated superior 5-year OS in comparison to
the NLCS patients.

OS 5yrs : 73% vs 60%, p=0.05.

Overall Survival of Patients Receiving HCT Within 1 vear of
Therapy Failure Compared to no HCT

1001

80

Probability, %

(=2}
(=]
1 I

'
(=]

%]
o

Figure 2.

o
1

0

P value at 5 years: 0.05

1

2
Years

Overall Survival for non-autoHCT cohort vs. autoHCT cohort patients receiving HCT within

| year of ETF.

Casulo C, et al Biol Blood Marrow Transplant. 2018

CAR-T: e la storia continua..%ﬁnigliorando

Verona, 11 novembre 2024



LA VNS e avy o

Long-term follow-up demonstrates curative potential of autologo 2221 [2§]

Bl e LR B R LA Y

' ' TABLEY C f death of patients (n =49
stem cell transplantation for relapsed follicular lymphoma (A) %~ ases o et of patiens =49
. \ No. of patients
=L I
Robert Puckrin'® | Neil Chua® | KellyChin' | AntheaPeters’ | Peter Duggan' | 2 l.‘l'h'_‘——-._\_ ASCT at 1st or 2nd relapse Cause n)
MonaShafey' | JanStorek' | Kareem Jamani' | Carolyn Owen' | Douglas Stewart §§ {1 | Lymphoma 5(5)
a8
Eae ] ASCT at 3rd or later relapse NEW]'I'IE“EIHM}' 9{13]
ol Infections 4(8)
Received: 9Nosember 2022 ‘ Accepted: 22 December 022
* | p=0.026 TRM before day +100 4(8)
DOLI0LI 4 - - = = =
§Haem vears after ASCT Cardiopulmonary disease 2(4
ORIGINAL PAPER il (B) . Dementia 12)
—————————— 8 B
= L}
l L Abbreviation: TRM, transplant-related mortality.
s - — Nen-POD24
E ‘\KIL
"Tom Baker Cancer Centre and University of g
Calgary, Calgary, Canada ; = FOD24
*Cross Cancer Institute and University of )
Alberta, Edmonton, Canada =a
Correspondence
Robert Puckrin, Tom Baker Cancer Centre, g | p=0.014
29 Stree [, Calgary, Alberta, L . o i g
TN Canada, 0 s 10 15 20

Wears after ASCT

Email: robert.puckringahs ca

FIGURE 2 Time to progression by (A) timing of autologus stem cell
transplantation (ASCT) and (B) progression of desease within 24 hours
(POI24) status. [Colour figure can be viewed at wileyonlinelibrary.com]

oo O LT
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Final Clinical Practice Guidelines Consensus Statements for Transplantation and CAR T-Cell Therapy in Relapsed FL (First R
Relapse Occurred Within Less Than 24 Months From Receiving Front Ling Chemoimmunotherapy [POD24] and Without Evidence of ASTCT

American Society for

Hfsmlﬂgim] Trungfﬂrmgﬁun) Transplantation and Cellular Therapy
Question Response” (N = 27) Consensus Achieved’
Agree N (%) Disagree N (%)
1. The panel recommends autologous transplant as an option 19(70) 8(30) Yes
for consolidation therapy in eligible, relapsed POD24 FL

patients who have achieved complete or partial remission after
second line therapies.

2. The panel DOES NOT recommend autologous transplant as 26(96) 1(4) Yes
consolidation therapy in eligible, relapsed FL patients who do
not achieve complete or partial remission after second or sub-
sequent line therapies.

3. The panel DOES NOT recommend allogeneic transplant as 24 (89) 3(11) Yes
consolidation therapy in eligible, relapsed POD24 FL patients
who have achieved complete or partial remission after second
line therapies.

4. The panel DOES NOT recommend commercially available CAR 21(78) 6(22) Yes
T-cell therapy in eligible, relapsed FL patients who have achieved
complete or partial remission after second line therapies.

5. The panel considers CAR T-cell therapy as a treatment 26(96) 1(4) Yes
option for patients who did not achieve complete or partial

remission after second or subsequent line therapies. Transplantation and Cellular Therapy 30 (2024) 832843

Abbreviations: FL-follicular lymphoma, CAR-chimeric antigen receptor

* Statistical expert Dr. Ambuj Kumar did not participate in the voting process.

" A specific statement was defined as having achieved formal consensus, if =70% of the panel members voted to agree with
the proposed statement

CAR-T: e la storia continua..,ﬁligliorando Verona, 11 novembre 2024



Clinical Guideline Recommendations for
Third-line Relapsed Follicular Lymphoma

Chemo-I0O or IMiD Therapy Small Molecule Inhibitor T-Cell-Mediated Therapy

= Preferred = EZH2 inhibitor = Anti-CD19 CAR T-Cell Therapy
— Lenalidomide + rituximab — Tazemetostat (regardless of EZH2) — Axicabtagene ciloleucel
— Chemotherapy* + anti-CD20 mAb" — Tisagenlecleucel

= QOther = Bispecific T-Cell Engager Therapy
— Lenalidomide + obinutuzumab — Mosunetuzumab-axgb

— Anti-CD20 mAb”
— Lenalidomide?
= Older Patients or Infirm
— Rituximab (preferred)
— Chemotherapy? * rituximab

*Bendamustine, CHOP, or CVP. TRituximab or obinutuzumab. *If not a candidate for anti-CD20 mAb. 3Chlorambucil or cyclophosphamide.

NCCN. Clinical practice guidelines in oncology: B-cell lymphomas. v6.2023. Slide credit: clinicaloptions.com E

e ” o lile
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o i
8 Key eligibility criteria

*Age =218 years

SUPPLEMENT ABSTRACTS (3 Free Access «Grade 1-3A R/R FL
ZANUBRUTINIB PLUS OBINUTUZUMAB VERSUS «Previous treatment with =2 lines of
OBINUTUZUMAB IN PATIENTS WITH RELAPSED/REFRACTORY therapy, including an anti-CD20
FOLLICULAR LYMPHOMA: UPDATED ANALYSIS OF THE antibody and an alkylating agent
ROSEWOOD STUDY *Measurable disease

+ECOG PS of 0-2
*Adequate organ function
*No prior BTK inhibitor

P. L. Zinzani, J. Mayer, ). Trotman, F. Bijou, A. C. de Oliveira, Y. Song, Q. Zhang, M. Merli, K. Bouabdallah
P.S. Ganly, H. Zhang, R. Johnson, A. M. Garcia-Sancho, M. Provencio Pulla, M, Trnény ... See all authors -

First published: 09 June 2023 | https://doi.org/10.1002/hon.3163_81
Efficacy
e At the median study follow-up of 20.2 months, the difference in the ORR by
independent review committee (IRC) was 22.7% (95% Cl, 9.0%-36.5%) in favor of
Y ; zanubrutinib plus obinutuzumab (Table 2
Figure: Phase 2 ROSEWOOD Study Design e e
Table 2. Efficacy Outcomes
A_rm A ] Zanubrutinib + obinutuzumab Obinutuzumab
Zanubrutinib 160 mg bid (n=145) (n=72)
' * : ORR by IRC (95% CI), % 69.0 (60.8-76.4) 45 8 (34.0-58.0) .0012
Obmutuzumali ffgroved dosing Ciossavii dlicied — — = s
RIR FL (n=140) if PD at any time, or
(N=210) <PR after 12 months PR 297 26.4 -
obinutuzumab DOR by IRC
Arm B Median (95% CI), mo NE (25.3-NE) 14.0 (9.2-251) -
Oblnutuzumz(ab {;;());))r oved dosing 18-month DOR rate (95% CI), % 69.3 (57.8-78.2) 419 (22.6-601) =
n:
DOCR by IRC
Median (95% Cl), mo NE (26.5-NE) 26.5 (2.7-NE) =
bid, twice daily; FL, follicular lymphoma; PD, progressive disease; PR, partial response; R, randomized; R/R, relapsed/refractory.
18-month DOCR rate (95% Cl), % 874 (73.8-94.2) 511 (21.0-74.9) -

COCR, duration of complete response, NE, not estimable

® Across prespecified subgroups of patients, zanubrutinib plus obinutuzumab showed
consistent benefit over obinutuzumab (Figure 3)

CAR-T: e la storia continua...rhigliorando Verona, 11 novembre 2024




SUPPLEMENT ABSTRACTS

) Free Access

ZANUBRUTINIB PLUS OBINUTUZUMAB VERSUS
OBINUTUZUMAB IN PATIENTS WITH RELAPSED/REFRACTORY
FOLLICULAR LYMPHOMA: UPDATED ANALYSIS OF THE
ROSEWOOD STUDY

P. L. Zinzani, ). Mayer, J. Trotman, F. Bijou, A. C. de Oliveira, Y. Song, Q. Zhang, M. Merli, K. Bouabdallah
P.S. Ganly, H. Zhang, R. Johnson, A, M. Garcia-Sancho, M. Provencio Pulla, M. Trnény ... See all authors

Table 2. Efficacy Outcomes

Zanubrutinib + obinutuzumab Obinutuzumab 2-sided P
Endpoint (n=145) (n=72) value
ORR by IRC (95% Cl), % 69.0 (60.8-76.4) 458 (34.0-58.0) 0012
CR 393 194 0035
PR 287 26.4 -
DOR by IRC
Median (95% CI), mo NE (25.3-NE) 14.0 (9.2-25.) -

18-month DOR rate (95% CI), % 693 (57.8-78.2) 419 (22.6-60.) -

DOCR by IRC
Median (95% CI), mo NE (26.5-NE) 26.5 (2.7-NE) =
18-month DOCR rate (95% CI), % 874 (73.8-94.2) 511(21.0-74.9) 4

DOCR, duration of complete response; NE, not estimable

® Across prespecified subgroups of patients, zanubrutinib plus obinutuzumab showed
consistent benefit over obinutuzumab (Figure 3)

CAR-T: e la storia continua...ﬁiigliorando

Progression-free survival D(Obdbthlv,m

Overall survival probability, %

.

100
920
80
70
60
50

30
20
10

Median PFS, months (95% Cl):
274 (16.1, NE) Am A; 11.2 (6.5, 15.7) Arm B
HR: 0.51 (95% CI: 0.32, 0.81, 2-sided p=0.0040)

0 2 4 6 8 10 12 14 16

No. of patients at risk

145 135 111 83 76 56 46 40

72 63 32 29- 26 23 16 12

Median study follow-up 12.5 months

— Arm A: Zanubrutinib plus obinutuzumab
—— Arm B: Obinutuzumab
4 Censored

Median PFS 27,4 m
e e

\

18 20 22 24 26 28 30 32 34 36
Months

37 27 19 I8 10: 8 3 2 2 1 0
.. 9 7 6 1 1 0

Median OS, months (95% Cl):
NE (31.4, NE) Am A; NE (26.8, NE) Arm B

HR: 0.44 (95% CI: 0.22, 0.88, 2-sided p=0.0177)

0 2 4 6 8 10 12 14

No. of patients at risk:
145 139 132 121 104 83 75 64
72 67 63 S7 5D 45 39 32

16

— Arm A: Zanubrutinib plus obinutuzumab
= Arm B: Obinutuzumab
+ Censored

18 20 22 24 26 28 30 32 34 36
Months

98: 5l 42: 36 28 22 A5 12 D 3 0
29: °25; 23: AF A2 X 7 7 B 1 0
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Tazemetostat: EZH2 Inhibitor in FL

= |n normal B-cell biology, EZH2 regulates
germinal center formation?

= F7H2 mutations can lead to oncogenic
transformation by locking B-cells in
germinal state and preventing terminal
differentiation?

= F7H2-activating mutations found in
~25% of patients with FL?

= Tazemetostat: selective, oral,
first-in-class EZH2 inhibitor3

= Whether WT or mutant, EZH2 biology
relevant to FL

CAR-T: e la storia continua..,ﬁnigliorando

Slide credit: clinicaloptions.com E
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Tazemetostat Phase Il Study:
PFS (by IRC)

Mutant EZH2

Wild-type EZH2
100 100 A
80 = 80 A
g 60 - g 60 -
£ 40 £ 40
(=S (=
201 mPFsS: 13.8 201 mPFS: 11.1 mo
(95% CI: 10.7-22.0) (95% CI: 3.7-14.6)
D ] | | | | | | | | | | | | | | 0 L | ] ] L | L |  J ] i
(0] 3 6 9 12 15 8 21 24 0] 3 6 9o 12 15 8 21 24
Mo Since Treatment Initiation Mo Since Treatment Initiation
Patients at Risk, n 45 43 32 24 17 13 8 7 3 54 35 24 18 15 11 9 9 2
(number censored) (0) (1) (6) (9) (10) (11) (15) (15) (17) (0) (6) (9) (14) (15) (15) (15) (15) (21)
Morschhauser. Lancet Oncol. 2020;21:1433. Slide credit: clinicaloptions.com E
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SYMPHONY-1: Tazemetostat + RZ2in R/R FL

= Phase Ib study anticipating randomized PFS in Overall Population (N = 44)
R? + tazemetostat phase Il trial -

— 83.3 % EZHZ2 wild-type
— No dose-limiting toxicities — =
recommended phase Ill dose is 2 0.6
800 mg BID S Median PF$,  Est. 12-Mo
Tazemetostat + R? Q- 0.4+ Mo PFS, %
Response 0 iy :
(n=41) a Tazemetostat + R? NR 84.8
ORR, n (%) 40 (97.6) 0.2+ :
= CR 21 (51.2)
Median DoR, mo NR 0.0 r T r T T ' T r r )

0 2 4 6 8 10 12 14 16 18 20
= Most common toxicities: Gl, Mo

Patients at Risk, n
headach'e,mL.Jsc.quskeIetaI, | a4 41 37 31 29 18 7 4 2 10
cytopenias (similar to known profiles)

Batlewi. ASH 2022. Abstr 954. Slide credit: clinicaloptions.com E
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Clinical Guideline Recommendations for
Third-line Relapsed Follicular Lymphoma

Chemo-IO or IMiD Therapy Small Molecule Inhibitor T-Cell-Mediated Therapy

* Preferred »  EZH2 inhibitor = Anti-CD19 CAR T-Cell Therapy
* Lenalidomide + rituximab * Tazemetostat (regardless of EZH2) * Axicabtagene ciloleucel
« Chemotherapy* + anti-CD20 mAb’ * Tisagenlecleucel

= Other = Bispecific T-Cell Engager Therapy
* Lenalidomide + obinutuzumab * Mosunetuzumab-axgh

* Anti-CD20 mAb’
* Lenalidomide?
» Older Patients or Infirm
* Rituximab (preferred)
» Chemotherapy? * rituximab

*Bendamustine, CHOP, or CVP. *Rituximab or obinutuzumabh. *If not a candidate for anti-CD20 mAb. $Chlorambucil or cyclophosphamide.

Ly V
e aa AR aRaIm ' '
llllll.
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Characteristics of bispecific antibodies

CD20:CD3
ratio

Schematic

depiction CD3 clone

Product name Format CD20 clone Fc silencing mutations™

Technology

Mosunetuzumab

{/ co3 e

coz2o N /
Glofitamab { cD3 lgG1
CD20 ‘ cD3
Epcoritamab / lgG1
cD20 \) J co3
Odronextamab lgG4
CD20 \ )
Plamotamab { s lgG1
N4
CD20 y
IgM 2323 N o IgM
=" a=a
. CD3 M\

Knobs-into-holes
(different Fabs)

Head-to-tail fusion

Controlled
Fab-arm exchange

Heavy chains with
different affinity

Fab-Fc x scFv-Fc

lghM + modified J
chain

11

21

1:1

11

1:1

10:1

UCHT1v0 (CD3%¢)

SP34-der (CD3¢)

huCACAQ
(SP34-der )(CD3¢)

REG1250 (CD30¢)

«-CD3_H130
(SP34-der )(CD3¢)

Not reported

2HT (type 1 epitope, identical
to rituximab)

By-L1 (type 2 epitope,
identical to obinutuzumab)

708 (type 1 epitope, shared
by ofatumumab)

3B9-10 (type 1 epitope,
shared by ofatumumab)

C2B8 H1 L1 (type 1
epitope, shared by rituximab)

Not reported

N297G (no FcyR binding)

lgG1-P329G-LALA
(no FcyR binding)

L234F, L235E, D265A
(no FcyR,C1q binding)

Modified 1gG4
(no FcyRIIl binding)

G236R, L328R
(no FcyR binding)

No

*These Fc-silencing mutations do nof abolish the binding of bsAb fo neonatal FcR
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Different Strategies for the Administration of BsAbs in FL

D15: 60 mg D1: 60 mg D1: 30 mg D1: 30 mg
* |V mosunetuzumab administered weekly during C1 and then 2ol Ll
in 21-day cycles
+ Step-up dosing in C1 D1: 1 mg
» Fixed-duration treatment J, + < < -
* No mandatory hospitalization C1 “ c2 o » C8 (if CR)YC17
Epcoritamab From D15: 48 mg QW 48 mg Q2W 48 mg Q4W

SC epcoritamab administered weekly for 8 weeks then
monthly D8: 12 mg
» Step-up dosingin C1 (4, 12, 48 mg)
» Treatment until progression D1:4 mg
« Steroid prophylaxis
» Hospitalization at D15 C1 (8 weeks) Months 2 and 3 - Month 4+
» |V odronextamab administered
+  This was modified to 0.7/4/20 mg during C1 to further D2:05mg | | DS:2mg | | D16: 10 mg
mitigate the risk of CRS |
« Treatment until progression D1: 0.2 mg D8: 2 mg D15: 10 mg
» 48-hour hospital admission required at each split until #¢, INE -y <+ - - v
nominal dose achieved C1 C2—-C4 -« «-»] Maintenance

Bsab, bispecific antibody; C, cycle; CRS, cytokine release syndrome; D, day; FL, follicular lymphoma; IV, intravenous; 22w, every 2 weeks; 04W, every 4 weeks; OW, every week; 5C, subcutaneous.
adapred from: 1. Dreyling M, et al. J Clin Grcol. 2017;35(35):3898-3905. 2. Budde LE, et al. Loncet @ncol. 2022;23(8):1055-1065. 3. Kim T-M, et al. Presented at: ASH 2022.
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Mosunetuzumab in relapsed/refractory follicular lymphoma cmu\\ 03 Hnobsdio-holes
\ into

Mosunetuzumab ) & (diferent Fabs|

— —
Study overview RPFRO\!-EPJ P'?PRD“ED ?EUVEDJ I

Single-arm, pivotal phase Il expansion in patients with R/R FL and 22 prior therapies

FL (Gr 1-3a) *  Prnmary: CR (best response) rate by IRF* - assessed vs Median age, years (range) 60 (29-90)
ECOG PS 0-1 14% historical control CR rate Male 55 (61%)
Secondary: ORR, DOR, PFS, safety and tolerability ECOG PS

=2 prior regimens, including
=1 anti-CD20 antibody 0 53 (59%)
=1 alkylating agent

1 37 (41%)

Ann Arbor stage

Mosunetuzumab administration
I 21 (23%)
- |11

+  Q3W intravenous administration 21-day cycles 69 (77%)
+ C1 step-up dosing for CRS Median lines of prior therapy, (range) 3 (2-10)
mitigation Prior autologous stem cell transplant 28 (31%)
* Fixed duration treatment Refractory to last prior therapy 62 (69%)

= B cycles if CR after C8 . ]
- 17 cycles if PR/SD after C8 Refractory to any prior anti-CD20 therapy 71 (79%)
+  No mandatory hospitalization PoD24 47 (52%)

Double refractory to prior anti-CD20 and alkylator therapy 48 (53%)

Safety and efficacy of mosunetuzumab, a bispecific
3 nt‘ib 0 dy; in Patients With rel apse d or ref ra 'Ct 0 ry f OI I‘i CUI ar Lihua E Budde, LaurieH Sehn, Matthew Matasar, Stephen | Schuster, Sarit Assouline, Pratyush Gir, John Kuruvilla, Miguel Canales,

Sascha Dietrich, Keith Fay, MatthewKu, Loretta Nastoupil, Chan Yoon Cheah, Michael C Wej, Shen Yin, Chi-ChungLi, Huang Huang,

lymphoma: a single-arm, multicentre, phase 2 study i, B oy e

Lancet Oncol 2022: 23: 1055-6 = Al = -
ances e +23:1055-65 woaaaaalananom AL 2R ™ L= |
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Safety and efficacy of mosunetuzumab, a bispecific

==

x ®

CrossMark

antibody, in patients with relapsed or refractory follicular

lymphoma: a single-arm, multicentre, phase 2 study

Median follow up 18 m

Lihua E Budde, LaurieH Sehn, Matthew Matasar, Stephen | Schuster, Sarit Assouline, Pratyush Giri, John Kuruvilla, Miguel Canales,
Sascha Dietrich, Keith Fay, Matthew Ku, Loretta Nastoupil, Chan Yoon Cheah, Michael C Wei, Shen Yin, Chi-Chung Li, Huang Huang,

Antonia Kwan, Elicia Penuel, Nancy L Bartlett

100+
80+
60

Reduced
tumor size 95%

60% CR

40
20+

I Complete response
[ Partial response
I Stable disease

I Progressive disease

PET-CT /BM neg

Best change frombaseline intumour SPD (%)
L)

Individual patients (n-88)

Figure 2: Waterfall plot of best percentage change In SPD
SPD=sum of the products of diameters.

Median number of cicles 8
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Progression-free sunival (%)

lumber at risk
ber censored)

Patients in tesponse (%)

lumber at risk
ber censored)

Patients in complete response (%)

Mumber at risk 54 52 52 50
(number censored)

A
100
o PFS: 17,6 m
&0—
40—
20—
Median 17-9 {95% CI 10-1-NR)
o T T T T T T T T T T T T T T T T T T T T T T T 1
] 1 2 3 4 5 [ 7 8 9 i0 11 1z 13 14 15 16 17 18 19 20 21 22 23 24
90 87 80 73 66 66 56 55 5 S0 46 43 30 3| 3/ 28 26 24 15 14 12 12 10 8 2
@y (2 (2 Gy @ (7 (& (8) (8 (10} (12) (13) (26) (18) (18} (24) (26) (28) (35} (36) (38) (38) (39) (41) (45)
B
100
S‘O—K%
60—
N A_Aj—‘l—il_‘r
20—
Median 22-8 {95% Cl 9.7-MR)
o T T T T T T T T T T T T T T T T T T T T T T T 1
L] 1 2 3 4 s & 7 a8 ] 0 11 12 13 14 15 16 17 18 19 20 21 22 23 24
72 7o 67 61 57 52 51 48 44 42 36 33 33 31 25 19 16 12 12 10 10 a 4 2 o
@) (@) {2 (3 @ (50 (B8 (8) (9) (9 (11} (24) (14) (16} (21) (26) (29) (32} (33} (34) (34) (35) (40) (41} (43}
C
100+
60— :L""—'—‘—H—‘—|
40—
20—
Median MR (95% Cl 14-6-NR)
o T T T T T T T T T T T T T T T T T T T T T T T 1
] 1 2 3 4 5 G 7 8 ] 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

o) (2

Time since initiation of treatment (months)
45 42 39 36 32 25 24 23 22 18 13 11 8 ra (5] (<3 4 1 1 o
23y @ ) (9) (3 (6) (17) (8) (9) (22) (26) (28) (31) (32} (32} (22) (34) 3@ @)

46
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Safety and efficacy of mosunetuzumab, a bispecific
antibody, in patients with relapsed or refractory follicular
lymphoma: a single-arm, multicentre, phase 2 study

CrossMark

Lihua E Budde, LaurieH Sehn, Matthew Matasar, Stephen | Schuster, Sarit Assouline, Pratyush Giri, John Kuruvilla, Miguel Canales, e o
Sascha Dietrich, Keith Fay, Matthew Ku, Loretta Nastoupil, Chan Yoon Cheah, Michael C Wei, Shen Yin, Chi-ChungLi, HuangHuang, Cytokine release syndrome 38 (429%) 1 (136) 1 (136)
. - vod Momces] Dot lois Fatigue 23 (27%%) 0 0
Antonia Kwan, Elicia Pe~ rondache e = o
- MNeutropenia or decreased 2 (29) 12 (13%%) 12 (132}
90 patients enrclled neutrophil count
¢ Pyrexia 25 (28%:) 1 (1%6) W]
Hypophosphataemia S (103) 15 (17 %) o]
90 received initial treatment Pruritus 19 (21%) o o
| Hypokalasmia 15 (17 %) 2 (29a) o
* 4’ Cough 16 (1824) 0 0
Constipation 16 (1824) La] La]
54 completed initial treatment 36 discontinued initial treatment Diarrhoea 15 (17 %) o o
25 progressive disease Mausea 15 (179) o o
4 adwerse events
. - Rash 13 (149) 1 (1%¢) 0
4 physician decision -
2 use of anocther anticancer Dy skin 14 (169) o o
therapy Anasmia 5 (&%) 7 (B9%) o]
1 withdrew from study Chills 11 (12%:) 1 {19e) Q
| Hypomagnesaemia 131 (1292:) o o
Increased alanine aminotransferase 6 (Fa) A (48] 1 (19:)
¢ Insommnia 11 (12%5) Lo} Lo}
Q0 patients included in safety and efficacy analysis Arthralgia 10 (119%) o o
Peripheral cedema 10 (119:) ] ]
Abdominal pain 8 (Q%:) 1 (1%) o]
12 discontinued study Back pain 8 (99%) 1 (2=e) o
& deaths due to progressive Dizziness 9 (109} Q Lo}
> di_sea.se Urinany tract infection 8 (9%) 1 (1) O
4 withdrew from study skin exfoliation 9 (109%) o o
1 death due to adverse event h T = i =
1 death due to other cause Thrombocoytopenia or decreased 5 (5%) 0 4 (A4%5)
platelet count
Data are n {%6). Data are for all exposed patients (m—90) and the most common
.L ¢ adverse events ocowrmring in 10% or more of patients with one or more adwverse
events. Mo treatment-related grade § adwverse events occurred.
2 on retreatment | | 76 in follow-up
Table 3: Treatment-emergent adverse events
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Phase Ib/Il Study: Mosunetuzumab + Lenalidomide in
R/RFL

= Multicenter, open-label phase Ib/Il study

— Current analysis reports initial data from phase Ib (median follow-up: 5.4 mo)

Adults with CD20+ R/R FL
(grades 1-3a) after 21 prior
CIT regimen, including Mosunetuzumab IV
an anti-CD20 mAb; amndl D1: 1 mg>D8: 2 mg > D15: 30 mg
prior lenalidomide allowed; (21-day cycle)
ECOG PS <2
(planned N = 169)

Cycle 1*: Step-up Dosing Cycles 2-12

Mosunetuzumab 30 mg IV D1 +

Lenalidomide 20 mg PO QD D1-21
(28-day cycle)

No mandatory hospitalization for treatment administration

* Primary endpoint: safety/tolerability
= Secondary endpoints: efficacy (CR, ORR, DoR, DoCR), PK

Morschhauser. ASH 2021. Abstr 129. NCT04246086. Slide credit: clinicaloptions.com

AR ARAARARRIN
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Phase Ib/Il Study: Response With Mosunetuzumab +
Lenalidomide in R/R FL

Best Response by PET-CT: Overall Best Response by PET-CT: By Subgroup
ORR: 100%
100 - ORR: 89.7% 100 ORR: 88.9% ORR: 85.7%

—_ 80+ - 80 =
X X
= 60+ =  60- M PMR
et et
o =
S 40+ S 40-
(18] [
a. (a8

20+ 20+

0 0- :
All Patients POD24 Anti-CD20 Double
(N =29) (n=3) Refractory Refractory

(n=29) (n=7)

Median time to first/best response: 2.5 mo (range: 1.4-5.3)/2.5 mo (range: 1.4-10.7)

High ORR and CMR rate in overall population, including those with high-risk disease

Slide credit: clinicaloptions.com E

PO by OEA

Morschhauser. ASH 2021. Abstr 129. (Update: Morschhauser. ASH 2023. Abstr 605.)
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CELESTIMO: Mosunetuzumab + Lenalidomide
vs RZ2in R/R FL

= Multicenter, open-label, randomized phase Il trial

Stratified by POD24 (yes v no), prior tx lines (1 v 22), refractory to anti-CD20 (yes v no)

Cycle 1 (Step-up Dosing) Cycles 2-12
Adults with R/R CD20+ FL
(grade 1-3a) Mosunetuzumab |V Mosunetuzumab 30 mg IV D1
previous|y treated with D1:1 mg, D8: 2 mg, D15: 30mg + Lenalidomide 20 mg D1-21

>1 prior systemic tx
(including prior 10 or CIT);

® ECO(:Jd PI\? 0_42?4) Rituximab 375 mg/m?2 IV* + Lenalidomide 20 mg PO’
anne =

28-day cycles. *D1, D8, D15, D22 incycle 1. D1 in cycles 3, 5, 7, 9, 11. "Day 1-21 in cycles 1-12.
" Primary endpoint: PFS by IRC
= Secondary endpoints: PFS by inv, ORR, CR, DoR, OS, safety, PRO

Nastoupil. ASCO 2022. Abstr TPS7588. NCT04712097. Slide credit: clinicaloptions.com E

O O LT
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EPCORE NHL-1: Epcoritamab in R/R B-Cell NHL

N/
. e\ ¥ Controlled Fab-
Epcoritamab Il lgG1 arm exchange
* Phase |/Il open-label, dose escalation/expansion study [ ;
Patients with R/R CD20+
B-cell NHL after Cycle 1 Step-Up Dosing* Epcyritamab 48 mg SC 122 cases
>2 previous lines of tx and ] in 28-day cycles
>1 anti-CD20 mAb; Epcoritamab SC QW cycles 2-3, Uneil PD
ECOG PS 0-2; D1:0.16 mg Q2W cycles 4-9, ”’ ; ‘;‘;
— .
FDG PET-avid; measurable D8:0.8 mg Q4W cycles 10+ uni‘;ﬁg ta €
disease by CT/MRI; D15:48 mg P p—— y
previous CAR T-cell D22: 48 mg {LEE bR GRS
thera Py allowed *With corticosteroid prophylaxis. Medi " =',-128 e
(p|anned N = 700} To mitigate CRS. ealan fines Of X
3 (range: 2-9);
31% with 24
* Primary endpoint: ORR by IRC POD24: 42%
» Secondary endpoints: DoR, TTR, PFS, OS, CR rate, safety
Linton. ASH 2023. Abstr 1655. NCT03625037. Slide credit: clinicaloptions.com 1. Tifi*
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Epcoritamab monotherapy in patients with relapsed or

refractory follicular ymphoma (EPCORE NHL-1):
a phase 2 cohort of asingle-arm, multicentre study messagos

KimM Linton, Umberto Vitolo, Wojciech Jurczak, Pieternella] Lugtenburg, Emmanuel Gyan, Anna Sureda, Jacob Haaber Christensen, Brian Hess,
Herve Tilly, Raul Cordoba, David John Lewis, Craig Okada, Martin Hutchings, Michael Roost Clausen, Juan-Manuel Sancho, Tara Cochrane,

Sirpa Leppd, Martine E D Chamuleau, Diana Gernhardt, Isil Altintas, Yan Liu, Tahamtan Ahmadi, Minh H Dinh, Daniela Hoehn, Elena Favaro,
Brian Elliott, Catherine Thieblemont, Julie M Vose

At median FU of 17 m, 34%
of 128 cases remained in treatment

E
A 100 ——,
100 —
b,
_ 20 ‘—u__LJI
g 8- PFS 49% E
E At 18 m S
2 60+ =
g -
L: i -4'3_
g 407 2
g 20
E 204
0 | T T T T T T T T T T
G.;, , T e S . A o 3 6 9 12 15 18 21 24 27 30 33
3 9 2 4 z 3 . Time since first dose of epcoritamab (months)
. Time since first dose of epooritamab (months) Number at risk
Number at risk umber censored)
{numbgrcensured} Pivotalcohort 128 120 113 97 82 60 41 31 15 6 1 0
Pivotal cohort 128 90 67 57 43 35 14 12 4 4 0 (0 (1 1 (12) (23) (36) (54) (63) (79) (88) (93) (94)
(0) (10) (19) (26) (38) (40) (60) (62) (69) (69) (73)
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Epcoritamab monotherapy in patients with relapsed or
refractory follicular lymphoma (EPCORE NHL-1):
a phase 2 cohort of asingle-arm, multicentre study

KimM Linton, Umberto Vitolo, Wojciech Jurczak, Pieternella] Lugtenburg, Emmanuel Gyan, Anna Sureda, Jacob Haaber Christensen, Brian Hess,
Herve Tilly, Raul Cordoba, David John Lewis, Craig Okada, Martin Hutchings, Michael Roost Clausen, Juan-Manuel Sancho, Tara Cochrane,
Sirpa Leppd, Martine E D Chamuleau, Diana Gernhardt, Isil Altintas, Yan Liu, Tahamtan Ahmadi, Minh H Dinh, Daniela Hoehn, Elena Favaro,

Brian Elliott, Catherine Thieblemont, Julie M Vose

OS
(82%)
FU17 m

A n/N Overall response
rate (95% Cl)
All patients 105/128 —e— B29% (74-88)
Age, years
<65 51/61 —f— 84% (72-92)
=65 54/67 ——e— 81% (69-89)
Sex
Male 63/79 ——a— 80% (69-88)
Female 42/49 —T— 86% (73-94)
Number of previous lines of treatment
Twa 42147 ——e— 89% (77-96)
Three 36/41 e 88% (74-96)
Four or mare 27/40 e 68% (51-81)
Refractory to last previous systemic therapy
Yes 65/88 — e 74% (63-83)
No 40/40 ——& 100% (91-100)
Double refractory
Yes 68/90 —— 76% (65-84)
No 37/38 ——&  97%(86-100)
Progression within 2 years of first-line chemoimmunotherapy
fes 43/54 ——e1— 80% (66-89)
No 62/74 —— 84% (73-91)
Progression within 2 years of any first-line therapy
es 53/67 e 79% (67-88)
No 52/61 18— 85% (74-93)
Follicular Lymphoma International Prognostic Index*
2 2731 71— &7% (70-96)
35 60/78 —e— 77% (66-86)
l!.’) ZIO 3!3 4‘0 SIO 6‘0 .T’IO EIO 9‘0 1{IJO
Overall response rate (%)
B

n/N

Complete response
rate (95% Cl)
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CR
(63%)

Subgroup
analysis

>R®

Crosshark

Lancet Hoemataol 2024;
11:e593-605
R
All patients 80128 —— 63% (54-71)
Age, years
<65 35/61 e 57% (44-70)
=65 45167 —T— 67% (5578)
Sex
Male 49179 e 62% (50-73)
Female 3149 —— 63% (48-77)
Number of previous lines of treatment
Twao 4q ——— 72% (57-84)
Three 2841 —— 68% (52-82)
Four ormore 18/40 A 45% (29-62)
Refractory to last previous systemic therapy
Yes 45/88 —— 51% (40-62)
No 3540 ——e—  83%(7396)
Double refractory
Yes 50/90 —e— 56% (45-66)
No 3038 e 79% (63-90)
Progression within 2 years of first-line chemoimmunotherapy
Yes 33/54 —— 61% (47-74)
No &i74 —— 64% (5274)
Progression within 2 years of any first-line therapy
Yes 43/67 —— 64% (52-76)
No 61 e 61% (47-73)
Follicular Lymphoma International Prognostic Index*
2 i3 — 71% (52-86)
5 4178 —— 53% (41-64)
fl) 1‘0 2|0 3‘0 4‘0 5‘0 EIO 7‘0 B‘O QIO 160
Complete response rate (%)
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Epcoritamab monotherapy in patients with relapsed or
refractory follicular lymphoma (EPCORE NHL-1):
a phase 2 cohort of asingle-arm, multicentre study

Kim M Linton, Umberto Vitolo, Wojciech Jurczak, Pieternella] Lugtenburg, Emmanuel Gyan, Anna Sureda, Jacob Haaber Christensen, Brian Hess,
Herve Tilly, Raul Cordoba, David John Lewis, Craig Okada, Martin Hutchings, Michael Roost Clausen, Juan-Manuel Sancho, Tara Cochrane,

Sirpa Leppd, Martine E D Chamuleau, Diana Gernhardt, Isil Altintas, Yan Iin Tahamtan Ahmadi Minh H Dinh Daniela Hoehn Flena Favaro
Brian Elliott, Catherine Thieblemont, Julie M Vose

B
100

304

60—

Progression- fee sunvival (%)

—— Complete response (n-80)
—— Partial response (n-25)
—— Mo response (n=-23)

Number at risk
wmber censored)
“omplete response 80

(0)

Partial response 25

(0)
No response 23

(@)

75
(2)
13
(4]

(4]

T
1]

9

T
1z

T
15

1|8 Ell 2|4 ZI}' 3ICI-

Time since first dose of epcoritamab (months)

61
(10}
6

(5)
o

(4)

54
(17)
3
(5)
o

4)

41
(29)
2
(5)
0

4)

34
(31)
1
(s)
o

(4)

14 12 4 4 0
(500 (52) (59) (59) (63)
0 0 o o 0
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o o o o o
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Lancet Hoematol 2024;
11: e593-605

(S

C D
1004 — MRD negative (n-61) 100 — MRD negative (n-49)
— Not MRD negative (n=30) Ty . — Not MRD negative (n-28)
g 807 g
3 607 3
a U
2 g
I b
2 40 o
i i
g g
g - g
0 T T T T T T T | | 1 0 T T T | T | T |
0 3 6 9 2 15 1B 1 ¥4 ¥ 0 3 6 9 12 15 18 n 24
Numberat risk Time since first dose of epcoritamab (maonths) Number at risk Time since first dose of epcoritamab (maonths)
wmber censored) (number censored)
MRDnegative 61 56 48 43 33 29 1B 11 3 3 0 MRD negative 49 RA) 38 1 28 15 10 4 3
© @ @ (0 (9) (20) (36) (38) (45 (“5) (48 @ @ (®& @ @3 @& B60) G5 69
MotMRD negative 30 10 4 3 1 0 0 0 i} o 0 NotMRD negative 28 14 1 b 4 2 2 0 0
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ELM-2: Odronextamab Monotherapy in R/R FL

0 ">‘\\ ,,'a 03 Heavy chains
i : Odronextamab I lgG4  with different
* Multicohort, open-label phase Il study in R/R B-cell NHL T iy

— Current analysis reports FL cohort
— Other disease-specific cohorts include DLBCL, MCL, MZL, other B-cell NHL subtypes

Adults with R/R FL

(erades 1-3a) Cycle 1:* Step-up Dosing™ Cycle 2-4* Cycles 5+:* Maintenance
after 22 prior systemic tx Odronextamab IV Until PD or
including 21 anti-CD20 mAb —— EvX IR WATT-S AL AR 01722 ;}drong:;taljn;ag:ll\; Od:[ggextan;\b’ . — unacceptable
and zlE {a:g(éla;;nglagent; D15,16: 20 mg meg U2, LS, mg Q toxicity
<
(N =13 1) *21-day cycles. *Cycle 1 step-up dosing at study initiation was 1/20/80 mg but was modified to further mitigate CRS risk.

*Each step-up dose delivered as split infusions and is accompanied with premedication to further mitigate CRS risk.

*" Primary endpoint: ORR by ICR per Lugano criteria
» Secondary endpoints: ORR by investigator, CR rate, DoR, PFS, OS, safety/tolerability

Kim. ASH 2022. Abstr 949. NCT03888105. Slide credit: clinicaloptions.com E
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ORIGINAL ARTICLE

Safety and efficacy c:f odronextamab in patients with relapsed or refractory
follicular lymphoma™*

T. M. Kim*, M. Taszner?, S. Novelli?, S-G. Cho?, ). C. Villasboas®, W. Merli®, A. Jiménez-Ubieto”, B. Tessoulin®, L. M. Poon®,
D. Tucker'®, J. Walewski'?, S. ¥i'?, ¥. Song'?, G. Chong'*, E. Bachy'5-1%, 5. Guidez'”, A. Alonso™?, D. Jagadeesh'?, W. Zhang??,
L. Magnano®®-2Z, E. Iskierka-Jazdzewska®®, WM. Tani®®, B. Shen?®®, A. Uppala®®, M. Zhu?®, S. Shariff?®, J. Brouwer-Visser®>,

A. Chaudhry?®, H. Mohamed?®, s. Ambati?® & S. Luminari?’, on behalf of ELM-2 Investigators

A, B
£ i
§ 09 _
55 P
o5 g; Median PFS, 278 months (95% CI 23.0 months-NE) 2 E: Medien 03, NR (35% CI 40.4 monihs-AE)
Ec 061 8-
g% 051 —I— % 074
%g 04 et ———— 5 06
EE‘ 034 _ H——— : : 7 05 . .
£ 024 Median PFS, 20.7 months (35% CI 17.2-27.5 months) s 04 Median OS, NR (85% Cl 32.4 months-NE)
0 0.1- . 2 03
c Median PFS, 11.3 months (95% Cl4.4-19.5 months) =
001 = 0
T T T T T T T T T T T T T T 1 ]
0 3 6 9 12 15 18 21 4 27 30 33 3 39 4 45 a 01 Median 0S, 18.4 months (95% CI12.6 months-NE)
Time (months) [y 001 T T T T T T T T T T T T T T T T 1
Number at risk 0 3 6 9 12 15 8 A 4 7 N B ¥ W 42 &H 48
Allpatients 128 109 90 78 74 56 40 20 4 24 18 16 6 4 3 0 Time (months)
PaientswithCR 94 93 81 70 6 5 37 27 2 21 18 16 6 4 3 0 Number at risk
PatentswithPR & 9 5 5 4 35 2 1 0 0 0 0 0 0 0 0 Alpatients 128 118 108 104 99 90 6 47 4 3% % M 2 0 6 1 0
Patientswith CR 94 94 88 86 62 78 5 41 35 32 3 2 19 0 6 1 0
— All patients Patients wih CR ——— Patienfs with PR PdientswithPR 9 9 & & & § 3 1 1 0 0 0 0 O 0 0 0O
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BITEs for the treatment of R/R follicular lymphoma

BiTEs (CD20xCD3) - single agent

Agent and trial Phase Administration : Prior tx, ORR (CR), Follow-up, PFS, 0S, CRS-ICANS Infections

median % median mo medianmo medianmo  (any/gr >3), % gr>3, %

Mosunetuzumab Il v, 90 52 3(2-4) 78 (60) 374 24 NR 44/2 18
(G029781)"2 fixed duration 50

Odronextamab Il v, 131 48 3(2-13) B0 (72) 224 202 NR 56/4 a2
(ELM-2)2.4 Until PD 1/0

Epcoritamab? ]| SC, 128 42 45(25- B2 (63) 174 15.4 NR h9/2 NA
Until PD 8) 6/2

Glofitamab®7 | IV, 53 36 3(112) B1(70) NA NA NA 67/5 NA
Fixed duration NA

BiTEs (CD20xCD3) - combinations regimen

Agent and trial Phase Administration . Prior tx, ORR (CR), Follow-up, PFS, 0s, CRS-ICANS Infections
median % median mo median mo medianmo  (any/gr >3), % gr=3, %
Epco + lena + rit | SC+O5+IVISC 109 36 2(1-9) 97 (86) a8 6mo: 93% NA 46/2 NA
(EPCORE NHL-2) 8 Fixed duration 2/0
Mosu + lena® b IV+0S 27 11 1(1-4) 92 (77) NA NA NA 30/0 NA
Fixed duration NA

(3; 2. Bartleft NI, et al_ Blood 2022; 140 1467-1470; 3. Vi

24. Abstract S232; 3. Linton KM, et al ha wcet Haematol 2 -
: o1 t 1). 128; 7. Huichings M, et al. J Clin Oncol 2021; 39. 19539-1870;
fin Oncol 2023; 41; (Supplement 16); 7306; 9. Morschhauser F, et al. Blood LL’JL‘_ 138 {(Supplement {). 129

°0: progressive disease;, POD24: progression of disease within 24 months; bx: treatment; F/R:
elapsediefractory; ORR: objective response rate; CH: complefe respanse; PFS: progression-free sunvival,
RS cyfokine release syndrome; ICANS: immune effector cell-associated neurofoxicity syndrome
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CD19-Directed CAR T-Cell Products for NHL

Axicabtagene Tisagenlecleucel? Lisocabtagene Brexucabtagene
Ciloleucel! & Maraleucel® Autoleucel?

Construct Anti—-CD19-CD28-CD3z  Anti—CD19-41BB-CD3z | Anti—CD19-41BB-CD3z Anti—CD19-CD28-CD3z

In 2L: 90-110 x 10°

Dose 2 x 106/kg (max 2 x 108) 0.6-6.0 x 10°/kg In 3L+ 50-110 x 106

2 x 10%/kg (max 2 x 10%8)

Flu/Cy 25/250 mg/m?

Lympho- Flu/Cy 30/500 mg/m? x 3 days, or Flu/Cy 30/300 mg/m2x  Flu/Cy 30/500 mg/m?
depletion x 3 days bendamustine 3 days x 3 days
X 2 days
R/R large B-cell ymphoma (DLBCL and related) R/R MCL
R/R FL*

*Adult patients with R/R FL after 22 or more lines of systemic therapy.

1. Axicabtagene ciloleucel PI. 2. Tisagenlecleucel PI. 3. Lisocabtagene maraleucel PI. 4. Brexucabtagene autoleucel PI. Slide credit: clinicaloptions.com E
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31% age <65
g i 1 : 44% H FLIPI
ZUMA-5: Axicabtagene Ciloleucel in FL and MZL 2% previous ASCT
69% refractory

* Multicenter, single-arm phase Il triall2 44 double refractory

o 56% POD
Conditioning CT CAR T-Cells
Patients with R/R FL de 1-3 MZL;
arents %m . / (grade . 3) o.r ’ Fludarabine 30 mg/m? + Axi-cel Followed
=2 prior lines of therapy including Cyclophosphamide 500 mg/m? I 2 x 106 cells/ke [ fet
anti-CD20 mAb + alkylating agent yclophosphamide me/m X cetis/ie or sajety
Days -5, -4, -3 Day O up to 15 yr

(N =159; n=127 FL)!

Patients with SD but no relapse >1 yr from completion of last therapy ineligible. Single-agent anti-CD20 mAb not counted as line of therapy for
eligibility. Median time to delivery of axi-cel: 17 days following leukapheresis.

* Primary endpoint: ORR (CR and PR) by IRC per Lugano classification

— In primary analysis, ORR was 94% for 84 patients with FL after 17.5 mo follow-up?

= Key secondary endpoints: CR rate (IRRC assessed), ORR (investigator assessed),
DoR, PFS, OS, AEs, CAR T-cell and cytokine levels

1. Neelapu. ASH 2022. Abstr 4660. 2. Jacobson. Lancet. 2022;23:91. Slide credit: clinicaloptions.com E :

powtrnd by CEE
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CLINICAL TRIALS AND OBSERVATIONS

Three-year follow-up analysis of axicabtagene
ciloleucel in relapsed/refractory indolent

non-Hodgkin lymphoma (ZUMA-5)

Sattva S. Neelapu,’'* Julio C. Chavez,”* Alison R. Sehgal,” Narendranath Epperla,” Matthew Ulrickson,” Emmanuel Bachy,”

Pashna MN. Munshi,” Carla l.".:'.asu.JI::»,3 Dawvid 3. Maloney.g Sven de Vos,m Ran Reshef,'' Lori M. Leslie.]2 Olalekan O. l.".:Z'-IL_n.-'x.u'::u-le,13
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4 Estimatad PFS FL (n=127 MZL (n=31}  All patients (N=159) = 404
= @ . = - - an .
S 20 | Median (95% Cl), months ~ 40.2 (28.9-NE) NR (124-NE)  40.2 (28.9-NE) = Estimated O5 FL (n=127 MZL (n=31) Al patients (N=159)
a- 36-mo rate (95% CI), % 54 (44-64) 54 (35.73) 54 (45.43) 20 { Median (95% CI), months MR (ME-NE) MR (NE-NE) NR (NE-NE)
04 . . . . . , . . . . . . . 36-mo rate (95% CI), % 76 (67-82) 74 (53-87) 75 (67-81)
0 4 B8 12 16 20 24 28 32 35 40 44 48 52 L
Months 0 4 8 12 16 20 24 28 32 35 40 44 48 52 55 &0
Mo. at risk Mnnths
FL127 115 98 96 83 79 74 46 42 38 13 11 10 0 No. at risk
Mabst o2 2 19w oo 5 50 FL127 123 122 122 115 114 110 103 99 73 54 34 19 9 1 0
All patients 159 141 119 115 97 90 85 52 47 43 13 11 10 0O U7l 31 29 27 25 21 19 18 12 10 10 5 2 2 1 @
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ZUMA-5: Safety of Axi-cel in R/R FL

MZL All = Most common grade >3 AEs were

Adverse Events (n=22) (N =148) cytopenias (70%) and infections
Any AE, % 99 100 99 (18%)

- AT R CLEEDE 22 63 >3 — Grade 23 infections included
Grade 23 AEs, % 85 96 36 pneumonia (n = 10), opportunistic

= Neutropenia 60 67 61 (n=4), URTI (n=1)

= Anemia 23 29 24

= Thrombocytopenia 23 21 23 = All CRS events resolved except

= Infection 15 29 18 1 event of multisystem organ
Serious AEs, % 46 71 50 failure in a patient with FL and
CRS, % 78 100 82 bulky disease

= Grade =3 6 8 7

= No new safety signals observed in

Neurologic events, % 56 71 - 3-yr follow-up analysis

= Grade 23* 15 38 19
= Median duration, days (IQR) 14 (5-43) 10 (5-28) --

*No grade 5.

Jacobson. Lancet Oncol. 2022;23:91. Neelapu. ASH 2022. Abstr 4660. Slide credit: clinicaloptions.com E
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CLINICAL TRIALS AND OBSERVATIOMNS

Three-year follow-up analysis of axicabtagene
ciloleucel in relapsed/refractory indolent

non-Hodgkin lymphoma (ZUMA-5)

Figure 2. Lymphomaspecific survival outcomes of
A patients with FL based in cumulative incidence and
100 competing risk. Cumulative incide nce plots of competing
Follicular lymphoma risk lymphoma-specific (&) PFS and (B) OS by investigator
= 80 (N=127) assessment for enrolled patients with FL. Main events
af N Progression or death dus to lymphoma or study treatment, n (9) 41 (32) included those due to lymphoma or study treatment
= Cumulative incidence at 3& months, % (95% CI) 34.9(246.2-43.7) complications. BEvents due to reasons other than lym
=2 60 o Competing risks, n (%) 12(9) phoma or study treatment complications were considered
E Cumulative incidence at 346 months, % (5% CI) 10.7 (5.3-18.2) competing risks.
= 40
=
S 20
3 7 _._.-—'_'7 Table 4. Second primary malignancies
o
T T T T T T T T T T T T T T T T FL
0 4 B 12 16 20 24 28 32 348 40 44 43 52 56 &0 (n = 124)
Months
Any second primary malignancy, n (%) 13 (10)
B Monmelanoma skin cancer 3(2)
Melanoma 1 (1)
100
Follicular lymphoma +-MDS/t=AML 5 (4)
(N=127)
= agn | Colorectal cancer 1 (1)
ay Death due to lymphoma or study treatment, n (%) 16 (13)
= Cumulative incidence at 36 months, % (5% Cl) 12.8 (7.7-19.4) B-ALL/AML 1(1)
= 60 H Competing risks, n (%) 16 (13)
= Cumulative incidence at 36 months, % (95% CI) 11.6 (6.6-18.1) e ey 10
%‘ a0 Prostate cancer 1(1)
= Meurcendocrine tumor 0
1=
E 20 Breast cancer o VOLUME 143, NUMBER &
Months
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CLINICAL TRIALS AND OBSERVATIOMNS

Three-year follow-up analysis of axicabtagene
ciloleucel in relapsed/refractory indolent
non-Hodgkin lymphoma (ZUMA-5)

Bendamustine prior to leukapheresis

Estimated PFS & months (n=8 5-12 months (n=10) =12 months (n=70) None (n=39
Median (95% CI), months £.4(1.1-38.6) NR (2.3-NE) 40.2 (24.4-NE) MR (35.5-NE)
36-month rate (95% ClI), % 25 (4-58) 50 (18-75) 50 (37-63) 70 (50-83)
100 H «
_T:EE I_l —I_l'—-. " : R : L s | .
F &0 L"“'u—‘_‘_l_q—l
2 | - A - recente exposure to
= : FHH
S 40 4
2 BENDAMUSTINE correleted
= [ ] [ ]
£ 209 | | negatively with outcome
0 - T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 & 8 10 12 14 16 18 20 22 24 28 28 30 32 34 36 38 40 42 44 46 48 50
Months
Mo, at risk

Bendamustine prior to leukapheresis
&6 months 8 & & 5 3 3 3 2 2 2 2 2 2 2 2 2 2 2 2 2
6-12 months 10 10 Q9 a2 & & & & 6 & & & 5 3 3 3 3 3 3 1
=12Zmonths 70 &8 &2 60 53 53 52 446 43 43 41 41 40 29 27 25 23 23 02 10
Mone 39 38 38 38 36 36 35 34 32 32 30 28 27 14 14 14 14 13 12 3

Pud D =
Mmoo
P =] = =
4w 3
L [
[ T R

Figure 3. PFS of patients with FL based on the time point of bendamustine use before axicel infusion. Kaplan-Meier estimates of PFS among enrolled patients with FL
by investigator assessment in those who had no prior bendamustine exposure, received bendamustine within & months of leukapheresis, received bendamustine between &
and 12 months of leukapheresis, and received bendamustine =12 months before leukapheresis.

EXTENDED FOLLOW-UP OF ZUMA-5: AXI-CEL IN R/R INHL ©blood" 8 FEBRUARY 2024 [ VOLUME 143, NUMBER & —
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CLINICAL TRIALS AND OBSERVATIOMNS

Three-year follow-up analysis of axicabtagene

ciloleucel in relapsed/refractory indolent
non-Hodgkin lymphoma (ZUMA-5)

Quartile of MTV
Estimated PF5 01 Q2 Qa3 Q4
Median (95% Cl}, months MR (24.4NE) MR (38.6-NE) 25.4 (7.0-NE) 24.2 (12.8-NE)
36-month rate (95% CI), % 50 (39-76) B2 (40.92) 42 (22.81) 33 (1651)
100 - m Clinical outcome corretaleted negatively
' — with high metabolic volume

| B

Progression-free survival, %

L e L LLL
|
20
044 T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 & 8 W 12 14 16 18 20 22 24 26 28 30 32 34 36 3B 40 42 44 45 48 50
Months

Mo. at risk
Quartile of MTV

21032 32 031 29 26 26 2% 24 2 02 2 1% 1% 12 12 1non o1 o1 3
221N 31 N 30 029 29 9 ¥ 28 28 27 2 2 18 18 17 17 16 15 10
Q3 N 27 2% 24 18 18 18 15 15 15 15 14 14 9 & 8§ 7 7 7 1
043 30 26 26 23 23 2 18 16 16 15 1% 14 9 8 &8 7 7T & 12

—_ ol L

—- D e L
==
oo
oo
=]

Figure 4. PFS of patients with FL based on the quartile of baseline metabolic tumor volume. Kaplan-Meier plot of PFS per investigator assessment based on the quariile . -
of baseline metabolic tumor volume of evaluable enrolled patients with FL. MTV, metabolic tumor volume. VOLUME 143, NUMBER & . ‘ o
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REGULAR ARTICLE bl()Odo =le \V/=lgle =1=]

Bendamustine lymphodepletion before axicabtagene ciloleucel is
safe and associates with reduced inflammatory cytokines

Guido Ghilardi,’ ™ Luca Paruzzo,' ™ Jakub Swvoboda,' ™™ Eise A. Chong,' = Alexander A. Shestowv,”™” Linhui Chen,'™ an J. Cohen,' =
Giiulia Gabrielli,” ™% Sunita D. Nasta,' ™ Patrizia Pora=z=i,' = Daniel J. Landsburg, "~ James MN. Gerson, '~ Jordan Carter,’ ™

Stefan K. Barta,' © Rebecca Yelton,'® Raymone Pajarillo,’ ™ VWrutti Patel,' = Griffin White, "' Hatcher J. Ballard," ® Elizabeth Weber, "=
Ellen MNapier,'® Emeline R. Chong,' ™ Joseph A. Fraietta,” Alred L. Garfall,™ ® David L. Porter,"® Michael C. Milone,” "

Roderick O'Connor,® Stephen J. Schuster,” ™ and Marco Ruella’™ ==

TLymphoma Program, Abramson Cancer Genter and Z Center for Cellular Immunotherapies, University of Pennsybrania, Philadelphia, PA; 2 Division of Hematology- Oncology,

Hospital of the University of Pennsybrania, Philadelphia, PA; “Department of Oncology, University of Turin, Turin, taly; ©Department of Pathology and Laboratory Medicine,
Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA; and ®Department of Molecular Biotechnology and Health Sciences, University of Turin, Turin, taly
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CR M PR B NR I v 3 2 0 7 7 4 0
Median 95% CI 1-year survival Median 95% CI 1-year survival
Bl 123 4.2-204 75.0% B na na-na 100.0%
Hl 102 74-13.1 42.9% Bl na na-na 100.0%
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ZUMA-5 vs SCHOLAR-5 External Control 24-Mo Update:
Axi-cel vs 3L+ SoC Therapies in R/R FL

= Weighted comparative analysis of phase Il ZUMA-5 evaluating axi-cel in patients with R/R FL

(N = 86) vs SCHOLAR-5 evaluating 3L+ therapy in similar group of patients as ZUMA-5 (N = 86)
PFS

(01
100 100
75 - 75- ZUMA-5: Axi-cel
x . X
" 50 = ZUMA-5: Axi-cel o 20+ SCHOLAR-5:
a o 3L+ SoC
- 254
23 SCHOLAR-5:
3L+ SoC
O | | | | | | | | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | | | | | | 1 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 0O 6 12 18 24 30 36 42 48 54 60 66 72
Patients at Mo Patients at Mo
Risk, n Risk, n
ZUMA-5 86 69 60 53 27 11 7 0O O O 0O O O ZUMA-5 8 83 80 75 69 40 15 2 0O 0 0O O o0
SCHOLAR-5 56 28 15 6 4 1 1 O 0O 0 0O 0 O SCHOLAR-5 85 70 66 49 44 37 32 28 21 18 5 1 0O
Palomba. Exp Rev Anticancer Therapy. 2023;23:199. Shaded area in curves is 95% CI. Slide credit: clinicaloptions.com E
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Full Length Article
Cellular Therapy

Matching-Adjusted Indirect Comparisons of AxXicabtagene L))
Ciloleucel to Mosunetuzumab for the Treatment of Relapsed/ i)

Refractory Follicular Lymphoma

Markqgayne D. Ray', Steve Kanters~, Sara Beygi', Timothy Best', Jacob Wulff',
Eve Limbrick-Oldfield”, Anik R. Patel’!, Olalekan O. Oluwole®-*
' Kite, A Gilead Company, Santa Monica, Califormnia

2 RainCity Analytics, Vancouwver, British Columbia, Canada
* Vanderbilt University Medical Center, Nashville, Tennessee
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0 6 12 18 24 30 36 0 6 12 18 24 30 3
B Number at risk
Number at risk AXECE\ IJIlngMteg 117 94 82 57 16 12 1
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Full Length Article
Cellular Therapy

Matching-Adjusted Indirect Comparisons of AxXicabtagene L))

Check for
Lees

Ciloleucel to Mosunetuzumab for the Treatment of Relapsed/ |
Refractory Follicular Lymphoma

Markqgayne D. Ray', Steve Kanters~, Sara Beygi', Timothy Best', Jacob Wulff',
Eve Limbrick-Oldfield”, Anik R. Patel’!, Olalekan O. Oluwole®-*
' Kite, A Gilead Company, Santa Monica, Califormnia

2 RainCity Analytics, Vancouwver, British Columbia, Canada
* Vanderbilt University Medical Center, Nashville, Tennessee

Table 1

Patient Characteristics by Analysis Set, ZUMA-5 vs GO29781
Variable ZUMA-5' (n=127) G029781 (n=90)
Age, median (IQR) 60(53-67) 60(53-67) Progression-res Sunvival | ——t—— 039 (0.24, 0.62)
Age, =65 years 31.5% 33.3%
Male, (%) 59.1% 61.1% Duration of Response —— 0.45(0.27,0.76)
Caucasian (%) 92.1% 82.2%
Time since diagnosis, median (IQR) 58.0m (32.0-76.5m) — Response outcomes OR (95%Cl)
Number of prior lines of therapy, median 3 3
Number of prior lines of therapy > 3, % 69.3% 62% Objective response rate * 387 (1.55,9.94)
Histological Grade 3A, % 23.6% -
Prior ASCT, (%) 23.6% 21.1% Complete respanse —_— 2580 (1,50, 5.26)
Refractory to prior line, (%) 68.5% 68.9%
ECOG performance' (%} sam e OH (QS%CU

0 62.2% 58.9%
1 37.8% 41.1% Traatment-related AE, Grade 3/4 B . S— 1.56 (0.89, 2.71)

Disease stage Ill/IV, (%) 85.8% 76.7%
Size of largest nodal mass (Tumor bulk)—cm, median (IQR) 40(32-6.0) - CRS, Any Grade _—— 5.54 (2.97,10.35)
Bulky disease % (=6 cm) 24.4% 34.4%
FLIPI Score—high/>3, (%) 44.1% 44.4% CAS, Grade 314 * 3.39(0.71,16.25)
POD24, (%) 65.3% 52.2%
Double refractory, % 58.3% 53.3% Neuralogical events, Any Grade & 3.54(1.28,9.89)
t ZUMA-5 statistics were for the FAS population, ASCT: Autologous stem cell transplant; ECOG: Eastern Cooperative Oncol- . . : ; ; . 5

ogy Group; IQR: Interquartile range; PS: Performance status; FLIPI: Follicular Lymphoma International Prognostic Index; 0.25 050 1.00 200 400 8.00 16.00

POD24; Progression of disease within 24 months, LDH; Lactase dehydrogenase. Relative treatment effect (axi-cel vs. mosunetuzumab)

N T.Hu
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Real-World Early Outcomes of
Axicabtagene Ciloleucel for Relapsed or
Refractory Follicular Lymphoma

Patients with R/R FL

receiving commercial
axi-cel at 72 US centers?®

N=242 Patients excluded (n=91)

* FL, grade 3A/3B
unspecified (n=8)

) - Patients with prior
nontransplant cellular
therapy (n=4)

* Follow-up not reported

Patients included in the (n=79)

analysis set
N=151

- { Ly Tl M—»:L*if,,,—‘
g P Syl SN A
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Overall Response in the Analysis Set, by ZUMA-5 Eligibility, by Age, ="
by Prior Exposure to Bendamustine, and by Prior Lines of Therapy

se 100+
g 80- I | I I |
c -
=3 60 M ORR
& 40-
& CR
= 20-
S 0 93% 94% 92% 91% 96% 92% 96%
Analysis set Eligible Ineligible <65 years >65 years Yes No 2 lines 3 lines =4 lines
ZUMA-5 Eligibility Age Prior Exposure to Prior Lines of Therapy
Bendamustine
No. of
patients 138 124 83 73 55 51 85 78 53 46 96 87 27 25 15 15 31 27 75 68
N 148 148 a8 88 60 60 a3 93 55 55 104 104 28 28 15 15 36 36 79 79

* Among 148 patients evaluable for response, for whom the median follow-up was 6.2 months,
138 (93%; 95% Cl, 88-97) had an overall response, with 124 patients (84%; 95% Cl, 77-89) achieving
a CR

* Overall response was comparable regardless of ZUMA-5 eligibility, age, prior exposure to
bendamustine, and prior lines of therapy

Efficacy and survival — Jacobson ASCO 2023 abs #7509

A I.\ Al
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Grade 23 CRS, Grade 23 ICANS, and Prolonged
Cytopenias in the Analysis Set, ZUMA-5 Eligibility,

4

and Age

301 16%
25-
2 13%
$ 20 10% B Analysis s-:?t_
g B ZUMA5 eligible
g 157 5% B ZUMA-5 ineligible
E <05 years
4% 4%
& gl ' M 265 years
2%
5 0%
0

CRS of Grade 23 ICANS** of Grade 23 Prolonged Neutrnpenla Prolonged Thrombocytopenia®
No. of patients
withevent 3 0 3 1 2 13 3 10 12 13 g 4 8 ]
No. of patients 150 RG fi1 94 Ay 149 B8 fi1 83 bl 149 B9 il 35 A4 149 89 60 45 A

evaluable

lll Miey] |
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| W) Crack for updates

Tisagenlecleucel in adult relapsed or refractory
follicular lymphoma: the phase 2 ELARA trial

Nathan Hale Fowler©'2E, Michael Dickinson®, Martin Dreyling*, Joaquin Martinez-Lopez®,

Arne Kolstad®, Jason Butler’, Monalisa Ghosh?®, Leslie Popplewell®, Julio C. Chavez™,

Emmanuel Bachy™, Koji Kato®, Hideo Harigae ', Marie José Kersten®, Charalambos Andreadis®,
Peter A. Riedell™, P. Joy Ho", José Antonio Pérez-Simon', Andy |. Chen®, Loretta J. Nastoupil ",
Bastian von Tresckow2%2, Andrés José Maria Ferreri®?, Takanori Teshima %, Piers E. M. Patten®* =,
Joseph P. McGuirk?, Andreas L. Petzer?, Fritz Offner??, Andreas Viardot™, Pier Luigi Zinzani®®®,
Ram Malladi®, Aiesha Zia®, Rakesh Awasthi*, Aisha Masood®, Qezlem Anak®,

Stephen J. Schuster®* and Catherine Thieblemont(© %

Tisagenlecleucel Is an autologous ant-CD19 chimerle antigen receptor-T cell therapy with clinically meaningful outcomes
demonstrated In patients with relapsed /refractory (r/r) B-cell lymphoma. In a previous pllot study of tisagenlecleucel In r/r
follicular lymphoma (FL), 71% of patients achleved a complete response (CR). Here we report the primary, prespecified Interim
analysis of the ELARA phase 2 multinational trial of tisagenlecleucel In adults with r/r FL after two or more treatment lines or
who relapsed after autologous stem call transplant (no. NCT035684461). The primary endpolnt was CR rate (CRR). Secondary
endpaoints Included overall response rate (ORR), duration of response, progression-free survival, overall survival, pharmaco-
kinetics and safety. As of 20 March 2021, 97/98 enrolled patlents recelved tisagenlecleucel (median follow-up, 16.59 months;
Interquartile range, 13.8-20.21). The primary endpolnt was met. In the efficacy set (n=94), CRR was 69.1% (95% confidence
Interval, 58.8-78.3) and ORR B6.2% (95% confldence Interval, 77.5-02.4). Within B weeks of Infuslon, rates of cytokine release
syndrome were 48.5% (grade =3, 0%), neurological events 37.1% (grade > 3, 3%) and Immune effector cell-assoclated neuro-
toxlclty syndrome (ICANS) 4.1% (grade =3, 1%) In the safety set (n=97), with no freatment-related deaths. Tisagenlecleucel
Is safe and effective In extensively pretreated r/r FL, Including in high-risk patiants.

CAR-T: e la storia continua..%ﬁnigliorando

(D19-Directed CAR T-Cell Products for NHL

Axicabtagene Tesrrledoica? Lisocabtagene Brexucabtagene
Cloleucel J Maraleuce Autoleucet

Construct Anti-CD19-C028-CD3; ~ Ant-CD19-41BB-CD3z | Ant-CD19-41BB-CD3z  Anti-CD19-CD28-CD3:
In2L: 90-110x 108
6 8 vt 6 3
Dose Ix10%kg (max2x 10 0.6:6.0x10%ke 3 SO4101 10 2x10° kg (max 2x 109
Flu/Cy 25/250 mg/m

Lympho- Flu/Cy 30/500 mg/m? X3days,or | Flu/Cy30/300 mg/m’x  Flu/Cy 30/500 mg/m’

depletion X3 days hendamustine 3days X3 days
X2 days

R/Rlarge B-cell lymphoma (DLBCL and related) R/R MCL

RRFL*

*Adult patients with R/R FLafter 22 or more ines of systemic therapy.

1, Axicabtagene cloleucel P1 2. Tisagenlecleucel P1 3. Lisocabtagene maraleucel Pl 4, Brxucabtagene autoleucel P, Slidecrcit: cinicaloptons com m

povndty e
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ELARA: Tisagenlecleucel in R/R FL Age>65 25%
63% POD

78% refractory
®" |nternational, single-arm phase |l trial 36% previous ASCT

Tisagenlecleucel 66%double refractory

infusion
60% H FLIPI
_ _ creening, lymphodepletion* CAR+ viable T-cells)
Adult patients with apheresis, (n=97)
grade |, Il, or 1A R/R
Posttreatment
follow-up

. cryopreservation
FL, no evidence of ryop Tisagenlecleucel
histologic manufacturing
transformation/

P .
-

FL 3B, no prior §

. -  Jor Follow-up every 3 mo for 1 yr,
anti-CD19 therapy or Optional bridging (45%) o evefv . m\; e StUdeends
chemotherapy

allogeneic HSCT
(N=97) *Lymphodepleting therapy: fludarabine 25 mg/m?/day IV for 3 days + cyclophosphamide 250 mg/m?/day IV for 3 days
or bendamustine 90 mg/m?/day IV for 2 days.

= Primary endpoint: CRR by IRC

= Secondary endpoints: ORR, DoR, PFS, OS, safety, cellular kinetics

Fowler. Nat Med. 2022; 28:325. Slide credit: clinicaloptions.com E
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ELARA: Efficacy of Tisagenlecleucel in R/R FL

Efficacy Analysis Set (n = 94)

Response, %

Investigator

ORR 86.2 90.4
= CR 69.1 72.3
= PR 17.0 18.1

= Median f/u for efficacy: 29 mo
" Median DoR, PFS, OS not reached

— Est. 9-mo DoR: 86.5% (95% Cl: 74.7%-
93.1%)

— 12-mo PFS: 67% (95% Cl: 56%-76%)

Fowler. Nat Med. 2022;28:325.

15/31 of patients achieving PR
converted to CR

— 11 occurred between Mo 3 and 6

CR rate consistent across majority of
subgroups examined including age,
sex, grade, use of PI3K inhibitors,
prior HSCT, disease status to last line
of therapy

Slide credit: clinicaloptions.com

-
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ELARA:

Tisa-cel

(N =94)
. . 100 Events, n 26
Median PFS, mo NE
Survival With 0] e o _
< — -1 (95% Cl) (12.3-NE)
] = 60+
Tisagenlecleucel 2 o - :
o
in R/R FL 20 1 O Censored
0 ] | | | | | | | | ] ] ] ] | |
0 2 4 6 8 10 12 14 16 19 20
Patients at Risk, n Mo
o4 91 72 53 37 24 12 2 1 1 0
100 A e e - —— —— Tisa-Cel
20 4 (N =94)
T 60- Events, n 3
- Median OS, mo NE
o 40+ (95% CI) (NE-NE)
201 O Censored
O | | ] ] | | | | ] | | | | | | | |
0 2 4 6 8 10 12 14 16 19 20
Patients at Risk, n Mo
94 a3 20 82 48 34 37 12 5 2 o

Fowler. Nat Med. 2022;28:325.

Median follow-up: 17 mo.

Slide credit: clinicaloptions.com
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ELARA: Safety of Tisagenlecleucel in R/R FL

AEs, n (%) Patients (N = 97) * AE management required:
Any AE, n (%) 96 (99.0) Foili b in 348
— oclizuman In

Grade 3/4 AE, n (%) 76 (78.4) %
Death, n (%) 7(7.2) — Corticosteroids in 6.4%

= Due to study indication 5(5.1)

= Due to CRS 1(1) = Median onset of CRS: 4 days (IQR: 2-7)

= Due to general disorders 1(1)

= Within 30 days post infusion 0 = Median onset of serious NE: 9 days
AEs of Special Interest,* % All Grades Grade 23

. o cip -

. CRS 48.5 0 = |CANS in 4.1% within 8 wk

= Neurologic events 37.1 3.1

= |nfections 18.6 5.2

= Hypogammaglobulinemia 9.3 0

= Neutropenia 33 32

= Febrile neutropenia 10.3 10.3

= Anemia 24.7 13.4

= Thrombocytopenia 16.5 9.3

*8 wk post infusion. E
Fowler. Nat Med. 2022; 28:325. Slide credit: clinicaloptions.com —

CAR-T: e la storia continua..ﬁigliorando Verona, 11 novembre 2024




ELARA Update: PFS by POD24 Status With Tisa-Celat 3Yr ~ ELARA Update: OS by POD24 Status With Tisa-Cel at 3 Yr
(ASH 2023 (ASH 2023)

100+ 100=
80+ 80
o - 601
S — S
" iy WP 8
2 0 ° 4l
POD24 Yes POD24 No POD24 Yes POD24 No
(h=61) (n=33) (n=62) (n=33)
204 MedianPFS,mo 308 NE ) Median0S, mo  NE NE
(95%Cl) (9.5-NE)  [{18.4-NE) (95%CI) (445-NE) (38.5-NE)
I+-r-rrr—rrrrrrrrrrrrrrm () p—e———————7— 17777
0246 81012141513202 226 283032 3 3 38 0 42 44 I S Y
Patients at Risk, n Mo it Risk Mo
PODMYes 61 59 49 40 3% U B NNV BB BB BB WU T 6 30 allntsat sk,
DN B R BT DB UUUBUNND 0BT 6 S 3 3 10 b S5 sk s Lol AT Bkl e ks
° PODMNe 3 B B 300N NV U % MU U 95 2 10
‘ Median fllones: 41 o, PPN C C 0 |
St 8203 Aot L NS e et Aorlns o oyt Schuster, ASH 2023, Abstr 601. Median follow-up: 41 mo. Slice credit: linicaloptions.com m

powerng by L8
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ELARA vs ReCORD-FL Chart Review:
Tisagenlecleucel vs 4L SoC Therapies in R/R FL

= Weighted comparative analysis of phase Il ELARA evaluating tisa-cell in patients with R/R FL (N = 98)
vs ReCORD-FL chart review evaluated SoC in similar group of patients as ELARA (N = 187)

Best

Response

CRR, %
(95% Cl)
ORR, %

(95% Cl)

ReCORD-FL PFS 0> ELARA: Tisa-Cel
(weighted 1.00= 1.00= - 1sa-te
n = 99)
69.1 37.3 E{ 0.75 = ELARA: Tisa-Cel z %721 e
- £ — L L L} ] |
(59.8-78.3) (26.4-48.3) s _g ReCORD-LE:
(= —_
(78.7-92.5) (52.5-74.7) @ ReCORD-LE: 3;
o 0,25 = SO‘C o) 0.25 =
HR: 0.60 (95% Cl: 0.34-0.86) HR: 0.20 (95% CI: 0.02-0.38)
0 | | | | ] | | 0 ] | | L] | |
0 6 12 18 24 0 6 12 18 24
Patients at Mo Patients at Mo
Risk, n Risk, n
ELARA 97 81 64 23 1 ELARA 97 93 33 34 2
ReCORD-FL 99 64 46 40 35 ReCORD-FL 92° 79 60 54 50

Salles. Blood Adv. 2022;6:5835.

Slide credit: clinicaloptions.com
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Matching-adjusted indirect comparison of efficacy and safety for tisagenlecleucel and
mosunetuzumab in patients with relapsed/refractory follicular lymphoma (r/r fl)

ELARA VS PFS from enrolment after weighting
M os u net u zu m a b — Progression-free survival (investigator assessment)
I1] __\_l__‘_k_
. ‘
To indirectly compare efficacy (ORR, CRR, and 5% 1,_:_5 S
PFS*) and key safety outcomes between Tisa- g \ L
' h— Arm

cel and Mosunetuzumab in patients with r/r FL B oam L_LI ~ T
using matching-adjusted indirect comparison f
(MA' C) . 25% Welighted
Safety outcomes with regards to CRS and ICANS were Py
not statistically different between Tisagenlecleucel o% 5 : o - = = - = -

and Mosunetuzumab in patients with r/r FL.

ELARA - Tisa-cel 398 ar &9 &1 25 48 20 o Q

Mosunetuzumal b 50 70 55 43 32 11 ] 3 0

Fowler et al. Meetings of ASTCT and CIBMTR 2023

o~ = — T
miaaaaaafanannm ' e | =
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https:./fdoi.ong/ 10,1080/ 104281 94. 2023 289854

Taylor & Francis
1-‘}"BPL| rancis Grous

ORIGINAL ARTICLE

Comparative efficacy and safety of tisagenlecleucel and axicabtagene
ciloleucel among adults with r/r follicular lymphoma

Michael Dickinson®, Joaguin Martinez-Lopez® (&, Etienne Jousseaume®, Hongbo Yangd, Xinglei Chaid,
Cheryl Xiang®, Travis Wang®, Jie Zhang®, Roberto Ramos®, Stephen J. Schuster’ and Mathan Fowler?

APeter MacCallum Cancer Centre, Roval Melbourne Hospital and the University of Melbourne, Melbourne, Australia; "Department of
Medicine, School of Medicine, Hospital Universitarico 12 de Octubre, Complutense University, CNIO, Centro de Inwvestigacion Biomédica
en Red Cancer (CIBEROMNC), Madrid, Spain; “NMovartis Pharmaceuticals AG, Basel, Switzerland; 4Analysis Group Inc, Boston, MA, USA;
#Movartis Pharmaceuticals Corporation, East Hanover, NJ, USA; fLymphoma Program, Abramson Cancer Center, University of
Pennsylvania, Philadelphia, PA, USA; "The University of Texas MD Anderson Cancer Center, Houston, TX, USA
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Lisocabtagene maraleucelinfollicular

lymphoma: the phase2 TRANSCEND
FLstudy

Publishad onlins: 3 Tume 2024

E Check for updates

Patlents with 3L+ FL

Leukcaphemesed {ITT)
an=hysis set
MN=133
3+ FL
Leukaphenssed (ITT) Leukapheresad (ITT)
Oid not receive lisg-osl =3 :‘:ﬂlr‘-ﬂ :r:ig:ﬂlet § . . _
= AF {BCute respiratory Failure mid not receive liso-osl n=1
hypoxicl, =1 " Hl_:- I.u-!'lgzr n-n::| elgibility
= Mo Llonger met eligibility - anteris, 0 =1
criberm, m =29
Received nonconforming
. . =0
:enew;rdnn:llga'lﬁmrnmg - L P Liza-cel P product, n=1
=107 n=23
= Bassline FET not evalusble
by IRC, n=3
= Mo repestsd PET after
bridging thesrapy, n =2 |
= Mo positive diseass present
ot basaline by IRC, n =1 Efficmcy set Effioncy met
=101 m=2%

Flg. 1] CMNSDRT dizgram for padents wich 2L+ FL and patlents with high-risk disease at pre-treatment assessment. ‘Mon-conforming product was defined as

2L FL. *The high-risk 20 FL cohortincluded patients with POD24 from diagnosis amy prodwect whereln ona of the CDEor CD4 call components did not mest one of
and/orwho met miGELF criteria. "One patlent had history of transformed FL, and the reguirement s to be consldered liso-cel bt was considered appropriate for
one patlent had PET-megative disease 3t pre-treatment assessment. “Reached infuesion.

CR arter bridging therapy perinwestigator assessment and had PET-negative
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nature medicine Table 3 (continuad) | AEs of spaclal Intarest
(lIso-cal-treated sat)

Article hittps:/doi.ong/101038/:41591-024-020986-9

- - L] ﬂ H-
Lisocabtagene maraleucelinfollicular )

lymphoma: the phase 2 TRANSCEND
FLstudy

Sacond primary malignancy®, n (%) 403
MAS/HLH, n il

; Table 3| AEs of speclal Intarest (liso-cel-treated sat)
Table 2 | Most common TEAES" (z10%) In patlents with 2L+ FL

{liso-cel-treated sat) AL NES®,n (%)
in=130} Arry grade 2018}
2+FL - _—
in=130) CHS M) Graoa1 15 17)
TEAE Grade =3 Ariv arad 5 Grage2 L]
.n
i3] Amy grade iy grade 5 [B6] p— -
Meutropeniz B35 [B5] 76 (58] Gradal 55 (42) Grate 45 o
CRS 75 (BE) 1m Gragal 1515} Mician tima to first onset of BEI-1E)
: ME (range], d
Anamia 40 (338 13 (1) Crada 3t 10
Median time to resolution of first A5
Haadacha 38 (29 a Grada 45 i] ME (range], d
Thromiocytopsanita 33 [25) 13 (1)
Constipation 26 {20) L]
Frolonged cytopenta’, n (%) 28(27)
P 2aa a Grada -3 neLtropents s day 29 20115)
Diarrhaa 220 0 bt
Fecovered to grade <2 by day 608, 12/20 (800
Lymphopenia 015 1713} N (%)
Fatigue 18 115) 0 mm o grada <2 by oy 508, 18/20[20]
Tremor 18 {14) 0 Grage :3anemia al day 23 VISR, 1 (%) 66) 12deaths , 2 progression,
LE’le]ﬂEmE 1B ﬂd-.l 5 n?'l Recovered bo grade <2 by day &0°, 206 (33}
- N (%) 1 PML, 1IMAS/HLH
ASthenia 16{12) 0 Recowered o grade <2 Dy day 905, 546 [83)

N )

Graca =3 thrombocytopenia at day 39
vEER, n (%)

¥ TEAE pariod was defined s tha bma from inttiation of liso-oel administration through and
Inohuding study day G0

15y
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BiTEs (CD20xCD3) - single agent

POD24, Prior tx,

median %

Phase Administration Pts,

Agent and trial

Mosunetuzumahb 1] IV, 90 52 3(2-4) 78 (60)

(G0O29781)12 fixed duration

Odronextamab Il v, 131 48 3(2-13) 80 (72)

(ELM-2)3.4 Until PD

Epcoritamab® 111 5C, 128 42 45(2.5- 82 (63)
Until PD 8)

Glofitamabé®.7 | v, 53 36 3(1-12) 81 (70)

Fixed duration

ORR (CR),

CRS-ICANS
(any/gr >3), %

PFS, 0S, Infections

median me median mo

Follow-up,
median mo

374 24 NR 4472
5/0

22.4 20.2 NR 56/4 32 T
110

17.4 15.4 NR 59/2 NA
6/2

NA NA NA 67/5 NA
NA

CAR-T

Agent and trial Phase Infused POD24, Priortx, Median time for
pts, n % median infusion, days

Tisa-cel Il o7 52 4 (2-13) 45 46"

(ELARA)'2

Axi-cel 1l 124 55 3 (2-4) 4 17

(ZUMA-5)3.4

Liso-cel® 11 101 43 3 (2-10) NA MNA

(TRANSCEND-FL)

ORR (CR), Follow-up, PFS, 0s, CRS-ICANS
% median me medianmo medianmo  (any/gr >3), %
86 (68) 29 NR NR 48/0
41
94 (79) 405 402 NR 97/8
56/15 T P
97 (94) 16.6 NR NR 58/1
1512 e
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Newly diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up'**

M. Dreyling', M. Ghielmini?, $. Rule’, G. Salles™, M. Ladetto®,$. H. Tonino”, K. Herfarth’, J. £. Seymour’ & M. Jerkeman®,
on behalf of the ESMO Guidelines Committee”

“Department of Medicine Il LMU Hospital Munich, Germany; lOrlzt:vh:rgv Institute of Southem Switzerland, Ospedale San Giovanni, Bellinzona, Switzerland;
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QDEparlmenl of Haematalogy, Peter McCallum Cancer Center & Royal Melbourne Hospital, Melbourne, University of Melbourne, Parkville, Australia; mDEpartmEm of
Oncology, Skine University Hospital, Lund University, Lund, Sweden

@ Available online 26 November 2020

osa

Ab Bispecifici / CART
Nuove Combinazioni

High tumour burden - Stage II/IV

ImmunoChT (G/R-B, G/R-CHOP, G/R-CVP) [I, A]
CR/PR: discuss antibody maintenance [I, B]
In selected cases:

Rituximab monotherapy [lil, C]
Rituximab-lenalidomide® [l, C]

ImmunoChT (G/R-B, G'R-CHOP, G/R-CVP) [1, A]
CR/PR: discuss antibody maintenance [I, B]
In selected cases:

Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [1, C]

ImmunoChT=: [lI-B]
CR/PR: discuss antibody maintenance [Il, B]

In selected cases:

Rituximab monotherapy [lll, C]

ASCT (early relapses, transformation) [ll, B]
Rituximab-lenalidomide® (early relapses) [ll, B]

First relapse/progression

ImmunoChT= [11, B]

CR/PR: discuss antibody maintenance [ll, B]
In selected cases:

Rituximab monotherapy[lll, C]

Radiocimmunotherapy
Rituximab-lenalidomide® (early relapses) [Il, B]

ImmunoChT® (long prior remissions) [lil, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [ll, B]

In selected cases:

ASCT (early relapses, transformation) [ll, B]
Radicimmunotherapy [Ill, C]

Idelalisib (double refractory) [lll, B]

alloSCT [ill, C]

Later relapse/progression

ImmunoChT® (long prior remissions) [lll, C]
Rituximab monotherapy [1ll, C]
Rituximab-lenalidomide® [ll, B]

In selected cases:
Radioimmunotherapy [lil, C]
Idelalisib (double refractory) [lll, B]
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Bispecific Antibodies in R/R FL: Considerations

» Currently, bispecific antibodies appear to be among the most active agents
available for 3L+ FL, with the possible exception of CAR T-cell therapy

» Bispecific antibodies have some practical advantages over CAR T-cell therapy
in terms of tolerability, administration, and availability

» HOWEVER, bispecific antibodies may still incur serious adverse events

— Training and preparation of all staff, as well as patient education, are required
to use bispecific antibodies safely

* RNs, house staff, APPs, infusion center, whoever answers your phones (day or
night), etc

Slide credit: clinicaloptions.com m
[ 10 by
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Tayrlor & Francis

Future Oncology

ISSM: (Primnc) (Onlimne) Jourmal homepage: www.tandfonline.comJyjourna lslifon20

Clinical trial should always be considered when appropriate
Consider age, fitness, length of first remission, tumor burden, marrow reserve, rituximab sensitivity

High tumor burden

Low tumor burden

Rituximab + lenalidomide (R*)*
Obinutuzumab-based CIT
Tazemetostat

HD chemo and autoHSCT™*

Watch and wait
Rituximab monotherapy
Radiotherapy for isolated site

Low tumor burden High tumor burden

Mosunetuzumaly
Copanlisib

HZ‘I'

CAR-T cell therapy
Tazemetostat

Watch and wait
Mosunetuzumab
Tazemetostat

Copanlisib

Rituximab monotherapy
Radiotherapy for isolated site

Figure 1. Proposed algorithm for treatment of relapsed /refractory follicular lymphoma at first and second relapse.
*If lenalidomide-naive.

**For younger, fit, chemo-sensitive patients with POD24.

CIT: Chemoimmunotherapy; HSCT: Hematopoietic stem cell transplantation.
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Transplantation and Cellular Therapy 30 (2024) 832 -843

Transplantation and

Cellular Therapy ﬁST CT

Arnerican Society for
Transplantation and Cellular Therapy

journal homepage: www.astctjournal.org

Guideline

Clinical Practice Recommendations for Hematopoietic Cell N
Transplantation and Cellular Therapies in Follicular oy
Lymphoma: A Collaborative Effort on Behalf of the American
Society for Transplantation and Cellular Therapy and the
European Society for Blood and Marrow Transplantation

Madiha Igbal'*, Ambuj Kumar?, Peter Dreger-, Julio Chavez®, Craig S. Sauter~,
Anna M. Sureda®, Veronika Bachanova’, Richard T. Maziarz®, Martin Dreyling”,
Sonali M. Smith'", Caron Jacobson'', Bertram Glass'?, Carla Casulo'”,

Olalekan O. Oluwole'?, Silvia Montoto'”, Ranjana Advani'®, Jonathon Cohen'’,
Gilles Salles'®, Nada Hamad'?, John Kuruvilla®®, Brad S. Kahl?', Mazyar Shadman?,
Abraham S. Kanate®”, Lihua Elizabeth Budde??, Manali Kamdar??,
Christopher Flowers“®, Mehdi Hamadani®’", Mohamed A. Kharfan-Dabaja'"
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Final clinical practice guidelines consensus statements for transplantation and CAR T-cell treatments for late first relapse, sec-
ond relapse and beyond FL

Question Response” (N =27) Consensus Achieved’ VJ
Agree N (%) Disagree N (%) ASTCT
1. The panel DOES NOT recommend autologous transplant 26 (96) 1(4) Yes American Society for
as consolidation therapy in eligible, relapsed FL patients Transplantation and Cellular Therapy

who did not achieve complete or partial remission after
second or subsequent line therapies.

2. The panel recommends considering CAR T-cell therapy 24 (89) 3(11) Yes
in relapsed FL patients who did not achieve complete or

partial remission after second line of therapy.

3. The panel recommends considering CAR T-cell therapy 25(93) 2(7) Yes
in relapsed FL patients who did not achieve complete or
partial remission after third or subsequent lines of thera-

-

4. The panel recommends considering CAR T-cell therapy 25(93) 2(7) Yes
in eligible, relapsed FL patients who have relapsed after an
autologous transplant and did not achieve complete or
partial remission to most recent anti-lymphoma treat-
ment.

5. The panel DOES NOT recommend autologous transplant 26 (96) 4(1) Yes
as consolidation therapy in eligible, relapsed FL patients

who have relapsed after CAR T-cell therapy and did not .
achieve complete or partial remission to most recent anti- Transplantation and Cellular Therapy 30 (2024) 832843

lymphoma treatment.
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Final dlinical practice guidelines consensus statements for transplantation and CAR T-cell treatments for late first relapse, sec-

ond relapse and beyond FL /AD STCT

American Society for
Transplantation and Cellular Therapy

6. The panel recommends considering allogeneic trans- 22 (81) 5(19) Yes
plant as consolidation therapy in eligible, relapsed FL 24 (89) 3(11) Yes
patients who have received 3 or more lines of systemic 25 (93) 2(7) Yes

therapy and are in one of the following clinical scenarios:
i. Develop disease relapse early post autologous transplant

and do not have access to CAR T-cell therapy
i. Develop disease relapse post CAR T-cell therapy
ii. Develop therapy related myeloid neoplasm or bone mar-
row failure syndrome.

7. The panel recommends that allogeneic transplant be 21(78) 6(22) Yes

considered as a salvage/consolidation therapy only in
patients who have achieved complete or partial remission
to the most recent anti-lymphoma treatment. Candidacy

for allogeneic transplant is dependent on good perfor-
mance status and adequate organ function.

8. The panel recommends CAR T-cell therapy in eligible, 25(93) 2(7) Yes
relapsed FL patients who have relapsed after allogeneic
transplant and are untreated or did not achieve complete
or partial remission to most recent anti-lymphoma treat-
ment.

Transplantation and Cellular Therapy 30 (2024) 832-843
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When should autologous transplant or cellular ‘0,
therapy be considered for follicular lymphoma? —

Recommendations

Chemo-sensitive disease

1. AHCT in first remission does not improve OS in FL and should ;
with second line treatment -~ Shared decision making,

not be performed—stror\g recommendation based on mod- Opkions Inchuria chasrvation.

erate certainty to the evidence of effects. maintenance therapy, AHCT.
2. AHCT in second or third remission may be considered for AHCT requires fit patient

select very high-risk patients with FL with chemosensitive POD 24 }

disease, ideally achieving complete metabolic response— Refractory to -

conditional recommendation based on low certainty of the second line treatment

evidence of effects.
3. CAR-T therapy in the third or later line of therapy for FL of-
fers high response rates and should be considered in high-

risk patients with a short expected duration of response to .
alternative available therapies or lack of complete response . Consider CAR-T if eligible
to chemotherapy—conditional recommendation based on Multiply relapsed FL with
moderate certainty to the evidence of effects. poor response to recent
: = ,

Hematology 2022 | ASH Education Program Bond D, and Gopal
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LYMPHOID NEOPLASIA

LLoss of CD20 expression as a mechanism of resistance
to mosunetuzumab in relapsed/refractory B-cell
lymphomas

Stephen J. Schuster,’ Ling-Yuh Huw,” Christopher R. Bolen,” Victor Maximow,” Andrew G. Polson,” Katerina Hatzi,” Elisabeth A. Lasater,”
Sarit E. Assouline,” Nancy L. Bartlett,” L. Elizabeth Budde,” Matthew J. Matasar,” Hartmut Koeppen,® Emily C. Piccione,” Deanna Wilson,”
Michael C. Wei,” Shen ¥in,” and Elicia Penuel®

1Ly'rnphorna Program, Abramson Cancer Center, University of Pennsylvania, Philadelphia, P& 2Genentaech, Inc., South San Francisco, CA: % Jewish General

Hospital, Montreal, &C, Canada:; AGiteman Cancer Center, Washington University School of Medicine, St. Louis, MO; 5L':it.:.,-I of Hope Mational Medical Center,
Duarte, &G and éRutgers. Cancer Institute of MNew Jersey, Mew Brunswick, MNJ

CD20 is an established therapeutic target in B-cell malignancies. The CD20 x CD3 bispe-
cific antibody mosunetuzumab has significant efficacy in B-cell non-Hodgkin lymphomas

* We identified CTD20 loss
(MNHLs). Because target antigen loss is a recognized mechanism of resistance, we ewvalu-

at progression in the

prhase 1/2 GO29781 ated CD20 expression relative to clinical response in patients with relapsed and/or
trial of mosu“f—‘tuzumab refractory MNHL in the phase 1/2 GO29781 trial investigating mosunetuzumab mono-
mlc_::?therapy in B-cell therapy. CD20 wwas studied wusing immunohistochemistry (IHC), RMNA sequencing, and
whole-exome sequencing performed centrally in biopsy specimens collected before

* Reduced transcription treatment at predose, during treatment, or upon progression. Before treatment, most
or gain of truncating patients exhibited a high proportion of tumor cells expressing CD20; however, in 16 of

mutations explained

most but not all cases 293 patients (5.5%) the proportion was <10%. Analyses of paired biopsy specimens from
of CD20 loss with patients on treatment rewvealed that CD20 levels were maintained in 29 of 30 patients
mosunetuzumakb. (979%) ws at progression, where CD20 loss wwas observed in 11 of 32 patients (3496).

— Reduced transcription or acquisition of truncating mutations explained most but not all
cases of CD20 loss. In vitro modeling confirmed the effects of CD20 variants identified in clinical samples on reduction
of CD20 expression and missense mutations in the extracellular domain that could block mosunetuzumab binding. This
study expands the knowledge about the occurrence of target antigen loss after anti-CD20 therapeutics to include
CD20-targeting bispecific antibodies and elucidates mechanisms of reduced CD20 expression at disease progression
that may be generalizable to other anti-CD20 targeting agents. These results also confirm the utility of readily
available IHC staining for CD20 as a tool to inform clinical decisions. This trial was registered at www.ClinicalTrials.gow
as #NCTO02500407. —— ==
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