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Primary Analysis of ZUMA-7: a Phase 3
Randomized Trial of Axicabtagene Ciloleucel
versus Standard-of-Care Therapy in Patients

with Relapsed/Refractory Large
B-Cell Lymphoma

Frederick L. Locke, MD?; David B. Miklos, MD, PhD?; Caron A. Jacobson, MD, MMSc?; Miguel-Angel Perales, MD?;
Marie José Kersten MD, PhD?; Olalekan O. Oluwole, MBBS, MPH®; Armin Ghobadi, MD’; Aaron P. Rapoport, MD¥;
Joseph P. N k, DO?; John M. Pagel, MD, PhD; Javier Mufioz, MD, MS, MBA, FACP''; Umar Farooq, MD'?;

MD??; Sridhar Chaganti, MD?#*; Yin Yang, MS, MD?4;
*hD**: Leo |. Gordon,




Background

* Axi-cel is an autologous anti-CD19 CAR T-cell 300 Patients
therapy approved for the treatment of adult With DLBCL
patients with R/R LBCL after 22 lines of A —
o th 200 Cured With 100 With R/R
systemic therapy R-CHOP DLBCL
* Current SOC second-line treatment in the curative /\
setting for patients with R/R LBCL is salvage Only 10% of
. s ’. 1 50 Transplant SO Transplant 3
chemotherapy followed by consolidative HDT-ASCT ineligible Eligible Patlent.s.
* Many patients cannot receive HDT-ASCT, and their 1 1 ..__s’c“"edd“ifth
. ; econd-Line
prognosis is poor®* Death From 25 Respond to Standard of
- : . L h Salvage CIT and
* ZUMA-7 (NCT03391466) is the first randomized, itcntbad B facb sl Care (SOC)
global, multicenter Phase 3 study of axi-cel versus 1
SOC as second-line treatment in patients ot
: atients
with R/R LBCL Cured

Figure adapted with permission from Friedberg. Mematology Am Soc Mematol Educ Progrom. 2011;2011:498.505.
1. Zahid U, et al. Cwrr Hemato! Malig Rep. 2017;12:217-226. 2. Gisselbrecht C, et al. J Ohin Oncol. 2010;28:4184-4190. 3. Van Den Neste E, et al. Bone Marrow Transplant. 2016:51:51-57. 4. van imhoff GW, et al. J Clin
Oncol. 2017:35:544-551.
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ZUMA-7 Study Schema and Endpoints: Axi-Cel Versus

SOC as Second-Line Therapy in Patients With R/R LBCL

R/R LBCL
N=359
77 sites
Key Eligibility:
* Aged 218 y
* LBCL!
* R/R €12 mo of 1L therapy®
* Intended to proceed to
HDT-ASCT

Stratification:

* Response to 1L therapy

» Second-line age-adjusted
IPI (sAAIPI)

Optional Steroid-Only
Bridging (No Chemotherapy)

1:1 Randomization

Investigator-Selected
Platinum-Based
Chemoimmunotherapy*

Initial Disease Assessment (Day 50)

Day 100 Assessment

Day 150 Assessment

LTFU Assessment

Primary Endpoint

* Event-free survival®
(EFS) by blinded
central review

Key Secondary
Endpoints

* ORR

* 0S

Secondary Endpoints
* PFS

* Safety

* PROs

No Protocol-Specified
Crossover

patients C1ve
55 dose, 2x10° CAR T ce




Median OS, Evaluated as an Interim Analysis, Was Not
Reached for Axi-Cel Versus 35.1 Months for SOC

100 4
F 80-
]
% 60 -
a
L m -
- Axi-cel SOC Stratified  Stratified S —
g 20- (N=180) (N=179) MR (95%C1) P Value

Median 05 NR 35.1 0.730 0.0270
ol (95% C1), mo | (28.3-NE) (185-NE) (0.530-1.007) (NS}

0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 3
No. at Risk Months

Avcel 180 177 170 161 157 M7 136 15 137 11 %) 7] &0 44 E 1 14 S : 0
SOC 179 171 161 148 133 120 W% Wea W0 W1 74 =4 47 i3 21 14 ’ 4 N Q

* 56% of SOC patients received subsequent cellular immunotherapy (off protocol)
* Preplanned sensitivity analysis® suggests an OS benefit, likely confounded by SOC treatment switching
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Post-treatment MRI is not fully accurate in anticipating cure or relapse

Treatment Methotrexate-Cyta

Some complete responders will recur some partial res
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Profiling of Circulating Tumor DNA for Noninvasive Disease
Detection, Risk Stratification, and MRD Monitoring

in Patients with CNS Lymphoma

auer EM_ Esfahani MS. Mitschke J Kurtz DM. Kuhn J. Bleul S. O

Macaulay CVW, Neidert NN, Volk |, Rauer S, Helland DH, |
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Biopsy-free CNSL classification

CNSL vs. Non-CNSL (other primary brain tumors or brain metastases)

:.‘:‘:‘}I‘.H‘I“*i”.')"‘n Jt.‘rl'J kh‘l L -,:“ Wt ',:|r1':f'.‘:,'f*‘*'ij Wi
based on ctDNA mutational profiles

Methodology

fine a Classifier score
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Biopsy-free CNSL classification

Clinical presentation
Neurclogcal symptoms
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Trea lsrael CLL Shudy Group (CLLSE)

A RANDOMIZED PHASE |l STUDY OF
VENETOCLAX-BASED TIME-LIMITED COMBINATION
TREATMENTS
(RVE, GVE, GIVE) VS STANDéch[R)lgg)EMOIMMUNOTHERAPY (CIT:
IN FRONTLINE CHRONIC LYMPHOCYTIC LEUKEMIA OF FIT
PATIENTS:

FIRST CO-PRIMARY ENDPOINT ANALYSIS OF THE
INTERNATIONAL INTERGROUP GAIA (CLL13) TRIAL

Barbara Eichhorst, Carsten U Niemann, Arnon P Kater, Moritz Firstenau, Julia von Tresckow, Can Zhang,
Sandra Robrecht, Michael Gregor, Gunnar Juliusson, Patrick Thornton, Philipp B. Staber, Tamar Tadmor,

Vesa Lindstrom, Caspar da Cunha-Bang, Christoph Schneider, Christian Poulsen, Thomas llimer, Bjoérn Schéttker,
Ann Janssens, llse Christiansen, Thomas Noésslinger, Michael Baumann, Marjolein van der Kiift, Ulrich Jager,
Henrik Frederiksen, Maria BL Leys, Mels Hoogendoorn, Kourosh Lotfi, Holger Hebart, Tobias Gaska, Harry Koene, Florian
Simon,

Nisha De Silva, Anna Fink, Kirsten Fischer, Clemens Wendtner, Karl A Kreuzer, Matthias Ritgen,

Monika Briiggemann, Eugen Tausch, Mark-David Levin, Marinus van Oers, Christian Geisler, Stephan Stilgenbauer,
Michael Hallek
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Coprimary endpoint: uMRD (< 10%4) at Mo15 in PB by 4-colour-flow

ITT analysis: 63 pts (34 CIT, 15 RVe, 10 GVe, 4 GIVe) with missing samples (6.8%) were counted as MRD positive

proportion of ITT population in %
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GIVe vs CIT: 92.2% versus 52.0%: p < 0.0001

l

GVe vs CIT : 86.5% versus 52.0%: p < 0.0001
[ |

RVe vs CIT: 57.0% versus 52.0%: p = 0.317
[ |

57
CIT. RVe
n=229 n =237 n=229

W PB uMRD

GlVe
n=231

uMRD% 97.5% CI
GlVe 92.2 87.3-95.7
GVe 86.5 80.6 -91.1
RVe 57.0 49.5-64.2
SCIT 52.0 44.4 - 59.5
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Neues Videoportal: www.lymphome.de/kongressberichte
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€ WML Videoberichbe
KML Videoberichte ~
Das Kompetenznetz Mzligne Lymphome e, versteht sich als Forschungsverbund, dessen ibergeordnetes Ziel es ist, die optimale ASH 2021 Atlanta Mantelzell-Lymphom (MCL)
Behandlung, Betreuung und Information fir alle Lymphom-Patienten in Deutschland sicherzustellen und kontinuierlich zu verbessemn. Prof. Dr. med. Cheistiane Pott
[rezember 2021 Universitstsklinikum Schleswio-Holstain, Campus Kiel
@ Atlantz & Virtual B 2001

EJ Veranstaltung - Q@ orn - B9 Jahr -

Wom 11. bis 14. Dezember 2021 findet das 63. Meeting der
American Society of Hematology (ASH) in Atlanta (Georgia.
UE4) und als viruteller Online-Kongress statt. Das KML
berichtet in seiner Reihe Lymphom¥ompetenz
KOMPAKT mit Video-Berichten von relevanten
Swudienergebnizsen und neuen Entwiddungen im Bereich

Diffus grofizelliges B-Zell-Lymphom
Uniklinik Kdin
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ASH - AMERICAN SOCIETY OF HEMATOLOGY

der Lymphomforschung.
Informationsflyer zum Projeks Hodgkin Lymphom (HL)
PD Dr. med. Bastian von Treschow
Gem informieren wir Sie, wenn alle Videos online sind: R SRS
o o e s S s
Lymphom Lymphom Lymphom Eeemammnnlulcimlahld@KML-Na\Flgnerm_itangn e Vita
Kompetenz Kompetenz Kompetenz relevanten Informationen und in unregelmatigen Hinweise
ey KOMPAKT o KOMPAKT KOMPAKT auf aktuslle Veranstaltungen.
e S <~ S e o Umphorne —— (3) —O— Multiples Myelom (MM)
Prof. Dr. med. Katja Waisel
ASH 2021 ASH 2020 : Universitatsklinikum Hamburg-Eppendorf (UKE)
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Abbie Deutschland GmbH & Co. K& Amgen GmbH, J a Vita
Bristol-Myers Squibly GmbH & Co. KGaA,

ASH 2021 Atlanta ASH 2020 VIRTUAL ASH 2019 Orlando GlaoSmithiline GmbH & Co. KE, Heal AS, - Sel

Dezember 2021 Dezember 2020 Dezember 2019 tene Iﬁmphl:llnﬂ
Janssen-Cilag GmibH L Prof. Dr. med. Kai Hilbel

@ Atlanta & Virtual B 2011 Q virtual B 2020 9 Orlando B 2019 Die Firmian haban keinan Einfluss suf die Inhalte. Die Hihe . - Uniidinik Katn

der Ziwendungen kann der Saite Projektunterstiitzung @Pa

> Themen & Referenten —> Zum virtuellen Event ~> Zum virtuellen Event entrommen veerdan. L e ik
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Die Kurzprasentationen sind online unter

www.lymphome.de/ash2021
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Bleiben Sie gut informiert! Informationsportal:
www.lymphome.de

Fragen & Antworten
konsiliardienst@lymphome.de

Telefon: +49 (0)221 478-96000
Fax: +49 (0)221 478-96001
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