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Background Treatment
 Eligible patients will be randomly assigned
G L O B RYTE: A P h as e I I I O p e n _I ab eI e R/R MCL is an aggressive disease with a lack of curative treatments and a poor prognosis’ particu|ar|y for patients * PatlentS will receive glOﬂtamab for a ﬁxe.d'duration of 12 CyCIGS, unless PD or Unacceptable tOXiCity occurs earlier. BR will be
’ ’ progressing on Bruton tyrosine kinase inhibitors (BTKi)1-3 o e administered for 6 cycles and R-Len until PD
] L] L] G t , g . . . . . .
M U It' cen tel’ ; Ran d omi Zed Tr | al Current options for MCL after =1 prior therapies (including a BTKi) include: ol * Crossover to glofitamab may be permitted if PD is confirmed radiologically by the INV
CD20 on B cells
" I — Chimeric antigen receptor (CAR) T-cell therapy brexucabtagene autoleucel,
Eval U a'tl N g G I O f | tam ab M ono t h erapy which has high response rates but the potential for severe toxicities*> ’ Study objectives

— Pirtobrutinib, which is a reversible and non-covalent BTKIi that is

FDA-approved for R/R MCL, has an overall response rate (ORR
PP P ( ) To evaluate the efficacy of glofitamab monotherapy compared with INV choice of BR or R-Len with respect to PFS

and complete response (CR) rate of <60% and <20%, respectively®.’ CD3 T-Cellt
engagemen . . .
: : : : . . P ff d t
Alternative therapies are urgently needed to improve outcomes in R/R MCL? Silent Fc region TPy Eneeey Sl

extends half-life )
and reduces toxicity PFS determined by BIRC

In Patients With Relapsed or
Refractory Mantle Cell Lymphoma

Primary objective

Tycel Phillips,'* Matthew Matasar,? Toby A. Eyre,® Eva Giné,* Glofitamab is a CD20xCD3 bispecific antibody with a 2:1 format that engages and

Audrey Filézac de L'Etang,5 Ben Byrne,® Linda Lundberg,5 redirects T-cells to eliminate B cells®® SEROINCEY BIEEEY ENEPOliE Safety endpoints
. e e : .

Alejandra Padoe\;/anl, Christophe Boetsch,> Alessia Bottos, INV-assessed PES Incidence and severity of AES:

Naseer Qayum » Vital signs

Phase I/ll results for glofitamab in R/R MCL, with a fixed treatment duration, showed high response rates

* " . il ] i « Laboratory test results
Presenting author: tphillips@coh.org and durable responses, with manageable and mostly low-grade cytokine release syndrome (CRS)
: : : . : . : Explorator her en in
» Fixed-duration glofitamab monotherapy was administered with step-up dosing and obinutuzumab pretreatment (Gpt; 1000 or 2000mg), to SRR HTIEL Celaelints
Su mm ary mitigate the risk of CRS10 oS Evaluation of prognostic biomarkers and their association with response, including high risk factors (i.e. high Ki67, TP53
alterations)
Efficacy results Safety results
Evaluation of MRD response and its relationship with clinical outcome
« High response rate (84% ORR; 73% CR) * Manageable, mostly low-grade CRS in heavily pretreated patients with R/R ] — _ _
- Median DoCR was 10.0 (95% CI: 4.9-NE) months and 74.1% (20/27) of MCL (N=37) most of whom had failed prior BTKi therapy BIRC- and INV-assessed Immunogenicity against glofitamab
. Patients WI” receive 7 patients who achieved a CR remained in remission at data cut-off* 7 7 .« CR Pharmacokinetics
G LO B RYTE IS a . . . *Note that these results are not yet stable and could vary in the future as many patients were still on treatment at the time of the data cut-off and so the median duration of follow-up was « ORR Health-related qualitv of life includina:
el'[hel’ f|Xed'durat|On relatively short. Cl, confidence interval; DOCR, duration of complete response; NE, not estimable. - DoR/DoCR ealth-re quality It€ Including:

« Time to deterioration in physical functioning or fatigue (10-point decrease in score vs baseline) on the EORTC QLQ-C30

QIOﬁtamab mOnOtherapy « Change in lymphoma symptoms on the FACT-Lym questionnaire
or investigator’s (INV)

Phase lll, open-label,
multicenter, randomized,

controlled trial in patients : L GLOBRYTE (NCT06084936) is a Phase lll, open-label, multicenter, randomized, controlled trial in R/R MCL PFS and tumor responses will be determined according to 2014 Lugano Response Criteria for MCL !
. ChOlce Of rltUX| mab + AE, adverse event; BIRC, blinded independent review committee; DoR, duration of response; EORTC QLQ-C30, European Organisation for the Research and Treatment of Cancer Quality of Life Questionnaire
Wlth relapsed/refraCtO ry . Studv d . Core 30; FACT-Lym, Functional Assessment of Cancer Therapy — Lymphoma; MRD, minimal residual disease; OS, overall survival.
bendamustine (BR) or Hay design Glofitamab monotherapy* Statistical methods

(R/R) mantle cell
lymphoma (MCL)

 Stratified hazard ratios with 95% Cls will be calculated for PFS and OS, and odds ratios (95% CI) will be calculated for differences in CR rate
and ORR between treatment arms

« Treatment comparisons will be made with a 2-sided, 0.05 level, stratified log-rank test

rituximab + lenalidomide
(R-Len)
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D1: Gpt .

Primary endpoint

Patients with

(PES)

R/R MCL (N=182)

BR: rituximab + bendamustine*
C1-6 D1: rituximab 375mg/m?

Enrollment sites

C1-6 D1-2: bendamustine 90mg/m?

v
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OR
R-Len: rituximab + lenalidomide* » An estimated 77 sites will enroll approximately 182 patients with R/R MCL in the Asia-Pacific region, Europe and the USA

EU CT: 2023-503206-37-00. "
C1-6 D1: rit b 375mg/m?2 .
D ol e o « The study has commenced recruitment

G LO B RYTE W| ” en rO” *Cycle length 21 days for glofitamab and 28 days for BR or R-Len. D1-21 until PD: lenalidomide 20m
) C, cycle; D, day; PD, progressive disease. : g
approximately 182
T i . Sweden (2)

patients with R/R MCL

The primary objective is
to evaluate the efficacy of
glofitamab monotherapy
compared with INV

Key eligibility criteria St
Canada (3)

choice of BR or R-Len Trom_ 2l eStlmated 77 Q Inclusion criteria 6 Exclusion criteria
Wlth reSpeCt to sites !n the ASIa_PaCIfIC « Aged 218 years « Leukemic, non-nodal MCL "Ny
: region, Euro pe and - Histologically confirmed MCL with documentation of either overexpression |+ Prior CAR T-cell therapy or treatment with glofitamab or other CD20xCD3 USA (20) ’ ' ’
pI’OgI’eSSIOI’l-fI’ee h USA of cyclin D1 or the presence of t(11:14) bispecific antibodies
Survival (P FS) the « R/R MCL; measurable disease . Primary/sgcondary CNS lymphoma, or history of CNS lymphoma or other s '
« ECOG performance status 0-2 malignancies*
- >1 prior line of systemic therapy including BTKi and another option * Current or prior CNS disease (including epilepsy or CNS vasculitis; stroke
(e.g. anti-CD20 monoclonal antibody, chemotherapy, or targeted agent such or transient ischemic attack within the past 2 years)
as bortezomib) . S.ignificant (;V Qisease (New York Heart Associatiop Qlass [l or IV cardiac
. Life expectancy 212 weeks disease/Objective .Assessment Class C or D), Ml within the last 6 months, =T
»  Confirmed availability of tumor biopsy tissue (pre-treatment or recent unstable arrhythmias, or unstable angina Estimated:
archival specimen) * Known active infection at time of enroliment > égﬁngles

182 PATIENTS

Previously presented at the American Society of Hematology (ASH) *Except for curatively-treated basal or squamous cell skin cancer, in-situ cervical cancer, low-grade early prostate cancer, or any other malignancy treated with curative intent and in
Annual Meeting 2023 (December 9-12. 2023. San Diego CA) remission for 22 years. CNS, central nervous system; CV, cardiovascular; ECOG, Eastern Cooperative Oncology Group; M|, myocardial infarction.

Presented at the 12th Annual Meeting of the Society of Hematologic Oncology (SOHO 2024) | September 4-7, 2024
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