MCL-553

Glofitamab induces high response
rates and durable remissions in
patients with heavily pretreated pEETE I En ongoTie

In the current analysis, high

Phase I/ll study evaluating response rates and durable

fixed-duration glofitamab remissions were observed in
relapsed/refraCtOry (R/R) mantle Ce" monotherapy in patients with patients with R/R MCL,

|ymph0ma (MCL), ihClUding those W|th relapsed/refractory mantle including those with high-risk
a poor prognosis: Subgroup results

cell ymphoma (R/R MCL) disease characteristics

from a Phase /Il trial

Tycel Phillips, MD," Marek Trnény, MD, CSc,2 Carmelo Carlo-Stella, MD,3® Jan Zaucha, MD, PhD,* - .
Tomasz Wrobel, MD, PhD,5 Fritz Offner, MD, PhD,® Michael Dickinson, MBBS,” Monica Tani, MD,? In addition, most responders Notably, most patients who

Michael Crump, MD,° Nancy L. Bartlett, MD,'° Joaquin Martinez-Lopez, MD, PhD," . .
Paolo Corradini, MD,2 Estefania Mulvihill, PhD,3 Alessia Bottos, PhD,3 Derrick Kaufman, PhD,4 achieved undetectable were in complete response

James Relf, MD,'® Fabiola Bene Tchaleu, MSc,'* Alexandra Bazeos, MD,"® Linda Lundberg, PhD,3 minimal residual disease (CR) at the end of treatment
Franck Morschhauser, MD, PhD16 . .
: T (MRD) at Cycle (C) 3, which (EOT) were progression-free
Presenting author e-mail: lai.dominic@gene.com . } ) )
is suggestive of a rapid and and alive 18 months after
City of Hope National Medical Center, Duarte, CA, USA; 2Charles University, Prague, Czech Republic; 3Humanitas University and IRCCS

Humanitas Research Hospital, Milan, ltaly; “Medical University of Gdansk, Gdansk, Poland; *Wroclaw Medical University, Wroclaw, Poland; deep mOleCU|ar reSpOnSG the EOT
8Universitair Ziekenhuis Gent, Gent, Belgium; “Peter MacCallum Cancer Centre, Melbourne, Australia; 80spedale Santa Maria delle Croci,

Ravenna, Italy; °Princess Margaret Hospital, Toronto, ON, Canada; '°Siteman Cancer Center, Washington University, St. Louis, MO, USA;

"Hospital Universitario 12 de Octubre, Spanish National Cancer Research Center (CNIO), Complutense University Madrid, imas12,

Madrid, Spain; 2University of Milan and Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; '3F. Hoffmann-La Roche Ltd,

Basel, Switzerland; *Genentech, Inc., South San Francisco, CA, USA; Roche Products Ltd, Welwyn, United Kingdom;

6Centre Hospitalier Universitaire de Lille, Lille, France.

Previously presented at the American Society of Hematology annual meeting 2024 (December 7—10, 2024, San Diego, CA, USA)

Background High response rates and durable remissions were I No new safety signals were reported (Table 3)
achieved
Patients with R/R MCL continue to have a poor - Median follow-up in the ITT population was Table 3. Adverse event (AE) summary in the
prognosis, especially those whose disease has become 24.2 months (range: 0-50). safety population.
R/R to Bruton’s tyrosine kinase inhibitor (BTKi)-containing . Th I ‘ 829% and CR rat
therapies. Novel and effective treatment options are needed. © overal response rate was oan rate n (%) N=60
was 77%. Median time to first response was
Glofitamab is a CD20xCD3 bispecific antibody that is 42 days (range: 29—164).
approved for the treatment of patients with R/R diffuse . : : Any AE 60 (100)
large B-cell ymphoma who have received 22 prior lines AL BT GUIEEHT, NG medllan durgtlon AR (DIOIEIR) wiet
of therap 46.5 months (95% confidence interval [Cl]: 14.4—not
y.. estimable [NE]) and the event-free rate among complete Gr3-5AE 48 (80.0)
In an ongoing Phase /Il study (NP30179; NCT03075696), responders was 73.3% at 12 months (95% CI: 60.3—-86.2)
fixed-duration glofitamab monotherapy induced high (Figure 2). Any SAE 47 (78.3)
eI CIelie Ml nls e LIS Ml 6 * Median progression-free survival (PFS) was 18.0 months
hmeaanv‘ei‘lge;‘rZ'tfe?;ec}yRF/’Em%L'ﬂ a cohort of patients with (95% CI: 11.3-NE) and median overall survival (OS) was Any Gr 5 (fatal) AE 9 (15.0)"
y ) NE (95% Cl: 21.6-NE).
We report updated results for the R/R MCL cohort, . Landmark vsis indicated that t patients wh AE leading to withd ¢ lofitamab 5 (8.3
including efficacy in clinically and/or histologically defined inangae’][rena dnif}tcsrles’al’[rr]ncle%e’: (eE OT? wne](r)es p?gg;(reenszigvn (f)r;/veere eading to withdrawal from glotitama (8.3)
igh-ri ' . Related to glofit b 1(1.7
high-risk subgroups, and an exploratory analysis of MRD and alive 18 months after the EOT (PES rate: 71.8%: elated to glofitama (1.7)
OS rate: 83.0%).
Any CRSt 42 (70.0)
NP30179 is an ongoing Phase I/ll study evaluating Figure 2. DOCR in the ITT population. Gr3-4 7(11.7)
fixed-duration glofitamab monotherapy in 100 - All patients (n=47) Any ICANS 7 (11.7)
patients with R/R MCL who have received 21 80 | + Censored
prior line of therapy N Gr 4(6.7)
: : : g 60; Gr2 3 (5.0)
 Patients receive obinutuzumab pretreatment on C1 2
Day (D) 1 (Figure 1) 401 *COVID-19/COVID-19 pneumonia (n=5), post-acute COVID-19 syndrome (n=1), pneumonia
n=1), septic shock (n=1), cardiac arrest (n=1); T reported usin criteria accordin
* Glofitamab is then given as Step doses on C1D8 and 20 1 go L1e)e etF;tI. 20h193i;(§thr;<)a p_)atii-nts e?(petrifancza)d gCIcl)?i?amgb-r:e?ated I%ﬁﬁ-g(igr 1tconfusion:I °
C1D15 and at the target dose on D1 of each subsequent o L = Median DOCR: 46.5 months (95% Cl: 14.4-NE) [Szta(;gyrggogpgt]fzﬂmirrg disortentation [1000m9 &pf and & 1 mental status changes
CyC|e (C2—12) 0 3 6 9 1'2 1'5 1'8 21 24 27 éO é3 3;6 ?;9 42 45 48 S;:EGrad_e; ICAL\IS, immuneteffectorcell-associated toxicity syndrome;
Time (months) , Serious aaverse event.
All Patients 47 41 37 33 30 21 1I4 1T 9 8 6 3 3 2 2 1 NE
Figure 1. NP30179 dosing schedule. Ul
D15: 10mg
D8: 2.5mg or 30mg or 30mg Igh response rates and durable remissions were _ _
also achieved in clinically and/or histologically 7 1S (Bl [PENETTS Il el Selmeles it
: i i i . undetectable MRD at C3 (Figure 4).
D1:1000mg Gpt defined high-risk subgroups (Table 2 and Figure 3) _ _ (Fig )
D1 2000 ' ot * Most patients who achieved undetectable MRD
; mg Gp . . .. .
Table 2. CR rates in subgroups of the ITT and BEP. maintained molecular remissions after EOT (Figure 4).

* v v v 4
' ' N (%) of patients achieving CR in Figure 4. Evolution of MRD over time.*

<«— 21-day —» subgroups of the ITT population
cycles @e o ° ° >

*2/61 patients received glofitamab at the 16mg dose level; TCRS mitigation strategies All patients (N=61) 47 (77) | o0 @ ® ® >

in C1 includ_e Gpt, step-up glofitamab dosi_ng and premedication with dexamethasone. | 10 @ o0 o ° >

CRS, cytokine release syndrome; Gpt, obinutuzumab pretreatment. Age (years) | @ e ° o o o o

, <70 (n=25) 19 (76) 1 ¢ @ © o ° g

* In the current analysis (data cut-off: May 17, 2024), { o@ LI ° >
tumor responses were assessed by investigators using 270 (n=36) 28 (78) @@ e o o o o >
Lugano 2014 criteria.? o cEEms ® be

o _ _ _ Prior lines of therapy { @0 © oo >

« Formalin-fixed paraffin-embedded tumor biopsies _ | o0 @ o0 o . @ MRD undetectable
were classified as classical, blastoid, or pleomorphic 1(n=15) 12(80) (6] e o A @ MRD detectable
and analyzed by immunohistochemistry for Ki-67 or 2 (n=18) 14 (78) { ®0 @ ® ) # MRD detectable below LOD
p53 expression. _ 1 ®e e ¢ o o 0 Death

: : : 23 (n=28) 21(79) { o0 © o0 o > A Di .

* An exploratory analysis of MRD was carried out in | eoe = - isease progression
genomic DNA (isolated from circulating tumor cells) or Prior BTKi exposure | ¢o @ ° e > Last tumor assessment
plasma DNA by clonoSEQ (Adaptive Biotechnologies). Yes (n=34) 24 (71) { @e o CXC) > Glofitamab treatment

1 @0 o ' @ © A Post-EOT period
No (n=27) 23 (85) @ o e O Pre-treatment period
(6] e @ O
. . Refractory to last prior thera @ (] )
At data cut-off, a total of 61 patients with R/R i br! by — ____ ol . .
MCL had been enrolled Yes (n=45) 34 (76) °C3 10 20 30 40
. . . . - Time on therapy (months)

. 4O No (n=16 13 (81

Of these patlents, a” I mCIUded 1 the Intent tO treat ( ) ( ) *21/31 patients (67.7%) who were in CR at EOT had a trackable MRD clone. MRD was

(ITT) population, 60 received 21 dose of study medication
and were included in the safety population, and 46 had an
evaluable baseline biopsy and were included in the

. .. . assessed at C1D1, C1D8, C3, C6, EOT and during follow-up.
N (%) of patients achieving CR in LOD, limit of detection.

subgroups of the BEP

biomarker evaluable population (BEP). >1 high-risk histological feature
* Notably, the majority of patients were heavily pretreated Yes (n=31) 20 (65)
zgger”e:rea?_:_c:gl;01I;%TKi-containing therapies at No (n=15) 14 (93) I Immune recovery after EOT
Blastoid morphology® . Bgtween j2—18 rr.10r.1ths after EOT, 4/10 (40%) patients
Table 1. Baseli h istics in th £ with ongoing remissions and evaluable samples had B-cell
pzz:Iat.ionase Ine characteristics in the safety Yes (n=5) 3 (60) counts above the lower limit of normal (LLN; 270cells/uL).
: — _ No (n=40) 30 (75) - Between 12—18 months after EOT, 9/10 (90%) patients
KI-67 expression >50% with ongoing remissions and evaluable samples had 1gG
Median age, years (range) 72 (41-86) Yes (n=30) 20 (67) levels above the LLN (=5g/L).
Male 44 (73.3)
Ann Arbor stage Ill/IV at study entry 52 (86.7) No (n=16) 14 (88)
- S 53 expression >50%
Median number of prior lines of therapy, 2 (1-5 P .
n (range) (1-5) Yes (n=9) 6 (67) Conclusions
Number of prior lines of therapy No (n=37) 28 (76)
1 14 (23.3) Glofitamab induced high response rates and durable
2 18 (30.0) "n=45. remissions in patients with R/R MCL, including those
23 28 (46.7) with high-risk disease characteristics.
Prior BTKi therapy 33 (55.0) Figure 3. DOCR in patients with and without

Notably, most patients who were in CR at EOT were
progression free and alive 18 months after the EOT.

Median time since last prior therapy, 21 high-risk feature in the BEP.

months (range) 2.4 (0.1-132.5)

Refractory to any prior therapy 50 (83.3) o 1.00 Most responders rapidly achieved undetectable MRD,
Refractory to any prior BTKi 31 (51.7) ;g 0.75 which was sustained after the EOT.
Refractory to last prior therapy 44 (73.3) E 050 B-cell recovery was observed starting from 12—18 months
S
N (%) of patients in the BEP n=46 £ after EOT.
Q . .
>1 high-risk histological feature 25 (53.0) E 0251 with 21 high-risk feature; median DOCR: 14.4 months (95% Cl: 10.0-NE) GLOBRYTE (NCTO6084936) is an ongoing, Open_|abe|,
Blastoid morphology 5 (11 .9)* 0.00 "" Wltbout'Z1 h|g']h—r|s'k fea'ture;'medl'an D?CR:' 46.5' mothhs (?5% 'CI: N'E—NI'E) | muIticenter, randomized Phase Il trial of glofltamab
Ki-67 expression >50% 19 (41.3) 0 3 6 9 12 15 18 21 M24 h27 30 33 36 39 42 45 48 monotherapy versus rituximab (R) plus bendamustine or
’ ont - - - .y .
p53 expression >50% 9 (19.6) Patents— 14 13 12 10 10 8 5 4 4 3 2 1 1 1 1 1 0 R plus lenalidomide that is currently recruiting patients
*n=45, atrisk — 20 19 16 14 12 9 7 5 4 4 3 1 1 1 1 0 O Wlth R/R MCL
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