ABCL-340

Background Fi_xed-duration glofitamab provides long-lasting remissions for patients Baseline TMTV may be prognostic for PFS
with R/R LBCL . Baseline TMTV was derived from baseline PET images using a semi-automated method
G | Ofitam ab MO N Oth erapy | N Re| apsed or Patients with R/R diffuse large B-cell ymphoma (DLBCL) after =2 prior therapies have a * Median time on study was 32.1 months (range: 0—43) with a threshold for TMTV of 2x the mean standardized uptake value (SUV) of the liver
poor prognosis*2 + Glofitamab showed high response rates and durable remissions across subgroups and in — Median baseline TMTV in patients who received at least one dose of glofitamab was
RefraCtO I'y L arg e B -Cel I I_ym p h oma: - CAR T-cell therapy has shown benefits in the third-line setting, however, ~50% of patients the intent-to-treat population (Table 2) 128.7mL (range: 0—3820; n=144)
. with a CR subsequently relapse? _ ORR and CR rates in all pati 0 0 A 0 : : : : o o (1.
patients were 52% and 40%, respectively; 34/62 (55%) CRs « 24-month PFS rate for patients with baseline TMTV = median was 11.8% (95% CI:
EXten d ed FO I I oOw-u p FrO m a PIVOtaI Ph ase I I — Treatment options are limited for patients who experience disease progression while were ongoing at data cut-off 6.0—23.5) and 41.6% (95% CI. 31.1-55.6) for patients with baseline TMTV < median
Stu dy and Sub group An alys es |n Patients receiving CAR T-cell therapy* — Median DoCR in all patients was 26.9 months and 24-month DoCR rate was 55.0% (hazard ratio: 2.4 [95% CI: 1.6-3.6])

Glofitamab is a bispecific antibody that is available as an off-the-shelf, fixed-duration treatment®

- Engages and redirects T cells to eliminate B cells Table 2. Response rates and DoCR.

With Prior Chimeric Antigen Receptor

The safety profile was consistent with previous analyses®’

T'Cel I Th erapy an d by B as el | ne TOtaI Metab 0 I | C — Is administered as a fixed-duration treatment and is approved in more than 30 countries for 6 sersead] ST RaTTis Alll\lp_fit;nfs R/R EL_ESZLT/I”F'— P”fl)\lf_(ééf'T - The incidence of adverse events (AEs) and serious AEs (SAES) were stable and no new AEs
the treatment of patients with R/R LBCL after 22 prior therapies (N=155) (N=132) (N=52) were reported (including immune effector cell-associated neurotoxicity syndrome, CRS,
TU Mmor VO I ume In a Phase Il study (NCT03075696), glofitamab induced high CR rates with a manageable ORR, n (%) [95% CI] 80 (52) 74 (56) 26 (50) infections, or Grade 5 AEs)
toxicity profile in patients with R/R DLBCL®” | [43:5-59.7] [47.2-64.7] [358-64.2] + CRS remained the most common AE and occurred in 64% of patients
i i 1 - 2 3 i 4 . . . . 62 (40 58 (44 19 (37 . . . o
Martin Hutchings,* Carmelo Carlo-Stella,* Franck Morschhauser,® Lorenzo Falchi, Here, we present data with an extended follow-up, along with subgroup analyses, in patients CR rate, n (%) [95% CI] [32_2(_48)_2] [35_3£52)_8] [23_6£51)_0] — Most CRS events (by American Society for Transplantation and Cellular Therapy criteria)
Emmanuel Bachy,® Guillaume Cartron,® Cyrus Khan,”* Monica Tani,? with prior CAR T-cell therapy and by baseline TMTV Vedian DoCR X 6.9 082 950 were Grade 1 (48%) or Grade 2 (12%); Grade 3 (3%) and Grade 4 (1%) events
. . _ 9 10 . 11 12 edlan Do , months . . .
éqaqum Mq.rtllglez ng)pez, Napcyl 4L. Barftlet_t, ATtphnlllolfalar, Joslr;Li? Brody, (95% Cl) (19.8-NR) (19.8-NR) (6.7-NR) were uncommon
|r!oa Leppa,™ Pau me_Baum In,** Este _ama Mulvihill, James Re 1 L : ) : 0 0 55.0 56.2 33.1 Table 4. Safety summary.
Saibah Chohan,¢ Derrick Kaufman,” Linda Lundberg,'4 Michael Dickinson?8 Study design: pivotal Phase Il study in patients with R/R LBCL 24-month DoCR, % (35% CI) (41.1-68.8) (41.9-70.4) (7.2-59.0) Al patients (N=154)
> I i =
and 22 prior theraples Mediﬁn (CR fol)low-up, (59:.3(;) (029:.3%) (53:.%%) AE / Glofitamab-related 152 (99) / 140 (91)
* i . . i i i ' - : months (range = = =
Presenting author: ckhan@wpahs.org Patients received _1000mg oblnutuzum_ab pretreatment 7 days prior f[o the first glofitamab | Grade >3 AE / Glofitamab-related 100 (65) / 69 (45)
dose, followed by intravenous (1V) glofitamab (for up to 12 cycles; Figure 1 Ongoing CRs, n/N (%) 34/62 (55) 32/58 (55) 10/19 (33) .
SAE / Glofitamab-related 75 (49) / 46 (30)
Figure 1. Studv overview *Intent-to-treat population (DLBCL, trFL, HGBCL, and PMBCL); TPrimary efficacy population reported in the glofitamab US _
SU mm al’y J : y : prescribing information, all patients received at least one dose of glofitamab;® *Patients in this subgroup had similar baseline Grade 5 AE / Glofitamab-related 11 (7)/0
Glofitamab IV administration characteristics to the overall population. Cl, confidence interval; NE, not estimable; NR, not reached. . . . . .
Fixed-duration treatment AE leading to treatment discontinuation / Glofitamab-related 14 (9) /5 (3)
: [E)(L:%%LF',\ISO OS_’lH GBCL, wFL, or PMBCL ¢ Maximum 12 cycles (8.3 months) AE leading to dose modification/interruption of glofitamab / Glofitamab-related 29 (19) /16 (10)
. . . . CRS mitigation: SR - : ; : * : i
22_pr|Ao:]ttir_1§r§§6eZhlt?t;:cl;£ng. . Obinutuzumab IV pretreatment (1 x 1000mg) The majority of patients with a CR at EOT remained progression-free and Safety-evaluable population.
We report an extended ~ Anthracycline . fﬂi ;ﬁi‘?ﬁ;gﬁ’:ﬂgst lofitamab dose (2.5mg) alive at 18 months after end of treatment (EOT) - Higher baseline TMTV was associated with an increased risk of experiencing a Grade =2
Tolleves fFr)om - Efimse | S n ' * A high proportion of patients with a CR at C3 remained progression-free and alive after 24 CRS event (Figure 3)
. . - D15: 10m months (Table 3 - - -
Glofitamab is a CD20xCD3 i patients with -~ Primary: CR rate (as best response) 58 2 5m ( ) | | — Most Grade =22 CRS events occurred with the first dose of glofitamab (C1D8, 2.5mg) and
- - s P by IRC* D1: Got « Landmark analyses by response at EOT are shown in Table 3 and Figure 2 resolved before the next dose (C1D15, 10mg).
T-C.e” engagln.g bISpeCIfIC relapsed/refractory (R/R) large * Key secondary: ORRT, DoRY, DoCRf, i . L . .
antlbody that is available B-cell vmphoma. (LBCL) alon PFS, and OS 21-day cycles Table 3. Landmark analysis by CR at C3 and EOT. Flgurlegé’:. Association between baseline TMTV* and CRS.
as an Oﬁ-the-Shelf, . y p ’ . g *By PET-CT (Lugano criteria); 1By IRC and investigator. C, cycle; D, day; DLBCL NOS, diffuse large B-cell ymphoma not otherwise PFS oS Grade 22 CRS?
(- £ t t ¢ with su bgrOUp analyses IN specified; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; Gpt, obinutuzumab 80
IXeda-auraton treatmen . . . . . pretreatment; HGBCL, high-grade B-cell lymphoma; IRC, independent review committee; ORR, overall response rate; : : - - _ _ |
patlents Wlth pnor Chlmerlc PET-CT, positron emission tomography-computed tomography; PMBCL, primary mediastinal large B-cell lymphoma; Landmark analysis from C3 in patients with CR at C3 n=44 n=44 <
; ” trFL, transformed follicular lymphoma. Median, months (95% Cl) 31.1 (22.4-NE) NE (NE) < 60 -
antigen receptor (CAR) T-ce 24-month rate, % (95% Cl) 63.5 (47.5-79.6) 73.4 (59.9-87.0) 2 26 000
. ) . 0
. . . . = 40 -
therap_y and by baseline total . . Landmark analysis from EOT in patients with CR at EOT n=45 n=45 3
metabolic tumor volume (TMTV) As of September 4, 2023, 154 patients had received 21 dose of study treatment Median, months (95% Cl) 24.0 (19.1-NE) NE (NE) .
- Baseline characteristics were as previously reported;6 the patient population was heavily 18-month rate, % (95% Cl) 66.6 (51.0-82.2) 80.7 (68.6-92.8)
pre-treated and highly refractory to prior therapy (Table 1) 0
_ _ _ _ Q1 (0-32mL) Q2 (33-127mL) Q3 (130-366mL) Q4 (383-3822mL)
Table 1. Baseline characteristics. Figure 2. PFS (A) and OS (B) in patients with CR at EOT. n=36 n=36 n=36 n=36
. TMTV quartile (range) at baseline
All patients (N=154)* A 1001 —— CR (N=45) *Baseline TMTV (n=144) was derived from baseline PET images using a semi-automated method with a threshold for TMTV of
Median age, years (range) 66.0 (21-90) = 80+ :: IF\:E ((ll:llzg)?) 2x the SUV,,.,, Of the liver; TChi-square=16.273; degrees of freedom=1; p<0.0001. Q, quatrtile.
Higher baseline TMTV may Male, n (%) 100 (64.9) e * Censored
b tic for | Complete response (CR) ECOG PS 11, n (%) 52 (54.5) 3 ; M . |
€ prognostic 1or iower . ° S Conclusions
: : rate and duration of complete T O S D 2 @
progression-free survival DOCR) | fient ’ L S S _ _ _ — _ | | _
(PFS) and was associated with response (DoCR) in patients ] 116 (75.3) ) BT N P « Glofitamab induces high CR rates in patients with R/R DLBCL, including those with
. : with prior CAR T-cell therapy Non-Hodgkin lymphoma subtype, n (%) o 3 6 9 12 15 18 2 24 27 30 B B prior CAR T-cell therapy
an InCI’eaSGd r|Sk Of . . DLBCL 110 (71.4) Time from EOT (months) e . : . e :
- : were consistent with the TFL 28 (18.2) CRe ¥ BB w1 79811 NE — The majority of patients with a CR are in remission at 24 months’ follow-up
experiencing cytokine release : -
Overa” 0 ulatIOn HGBCL 10 (6 5) PR 8 5 4 3 1 NE NE NE NE NE NE NE NE . . . . .
syndrome (CRS) Pop OMBOL B0 5 oo — CRrates and DoCR in patients with prior CAR T-cell therapy were consistent
: : with the overall population
Median number of prior lines, n (range) 3 (2-7) 801 e _ : _
>3 prior lines 93 (60.4) s 1= | | The majority of patients with a CR at EOT were alive and event-free 18 months
Prior CAR-T, n (%) 51 (33.1) 2 w0l S b mbmm i mm e m i mm e m e - T EE;‘% after EOT
Refractory to prior CAR-TE, n (%) 46 (29.9) f‘, N S RO Higher baseline TMTV may be prognostic for lower PFS and was associated with an
3 St ensore . . . . >
Refractory to last prior therapy, n (%) 131 (85.1) ; B AT . increased risk of experiencing Grade 22 CRS
e I i 0 ' ' ' ' ' ' ' ' ' ' ' ' ' No new AEs were observed since the previous analysis, reflecting the advantage of
Previously presented at the American Society of Hematology (ASH) Annual Meeting 2023 REICIERIR) §9 W S @ [P BuSrizy, b (4 20 (i) o B femEOT (monthey o 2% ® the fixed durati £ alofit S X - y 9 9
(December 9-12, 2023. San Diego, CA) Refractory to any prior anti-CD20, n (%) 128 (83.1) CR gg gg 4213 ‘1“1’ 389 385 288 265 240 124 I i NlE EE e lixe uration ot gliotitamab treatmen
*Safety-evaluable population; TECOG PS 2, n=1 (0.6%); one patient had an ECOG PS of 1 at enrolment but deteriorated before the PR 8 7 ! 5 4 3 3 L ! L ! L NE NE Fixed-duration glofitam ab provides Iong—lasti ng remissions for patients
receipt of study treatment; *Patients who had no response or relapsed within 6 months. PR, partial response. with R/R LBCL
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