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Summary

Background

Treatment of R/R MCL remains a clinical challenge with decreasing response duration
observed after each relapse?

— Patients who relapse following BTKi treatment have a particularly poor prognosis?-°

— Recent data support a role for BTKi-containing combinations in the first-line setting,®
increasing the need for new treatment options for patients with R/R MCL, particularly
those who have progressed following BTKi treatment

Glofitamab is an off-the-shelf, fixed duration treatment, approved for patients with large
B-cell lymphoma (LBCL) after =22 prior therapies®

Glofitamab has shown high CR rates and durable responses with a manageable safety
profile in patients with heavily pretreated R/R MCL in the Phase I/Il NP30179 study
(NCT03075696)’

We report updated efficacy and safety data for patients with R/R MCL treated
with glofitamab monotherapy after a median follow-up of 19.6 months

NP30179 Phase I/ll study design

*« NCT03075696 is a multicenter, open-label, dose-escalation and dose-expansion study of
glofitamab with obinutuzumab pretreatment (Gpt) in patients with R/R MCL (Figure 1)

Figure 1. Study overview.

Key inclusion criteria

* Age 218 years

* R/R MCL

- ECOG PS 0-1

« 21 prior systemic therapy

Glofitamab IV administration

Fixed-duration treatment
. Maximum 12 cycles (approximately 8.5 months)

CRS mitigation:
*  Obinutuzumab IV pretreatment (1000mg or 2000mg)
*  C1 step-up dosing

Glofitamab induced high response rates and durable responses in
patients with R/R MCL

« High CR rates and ORRs were observed in the overall population and in both BTKi-naive
patients and those with prior BKTi therapy (Figure 2)
— Median time to first response among responders (n=51) was 42 days
(95% confidence interval [CI]: 42.0-45.0)

« With a median follow-up for CR of 17.2 months (95% CI: 9.5-22.6), fixed-duration
glofitamab monotherapy achieved durable CRs (Table 2)

Figure 2. Response rates in patients with R/R MCL (efficacy-evaluable population).
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Table 2. Duration of investigator-assessed response.

Prior BTKIi All patients
n=22 n=47

Median DOCR, months (95% CI) 12.6 (5.4-NE) 15.4 (12.7-NE)
15-month DOCR rate, % (95% CI) 33.5 (10.6-56.4) 50.3 (32.0-68.6)
Ongoing CR, n (%) 10 (45.5) 28 (59.6)

n=23 n=51

The safety profile of glofitamab was consistent with previous analyses?

* In the 1000mg Gpt cohort, the most common adverse events (AEs) with an incidence of
215% were CRS (87.5%), neutropenia (56.3%) and pyrexia (37.5%)

— In the 2000mg Gpt cohort, the most common AEs with an incidence of 215% were also
CRS (63.6%), neutropenia (31.8%) and pyrexia (29.5%)

« The majority of CRS events were Grade 1/2, and a lower incidence of CRS was observed in
the 2000mg vs 1000mg cohort (Table 3)

— CRS events were predominantly in Cycle 1, and the median duration of CRS was shorter

in patients pretreated with 2000mg obinutuzumab than 1000mg (Table 3)

« All immune effector cell-associated neurotoxicity syndrome (ICANS) events were resolved

and considered non-serious (Table 3)
« All COVID-19-related events were observed during the pandemic (Table 3)

— One additional patient died due to post-acute COVID-19 syndrome and one further

patient died due to COVID-19/COVID-19 pneumonia outside of the AE reporting window

— All patients who died due to COVID-19 had achieved a CR, and six remained in

remission at the time of death

Table 3. Safety outcomes.

T RN Jo0omg Gpt (n=44) | Al patients (N-60)

Safety summary, n (%)

Any grade AE / Glofitamab related AE

Serious AE / Glofitamab related Serious AE
Grade 3/4 AE / Glofitamab Grade 3/4 related AE
Grade 5 AE / Glofitamab related Grade 5 AE

CRS summary, n (%)

Any grade CRS*, n (%)
Grade 1l/2
Grade 3/4

Serious AE of CRST, n (%)

CRS management, n (%)
Tocilizumab / Corticosteroid

16 (100) / 16 (100)
15 (93.8) / 12 (75.0)
13 (81.3) / 13 (81.3)

2 (12.5)/0

14 (87.5)
4 (25.0) / 6 (37.5)
2 (12.5)/ 2 (12.5)

11 (68.8)

11 (68.8) / 8 (50.0)

44 (100) / 39 (88.6)

32 (72.7) 1 24 (54.5)

26 (59.1) / 22 (50.0)
7 (15.9)/0

28 (63.6)
18 (40.9) / 7 (15.9)
3(6.8)/0

12 (27.3)

11 (25.0) / 10 (22.7)

60 (100) / 55 (91.7)

47 (78.3) / 36 (60.0)

39 (65.0) / 35 (58.3)
9 (15.0)/ 0

42 (70.0)
22 (36.7)/ 13 (21.7)
5(8.3)/2(3.3)

23 (38.3)

22 (36.7) / 18 (30.0)

D15 10m Tocilizymab and c_ortico_ste_roids 6 (37.5) 7 (15.9) 13 (21.7)
Efficacy endpoints T g Median DOR, months (95% Cl) 12.6 (7.4-NE) 16.2 (12.6-NE) Intensive care unit admission (L) ey 2 (@)
We report updated efficac . L i _ _ 2.5mg glofitamab on Cycle 1 Day 8
Glofitamab is a CD20xCD3 P P y * CR - DOR D00 IORER, 15-month DOR rate, % (95% CI) 38.0 (15.5-60.6) 59.7 (44.1-75.3) Median time to CRS* onset, hours (range) 6.1 (3.4-13.0) 17.5 (4.0-46.3) 9.7 (3.4-46.3)
_ _ . and Safety data from a + ORR - PFS D1:2000mg Gpt Ongoing response, n (%) 10 (43.5) 28 (54.9) Median CRS duration, hours, (range) 53.3 (9.0-171.2) 21.0 (2.0-692.7) 49.0 (2.0-692.7)
T-cell engaging bispecific - DOCR - 0S TN o NIRRT NE, not estimable.

10mg glofitamab on Cycle 1 Day 15
Median time to CRS?* onset, hours (range)
Median CRS duration, hours, (range)

Other AEs of interest, n (%)

Phase I/l study for patients
with relapsed/refractory
(R/R) mantle cell lymphoma
(MCL) treated with
glofitamab monotherapy

21-day cycles

17.5 (8.5-34.3)
44.9 (1.0-625.5)

20.6 (6.7—32.6)
19.5 (1.5-83.0)

20.6 (6.7-34.3)

antibody that is available 24.6 (1.0-625.5)

as an off-the-shelf,
fixed-duration treatment

*In the 1000mg Gpt cohort, two patients had 16mg glofitamab as their target dose in the dose escalation phase. C, cycle; CRS, cytokine
release syndrome; D, day; DOCR, duration of confirmed response; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology
Group performance status; IV, intravenous ORR, overall response rate; OS, overall survival; PFS, progression-free survival.

Glofitamab induced clinically significant survival rates and most patients with
a CR at EOT remained progression-free and were alive 15 months post-EOT

 Clinically significant PFS and OS at 15 months were achieved with fixed-duration glofitamab
in all patients (Figure 3)

Infections
Any Grade
Grade 3/4 / Grade 5

ICANS (derived) related to glofitamab
Any Grade 2 (12.5) 1(2.3) 3 (5.0)

12 (75.0)
4 (25.0) / 2 (12.5)

32 (72.7)
9 (20.5) / 6 (13.6)

44 (73.3)
13 (21.7)/ 8 (13.3)

As of September 4, 2023, 60 patients had received 21 dose of study treatment

« The efficacy-evaluable population included all patients who received =1 dose of study * In patients \(/)vho r.eceived prior BTKI therapy (n:32?), meFlian PFS and OS follow-up was 26.1 Grade 1/2 1(6.3)5/1 (6.3)" 1(2.3)*/0 2 (3.3) /1 (1.7)
treatment (n=60) and the intent-to-treat population included all patients enrolled in the months (95% CI: 13.5-31.2) and 24.7 months (95% CI: 13.6-28.8), respectively COVID-19 / COVID-19 pneumonia
study (n=61) — Median PFS was 8.6 months (95% CI: 3.4-15.6) and median OS was 21.2 months Any Grade 4 (25.0) 15 (34.1) 19 (31.7)

(95% Cl: 9.0-NE)

— 15-month PFS and OS rates in these patients were 33.0% (95% CI: 14.8-51.1) and 55.0%
(95% CI: 36.5-73.6), respectively

Figure 3. PFS (A) and OS* (B) in the intent-to-treat population.

Grade 3/4 / Grade 5 1(6.3)/0 4(9.1) /5 (11.4) 5(8.3) /5 (8.3)

*CRS by American Society for Transplantation and Cellular Therapy (ASTCT) consensus grading criteria®; tSerious AE of CRS is defined
as per International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use; *CRS
by ASTCT consensus grading criteria®; 8Confusional state; 'Disorientation; *Mental state changes.

« Patients with R/R MCL were heavily pretreated and highly refractory to their last prior therapy

Glofitamab induced high (Table 1)
response rates and

durable responses in

The majority of patients
with a complete response

« Approximately half of the patients (51.7%) had received prior BTKi therapy

— A higher proportion of patients with prior BTKi therapy were refractory to their last prior :
Conclusions

(CR) at the end of therapy . . therapy compared with BTKi-naive patients (Table 1) A 100 — All patients (N=61) B 1o — All patients (N=61)
- d patlents Wlth R/R MCL’ : + Censored : + Censored
(EOT) remaine : . , : : Table 1. Baseline characteristics in the efficacy-evaluable population & 80 : 15-month PFS rate: < 80 i 15-month OS rate: Fixed duration glofitamab monotherapy induced high response rates and durable responses
: : Including patients with prior - - S | 54.09% (95% CI: 40.1-67.8) < . 71.4% (95% CI: 59.3-83.5) - - - - A - i -
progressmn-free and alive R —— Al patient z : Z ., in heavily pretreated patients with R/R MCL, including patients with prior BTKi therapy
. : rior [ i naive patients = 60; ' = 60 e _ _ _ _ _
15 months post-EOT Bruton tyrosine kinase (n=31) (n=29) ) 3 Median PFS: 16.8 months The majority of patients with a CR at EOT remained progression-free and alive 15 months
p : hb BTK h . © 401 (95% CI: 8.9-21.6) o 401 Median OS: 29.9 th ost-EOT
INNIDItor ( |) t erapy Median age, years (range) | 70.0 (41-84) | 72.0(52-86) | 72.0 (41-86) > . — " = (920/:,acr;l|- > O_NEr)“O” S p
Male, n (%) | 23(742) | 21(72.4) 44 (73.3) & 207 Median PFS follow-up: 19.6 months O 201 Median OS follow-up: 21.8 months The safety profile was manageable and consistent with the known profile of glofitamab
95% Cl: 11.9-26.1 95% Cl: 14.0-24.9 : :
A Aieels sy WHIY, () 28 (90.3) 24 (82.8) 52 (86.7) o? (é e 1 1-)8 T 31 37 30 35 35 3 s (é 1 1-8) TS S A T e e T — CRS events were predominantly Grade 1/2 and most occurred during Cycle 1
MIPI score 26, n (%) 7 (22.6) 8 (27.5) 15 (25.0) No. at risk Ti " No. at risk Ti h e : : . . .
: — ' ime (months) ' ime (months) — Alower incidence of CRS was observed following glofitamab treatment in the higher obinutuzumab
Median number of prior lines (range) 3.0 (1_5) 20 (1_4) 20 (1_5) 61 51 40 27 22 17 14 10 7 4 3 2 2 NE 61 55 50 42 31 24 20 20 14 9 3 2 2 2 NE ] . ) . .
_ ) ) ) _ *At the time of analysis, 22 patients had died, the majority due to progressive disease (n=7) or COVID-19 (n=7); other causes of death dose cohort (2000mg VS 1000mg), this 2000mg Gpt dose is bemg used in
Median time since last prior therapy to first study 1.3 7.4 2.4 were pneumonia (n=1), septic shock (n=1), cardiac arrest (n=1), and unknown/other (n=5). All patients who died due to COVID-19 had the ongoing Phase Ill GLOBRYTE study (NCT06084936)
treatment, months (range) (0.1-53.2) (1.1-132.5) (0.1-132.5) achieved a CR. _ - _
Median time since last anti-CD20 therapy to first study 151 25.1 16.3 « Thirty patients had a CR at EOT and the majority of these patients remained - Strategies to minimize COVID-19-related events have been implemented
UrEEUE, ONLS ((ENgE) O l92) L2 G082, progression-free and were alive at 15 months after EOT Glofitamab monotherapy is a promising treatment option for patients with R/R MCL
Previ | d he A : : f Clinical | A A M . Refractory to any prior therapy 30 (96.8) 20 (69.0) 50 (83.3) . 0 ) 0 _ _ _ _
reviously presented at the American Sometyq Clinical Onco ogy( SCO_) nnual Meeting Refractory status, n (%) Refractory to first-line therapy 17 (54.8) 14 (48.3) 31 (51.7) — Median PFS was NE (95% CI: 10.6—NE) and the 15-month PFS rate was 59.2% Based on these data, glofitamab received Breakthrough Therapy Designation status from the US
(May 30-June 3, 2024, Chicago, IL). Copyright: © 2024 American Society of Clinical Refractory to last prior therapy 27 (87.1) 17 (58.6) 44 (73.3) (95% ClI: 35.5-83.0) Food and Drug Administration on May 31, 2024 for the treatment of patients with R/R MCL after at

Oncology, Inc. Reused with permission. All rights reserved.

MIPI, mantle cell lymphoma international prognostic index.

— Median OS was NE and the 15-month OS rate was 72.7% (95% CI: 51.9-93.5) least two systemic therapies

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