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Background Figure 2. Response rates by glofitamab regimen for (A) all patients* and (B) patients Table 2. Summary of AEs
with prior BTKi therapy Glofitamab SUD Glofitamab SUD Al patients
A 100 - B YA +1000mg Gpt (n=16)  +2000mg Gpt (n=21) (N=37)
, Patients witl,w R/R MCL have a poor prognos_is, especially those with progressive disease 90.5 100 84.6 Any grade AE 16 (100) 21 (100) 37 (100)
G I ofl ta m a b M o n ot h e ra py I n d u ces after Bruton’s tyrosine kinase inhibitor (BTKi) therapy.’ < 80 < 80 1 75.0 Glofitamab related 16 (100) 19 (90.5) 35 (94.6)
Chimeric antigen receptor (CAR) T-cell therapy is an option for patients with R/R MCL with 2 o 2 60 . Serious AE 13 (81.3) 16 (76.2) 29 (78.4)
H i h C O m Iete Res O n se Rates prior BTK inhibitor treatment, but its use may be limited by logistical challenges.2 @ @ Glofitamab related 12 (75.0) 11 (52.4) 23 (62.2)
: : : : e : : 6 40 5
g p p Glofitamab is a CD20xCD3 T-cell engaging bispecific antibody that redirects T cells to % % 0 Grade 3/4 AE 14 (87.5) 11 (52.4) 25 (67.6)
= = = = eliminate B cells, including those that cause malignant disease.3 ® 20 - ® 20 - Glofitamab related 12 (75.0) 11(52.4) 23 (62.2)
: : : Grade 5 (fatal) AE’ 0 4 (19.0 4(10.8
I n Patle nts Wlth H eaVI Iy In an ongoing Phase I/l study (NCT03075696), glofitamab monotherapy with step-up 0 0 _ raGszita(r:a: :elated X (o ) (o )
dosing (SUD) and obinutuzumab pretreatment (Gpt) demonstrated high response rates SUD * 100aa Gpt SUD* 200%mg Gpt Al paere R e AE leading to treatment discontinuation X X .
P ret re ate d Re I a s e d O r Refra Cto and manageable CRS N patlents Wlth R/R MCL4 *Efficacy results are reported for the secondary efficacy population (includes all patients who had a response assessment performed, withdrew early from treatment D "
or study, or are on still on treatment at the time of their first scheduled response assessment). Prior lines of therapy ranged from 1-5 in both the responder and eaths 2(12.5) 8 (38.1) 10 (27.0)

non-responder groups. PMR, partial metabolic response.

— Gpt reduces glofitamab receptor occupancy to mitigate CRS incidence and severity by

*COVID-19/pneumonia (n=3, days 154, 187 and 344), cardiac arrest (n=1, Day 29). TReported deaths were considered unrelated to study treatment.
competitive binding.®

Figure 3. Best percentage change from baseline SPD*

Mantle Cell Lymphoma

Here, we present updated efficacy and safety data for glofitamab monotherapy in patients 0 Figure 6. AEs with an incidence of 220% in all patients (N=37)
with R/R MCL who had 21 prior therapy. P = lftamab SUD (3omg) » 1000ms G T — e ——— 750
T Setanan U 1) - o s — —
ftam mg) + <0LEm Anemia 324 W 216 Grade 1
£ 40- - rade
- : oy Methods ‘é’, 20 crrrrrrreg Ejtrgxizf 22.770- 13?:.9 Grade 2
Tycel Phillips,” Michael Dickinson,? Franck Morschhauser,* Emmanuel Bachy,* _ . o _ _ o _ £ o 550050500505 AST neromced 243 e = Grade 3
Michael Crump,5 Marek Trnény,6 Nancy L. Bartlett.” Jan Zaucha, 8 Tomasz Wrobel 9 - Patients aged 218 years thh histologically confirmed R/R MCL, =1 prior sy.stemlc therapy, S 20 Constipation 24.3 0.0 = Grade 4
_ Y e e e 11 ’ and an Eastern Cooperative Oncology Group performance status <1 were included. B 40- CoVID-19* 216 HEW | 27 = Grade 5
Fritz Offner,'® Kathryn Humphrey,'! Linda Lundberg,'+ James Relf, Gl . I I M _ : A - ~Hypotension 216 B q ::
Audrey Fl|ezaC de L’Etang 12 DaV|d Carllle K Ben Byrne 11 Naseer Qayum K orfitamab was adaministeread intravenous y as a TixXxed-auraton treatment to a maximum O 80 = Infusion-related reaction 21.6 IS :
Carmelo Carlo-Stella'3 ’ ’ ’ ’ 12 cycles; treatment schedule is presented in Figure 1. 100 - 100 50 Patients (%) 50 100
- . . . . * Wi _ iv ic di : iti issi : u u i ) *Inclu u il cou . TEv u JF Wi iou - , =1), =2). iti
- Safety was monitored with CRS events graded by ASTCT criteria.6 Response rates were e (s petionts s GOVID-1S prcumonin, SRE ALS roalod t glob e 216 rontriod o5 Sath f (viokinG v word rosal, Miost NPy iert rofalod 15 oD,
assessed per Lugano 201 4 Criteria 7 AST, aspartate aminotransferase; IRR, infusion-related reaction.
| | Most responses wer_e ac_hleved early and_were durable, with complete Figure 7. CRS event summary and CRS by cycle, grade, and regimen
Summary Figure 1. Glofitamab treatment schedule responses (CRs) maintained after cessation of therapy TEEL——
: . S . . \o ! ; : All patient
I -« Median time to first response was 51 days (range, 29-234); at first assessment, the CR rate with 21 AE unless  +1000mg Gpt | +2000mg Gpt (N237)
CRS mitigation D15: 10mg was 48.6% and the ORR was 73.0% (Figure 4). No progressive disease was reported a CRS 675 16 ) 2% (5.7
. . » Obinutuzumab D8: 2.5 : : ny : - : Glofitamab SUD Glofitamab SUD
Glofitamab is a CD20xCD3 pretreatment (Gpt) ST ™ beyond end of treatment (EOT) in patients who had a response at EOT. Grade 1 4 (25.0) 7(33.0) 11 (29.7) it ne :3;":"’“.9' ot *2°i°:‘§ o
c . 2 e 5 : t . . . N _ . = — .5mg . .
T-CeIITengaglng blSlpeCIfl_C antibody > C1 step-up dosing . 2000:9 Gpt, Median duration of CR (DOCR) follow-up was 5.1 months (range, 0.0-18.0; Figure 5) Grade 2 6 (37.5) 5 (23.8) 11(29.7) oo 400 B | anc
with a 2:1 configuration for > Monitoring after first | — — At data cut-off, 20/27 (74.1%) patients with CR remained in remission; with the four events due Grade 3 2 (12.5) 2 (9.5) 4(10.8) ot TS
iIncreased potency. W ¢ Ph Il stud dose (2.5mg) to COVID-19 deaths excluded, median DOCR was not reached and 87% of CRs were ongoing. Grade 4 2 (12.5) 0(0.0) 2 (5.4) g 13'20 |
€ presen dse stuay 21-day cycles i i i i i _ Serious AE of CRS C3 30mg 01 53
: 10 (62.5 5(23.8 15 (40.5
High avidity binding to (NCTO3075696) reSUItS for *In the glofitamab SUD + 1000mg Gpt cohort, two patients had 16mg glofitamab as their target dose. C, cycle; D, Day. Flgure 4 Tlme on gIOfltamab treatment and resPonse n patlents Wlth RIR MCL (any grade) ( ) ( ) ( ) G4+ 30mg " 53
CD20 on B cells . . SUD (16 +C| - Median time to CRS 100 0 100
glofitamab monotherapy in 1ooﬁ,m';’€2ptr§:~**  sctve i olowan onset, hours (range) | ' °° (4471400 | 9.77(5.0-208) 1| 9.31(4.4-20.8) patients (%
lents with rel refr . o =—————— - Tocilizumab for CRS . .
I patients with relapsed/refractory Baseline characteristics Sup (3amg) ¢ = DGR anagomont 11 (68.8) 6 (28.6) 17 (45.9) Grade 1 ®Grade2 mGrade3 mGrade 4
mantle cell Iymphoma . At the clinical cut-off date (March 14. 2022). 37 patients had ved alofit b SUD . S ‘ Emg Corticosteroid for 8 (50.0) 6 (28.6) 14 (37.8)
(R/R MCL) and 21 prior therapy (1008 & m(fat cu _106 28090( ag A T)’bl %a\ ients had received glofitama D ercTony CRS manaement . . .
CD3 T-cell m , nN= , m , nN= , aple . ~* ~ Still on treatment . . L.
engagement 9 b 9P SUD : - Studydiscontinued * One Grade 1 immune effector cell-associated neurotoxicity syndrome (ICANS) event was
Silent Fc region ] ] ] +2000mg Gpt * Refractory to last line of prior therapy .
_ extends ::LEEZW Table 1. Baseline characteristics reported for the Gpt (2000mg) cohort which resolved (Table 3).
Glofitamab SUD + | Glofitamab EUD + Al patients 12 15 18 21 24 27 30 33 Table 3. Other AEs of interest
n (%) of patients unless stated 1000mg Gpt 2000mg Gpt _ Time from first treatment (months) o _ _
(n=16) (n=21) 0 CT, computer tomography c' and infestations - 9 _37) Gra ( (37)
’ : | I | . .
Median age, years (range) 72.5 (57-83) 66.0 (41-84) 72.0 (41-84) Neutropenia 17 (45.9) 10 (27.0)
: : . . .
Xra\:leArbor stage llI-1V at study entry 1136 ((813(?)) 13 Egg;; 5471 g?g; Flgure > Kaplan-Meler pIOt for DOCR Febrile neutropenia 1{2.7) 1{2.7)
- : : 100 == T = Efficacy-evaluable patients (N=27) Tumor flare 5 (13.5) 0(0.0)
Although the patient population veL Plecorobatsticyonty 8 (50.0) 4(19.0) 12(324) - ani + Censored Neurologic AEs 18 (48.6) 1 @27)
was heavily pre-treated and months (range) by 2.20 (0.4-53.2) 1.40 (0.1-107.5) 1.90 (0.1-107.5) P | ICANS (derived)t 5 (13.5)F 0 (0.0)t
hiahlv ref t t . Prior lines of therapy, median (range) 3.0 (1-5) 2.0 (1-5) 3.0 (1-5) 5 60 = L + AEs leading to treatment discontinuation 0(0.0) 0(0.0)
g y elrac Ory 0] preVIOUS Prior therapy BTKi 11 (68.8) 13 (61.9) 24 (64.9) (@) T T T T T T T T T TS T T T e - *Includes one Grade 4 event (endocarditis) and three Grade 5 events (COVID-19, n=2; COVID-19 pneumonia, n=1). TGlofitamab-related neurologic AEs potentially
thera |eS Iofltamab induced 3 lidomid 3(18.8 2 (190 7 (18.9 o 40 = Median DOCR: 10.0 months (range, 4.9-NE) : | consistent with ICANS; mental status changes (n=1), disorientation (n=1), confusional state, agitation and memory impairment (n=1), cognitive disorder and agitation
A Phase I I I Study W|th p y g Ci\n; ll' omide 1((6 3)) 1((4 8)) 2((5 4)) : | N (n=1), memory impairment and agitation (n=1, ongoing at CCOD). *CTCAE. CTCAE, common terminology criteria for AEs.
- - . . . 20 — | ——— —
ofitamab h . high CR rates which were ASCT 5 (31.3) 4 (19.0) 9 (24.3) |
glofitamab monotherapy IS achieved ear|y and were durable Refractory to any prior therap 15 (93.8) 18 (85.7) 33 (89.2) I C I (
g 0 y I y . . . 0 | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ] | ]
planned for patients with R/R Remactory Refractory to first-line therapy 8 (50.0) 15 (71.4) 23(62.2) 0 12 3 4 5 6 7 B9 M0 M1 12 13 14 15 16 17 18 onclusions
MCL _ Refractory to last prior therapy 12 (75.0) 15 (71.4) 27 (73.0) Allpatients N=27) 0 4 o o g melmonths) &
CytO klne release Synd rome *Patients who had no response or progressipn or re_Iapse within 6_mpnths of first anti-lymphoma therapy end date_. Data on Ki-67 proliferation are pending. *DOCR is measured from the date of first complete response to the date of progression or death from any cause. TDeath due to COVID. NE, not evaluable. GIOﬂtamab monOthera py W|th ﬁxed treatment duration Of 1 2 CyC|eS (apprOXimately
(CRS), the mOSt reported adverse ASCT, autologous stem cell transplant; IPI, international prognostic index; PD, progressive disease; SD, stable disease. 83 monthS) induced hlgh CR rateS in heaVily pretreated patients Wlth MCL
S ('A(‘jE)’ was trlna:nageabdle 2 Higher Gpt (2000mg) was associated with lower incidences of serious AEs, CRs were achieved early and were durable.
plseloniielngyy (o Qlrlte Glofitamab monotherapy resulted in high response rates Grade 3-4 AEs, and CRS Glofitamab was well tolerated and there were no treatment discontinuations due to AEs.
« After a median follow-up of 8.0 months, the overall response rate (ORR) and complete - Across all patients, no Grade 5 AEs related to glofitamab or AEs leading to treatment CRS events were manageable and were predominantly low grade
metabolic response (CMR) rate was 83.8% and 73.0%, respectively, across all patient discontinuation were reported (Table 2) — A higher dose of Gpt (2000mg) was associated with lower any grade and Grade 22 CRS

groups (Figure 2).

events compared with a lower dose of Gpt (1000mg).

* CRS was the most common AE overall (Figure 6); there were fewer CRS events, none of

- All glofitamab regimens investigated showed anti-tumor activity in R/R MCL (Figure 3). which were Grade 4, with the 2000mg Gpt regimen (Figure 7). A Phase lll study with glofitamab monotherapy is planned for patients with R/R MCL.
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